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POPULATION: AQP4 Positive Population
ENDPOINT: Relapse-free subjects, Protocol Defined Relapse
MODEL: Stratified analysis (stratification factors: prior therapy (B-cell depleting therapy or immunosuppressants/others); most recent attack (first attack or relapse))
STUDY: BN40900
Dichotomous analysis (efficacy)
 
 
 
 

Subgroup Level n % n % n % n % Odds Ratio Convergence Reason 95% Lower CL 95% Upper CL Absolute Risk Convergence Reason 95% Lower CL 95% Upper CL Relative Risk Convergence Reason 95% Lower CI 95% Upper CI
p-value 
(Wald) Relative Risk Convergence Reason 95% Lower CI 95% Upper CI

All n/a 41 100,0 32 78,0 23 100,0 10 43,5 4,94
Algorithm 

converged. 1,58 15,41 0,343
Algorithm 

converged. 0,103 0,583 1,78
Algorithm 

converged. 1,09 2,92 0,0219 0,56
Algorithm 

converged. 0,34 0,92

* indicates convergence problem. Result is uninterpretable.
Clinical cut-off: 12OCT2018
 
Program: root/clinical_studies/RO5333787/CDP70210/BN40900/data_analysis/ACE_CSRPrimary/prod/program/eff_resp.sas
Output: root/clinical_studies/RO5333787/CDP70210/BN40900/data_analysis/ACE_CSRPrimary/prod/output/eff_resp_309_12OCT2018_AQPP_PDR01DB_ST.xls
25NOV2019 18:23

Absolute Risk Difference Relative Risk Relative RiskPatients Patients with Event Patients Patients with Event Odds Ratio
SA237 Placebo SA237 vs. Placebo SA237 vs. Placebo Placebo vs. SA237
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POPULATION: AQP4 Positive Population
ENDPOINT: Annualized Relapse Rate, Protocol Defined Relapse
MODEL: Stratified analysis (stratification factors: prior therapy (B-cell depleting therapy or immunosuppressants/others); most recent attack (first attack or relapse))
STUDY: BN40900
Repeated event analysis (efficacy)
 
 
 
 

Relapses
Patient 

Years Relapses
Patient 

Years lr

Subgroup Level n % Total Total Rate
95% Lower 

CL
95% Upper 

CL
Adjusted 

Rate
95% Lower 

CL
95% Upper 

CL n % Total Total Rate
95% Lower 

CL
95% Upper 

CL
Adjusted 

Rate
95% Lower 

CL
95% Upper 

CL p-value Rate Ratio
95% Lower 

CL
95% Upper 

CL Convergence Reason

All n/a 41 100,0 9 79,26 0,114 0,052 0,216 0,271 0,077 0,96 23 100,0 13 25,16 0,517 0,275 0,884 2,85 0,792 10,258 0,0092 0,095 0,019 0,475
Algorithm 

converged.

Rate (raw) defined as the total number of relapses for all patients in the treatment group divided by the total patient-years of exposure to that treatment.
Based on negative binomial model. Factors/covariates: treatment. Adjusted for randomization stratification factors. Log (time in study [in years] per patient) as offset-variable.
Clinical cut-off: 12OCT2018
 
Program: root/clinical_studies/RO5333787/CDP70210/BN40900/data_analysis/ACE_CSRPrimary/prod/program/eff_nb.sas
Output: root/clinical_studies/RO5333787/CDP70210/BN40900/data_analysis/ACE_CSRPrimary/prod/output/eff_nb_309_12OCT2018_AQPP_PDR01DB_ST.xls
25NOV2019 18:40

Adjusted Annualized Relapse Rate Rate Ratio

SA237
(N=41)

Placebo
(N=23) Adjusted Analysis: Difference between Treatments

Patients Naive Annualized Relapse Rate Adjusted Annualized Relapse Rate Patients Naive Annualized Relapse Rate
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POPULATION: AQP4 Positive Population
ENDPOINT: Change from baseline, Expanded Disability Status Scale (EDSS) Score
MODEL: Stratified analysis (stratification factors: prior therapy (B-cell depleting therapy or immunosuppressants/others); most recent attack (first attack or relapse))
STUDY: BN40900
Analysis of MMRM
 
 
 
 

Subgroup Level Total
with baseline 

value
included in 

analysis¹ LSMeans² SE (LSMeans) Total
with baseline 

value
included in 

analysis¹ LSMeans² SE (LSMeans) LSMeans³ SE (LSMeans) 95% Lower CL 95% Upper CL
p-value 

(treatment) p-value (visit)
All n/a 41 41 41 NE NE 23 23 23 NE NE NE NE NE NE NE NE

¹ Patients with a value at baseline and at least one post-baseline value. ² LSMeans of change from baseline from MMRM (including all available records from all visits). ³ Contrasts from MMRM.
Factors/covariates: treatment, visit, treatment-by-visit interaction, baseline value. Adjusted for randomization stratification factors.
The output is restricted to Week 144 due to low number of observations at later visits leading to non-convergence.
The EDSS is scored on a scale of 0-10. Higher scores represent increased disability.
Last extra visit following relapse is mapped to the closest next regular visit.
Clinical cut-off: 12OCT2018
 
Program: root/clinical_studies/RO5333787/CDP70210/share/pool_ACE_SA237/prod/program/pro_mmrm.sas
Output: root/clinical_studies/RO5333787/CDP70210/BN40900/data_analysis/ACE_CSRPrimary/prod/output/pro_mmrm_309_12OCT2018_AQPP_EDSS_ST.xls
09SEP2020 21:36

N Statistics Statistics Statistics
SA237 Placebo Difference between Treatments (SA237 vs Placebo) Effects

N Statistics
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POPULATION: AQP4 Positive Population
ENDPOINT: Expanded Disability Status Scale (EDSS) Score
MODEL: --
STUDY: BN40900
Compliance/Mean
 
 
 
 

Subgroup
  Level Visit in study¹ % with value¹ % mean² SD in study¹ % with value¹ % mean² SD

n/a Baseline 41 100.0 41 100.0 4.024 1.504 23 100.0 23 100.0 3.435 1.547
Week 24 41 100.0 40 97.6 3.900 1.699 23 100.0 23 100.0 3.957 1.751
Week 48 37 90.2 37 100.0 3.770 1.517 14 60.9 14 100.0 3.357 1.336
Week 72 32 78.0 32 100.0 3.656 1.526 11 47.8 10 90.9 3.800 1.703
Week 96 20 48.8 18 90.0 3.639 1.391 4 17.4 4 100.0 2.500 0.913
Week 120 11 26.8 11 100.0 3.682 1.347 2 8.7 2 100.0 2.250 1.768
Week 144 9 22.0 8 88.9 4.000 1.488 2 8.7 2 100.0 2.000 1.414
Week 168 8 19.5 8 100.0 3.563 1.657 1 4.3 1 100.0 3.000 NE
Week 192 1 4.3 1 100.0 3.500 NE
Week 216 1 4.3 1 100.0 3.000 NE
End of Study 
(Discontinued) 5 12.2 3 60.0 4.833 1.041 2 8.7 2 100.0 4.750 1.768

¹ in study: number of subjects in study at respective visit; % based on baseline.
with value: number of subjects in study and with value at respective visit - used for the calculation of the mean and SD; % based on patients in study at respective visit.
² mean: descriptive statistics - absolute values.
The EDSS is scored on a scale of 0-10. Higher scores represent increased disability.
Last extra visit following relapse is mapped to the closest next regular visit.
Clinical cut-off: 12OCT2018
 
Program: root/clinical_studies/RO5333787/CDP70210/share/pool_ACE_SA237/prod/program/pro_mean.sas
Output: root/clinical_studies/RO5333787/CDP70210/BN40900/data_analysis/ACE_CSRPrimary/prod/output/pro_mean_309_12OCT2018_AQPP_EDSS_SG.xls
09SEP2020 19:54

All

SA237 (N=41) Placebo (N=23)
Patients Statistics Patients Statistics
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POPULATION: AQP4 Positive Population
ENDPOINT: Change from baseline, Functional System Score (FSS): Ambulation Score
MODEL: Stratified analysis (stratification factors: prior therapy (B-cell depleting therapy or immunosuppressants/others); most recent attack (first attack or relapse))
STUDY: BN40900
Analysis of MMRM
 
 
 
 

Subgroup Level Total
with baseline 

value
included in 

analysis¹ LSMeans² SE (LSMeans) Total
with baseline 

value
included in 

analysis¹ LSMeans² SE (LSMeans) LSMeans³ SE (LSMeans) 95% Lower CL 95% Upper CL
p-value 

(treatment) p-value (visit)
All n/a 41 41 41 NE NE 23 23 23 NE NE NE NE NE NE NE NE

¹ Patients with a value at baseline and at least one post-baseline value. ² LSMeans of change from baseline from MMRM (including all available records from all visits). ³ Contrasts from MMRM.
Factors/covariates: treatment, visit, treatment-by-visit interaction, baseline value. Adjusted for randomization stratification factors.
The output is restricted to Week 144 due to low number of observations at later visits leading to non-convergence.
The FSS is scored on a scale of 0 to 5 or 6. Ambulation score is on a scale of 0 to 12. Higher scores represent increased disability.
Last extra visit following relapse is mapped to the closest next regular visit.
Clinical cut-off: 12OCT2018
 
Program: root/clinical_studies/RO5333787/CDP70210/share/pool_ACE_SA237/prod/program/pro_mmrm.sas
Output: root/clinical_studies/RO5333787/CDP70210/BN40900/data_analysis/ACE_CSRPrimary/prod/output/pro_mmrm_309_12OCT2018_AQPP_FSSAMB_ST.xls
09SEP2020 21:36

N Statistics Statistics Statistics
SA237 Placebo Difference between Treatments (SA237 vs Placebo) Effects

N Statistics
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POPULATION: AQP4 Positive Population
ENDPOINT: Functional System Score (FSS): Ambulation Score
MODEL: --
STUDY: BN40900
Compliance/Mean
 
 
 
 

Subgroup
  Level Visit in study¹ % with value¹ % mean² SD in study¹ % with value¹ % mean² SD

n/a Baseline 41 100.0 41 100.0 1.902 2.905 23 100.0 23 100.0 1.435 2.793
Week 24 41 100.0 40 97.6 1.825 3.281 23 100.0 23 100.0 2.391 3.285
Week 48 37 90.2 37 100.0 1.595 2.882 14 60.9 14 100.0 0.929 2.165
Week 72 32 78.0 32 100.0 1.344 2.404 11 47.8 10 90.9 2.000 3.432
Week 96 20 48.8 18 90.0 1.056 2.437 4 17.4 4 100.0 0.250 0.500
Week 120 11 26.8 11 100.0 1.182 2.639 2 8.7 2 100.0 0.000 0.000
Week 144 9 22.0 8 88.9 2.000 3.505 2 8.7 2 100.0 0.000 0.000
Week 168 8 19.5 7 87.5 1.429 2.507 1 4.3 1 100.0 0.000 NE
Week 192 1 4.3 1 100.0 0.000 NE
Week 216 1 4.3 1 100.0 0.000 NE
End of Study 
(Discontinued) 5 12.2 3 60.0 2.000 3.464 2 8.7 2 100.0 2.500 3.536

¹ in study: number of subjects in study at respective visit; % based on baseline.
with value: number of subjects in study and with value at respective visit - used for the calculation of the mean and SD; % based on patients in study at respective visit.
² mean: descriptive statistics - absolute values.
The FSS is scored on a scale of 0 to 5 or 6. Ambulation score is on a scale of 0 to 12. Higher scores represent increased disability.
Last extra visit following relapse is mapped to the closest next regular visit.
Clinical cut-off: 12OCT2018
 
Program: root/clinical_studies/RO5333787/CDP70210/share/pool_ACE_SA237/prod/program/pro_mean.sas
Output: root/clinical_studies/RO5333787/CDP70210/BN40900/data_analysis/ACE_CSRPrimary/prod/output/pro_mean_309_12OCT2018_AQPP_FSSAMB_SG.xls
09SEP2020 19:54

All

SA237 (N=41) Placebo (N=23)
Patients Statistics Patients Statistics
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POPULATION: AQP4 Positive Population
ENDPOINT: Change from baseline, Functional System Score (FSS): Bowel and Bladder Score
MODEL: Stratified analysis (stratification factors: prior therapy (B-cell depleting therapy or immunosuppressants/others); most recent attack (first attack or relapse))
STUDY: BN40900
Analysis of MMRM
 
 
 
 

Subgroup Level Total
with baseline 

value
included in 

analysis¹ LSMeans² SE (LSMeans) Total
with baseline 

value
included in 

analysis¹ LSMeans² SE (LSMeans) LSMeans³ SE (LSMeans) 95% Lower CL 95% Upper CL
p-value 

(treatment) p-value (visit)
All n/a 41 41 41 NE NE 23 23 23 NE NE NE NE NE NE NE NE

¹ Patients with a value at baseline and at least one post-baseline value. ² LSMeans of change from baseline from MMRM (including all available records from all visits). ³ Contrasts from MMRM.
Factors/covariates: treatment, visit, treatment-by-visit interaction, baseline value. Adjusted for randomization stratification factors.
The output is restricted to Week 144 due to low number of observations at later visits leading to non-convergence.
The FSS is scored on a scale of 0 to 5 or 6. Ambulation score is on a scale of 0 to 12. Higher scores represent increased disability.
Last extra visit following relapse is mapped to the closest next regular visit.
Clinical cut-off: 12OCT2018
 
Program: root/clinical_studies/RO5333787/CDP70210/share/pool_ACE_SA237/prod/program/pro_mmrm.sas
Output: root/clinical_studies/RO5333787/CDP70210/BN40900/data_analysis/ACE_CSRPrimary/prod/output/pro_mmrm_309_12OCT2018_AQPP_FSSBOW_ST.xls
09SEP2020 21:35

N Statistics Statistics Statistics
SA237 Placebo Difference between Treatments (SA237 vs Placebo) Effects

N Statistics
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POPULATION: AQP4 Positive Population
ENDPOINT: Functional System Score (FSS): Bowel and Bladder Score
MODEL: --
STUDY: BN40900
Compliance/Mean
 
 
 
 

Subgroup
  Level Visit in study¹ % with value¹ % mean² SD in study¹ % with value¹ % mean² SD

n/a Baseline 41 100.0 41 100.0 1.073 1.034 23 100.0 23 100.0 0.565 0.896
Week 24 41 100.0 40 97.6 1.150 1.122 23 100.0 23 100.0 0.739 1.137
Week 48 37 90.2 37 100.0 1.027 1.118 14 60.9 14 100.0 0.571 1.089
Week 72 32 78.0 32 100.0 1.063 1.390 11 47.8 10 90.9 1.100 1.287
Week 96 20 48.8 18 90.0 1.278 1.487 4 17.4 4 100.0 0.500 0.577
Week 120 11 26.8 11 100.0 1.545 1.864 2 8.7 2 100.0 1.000 1.414
Week 144 9 22.0 8 88.9 1.625 1.302 2 8.7 2 100.0 0.500 0.707
Week 168 8 19.5 8 100.0 0.875 1.356 1 4.3 1 100.0 0.000 NE
Week 192 1 4.3 1 100.0 1.000 NE
Week 216 1 4.3 1 100.0 0.000 NE
End of Study 
(Discontinued) 5 12.2 3 60.0 0.667 0.577 2 8.7 2 100.0 1.500 0.707

¹ in study: number of subjects in study at respective visit; % based on baseline.
with value: number of subjects in study and with value at respective visit - used for the calculation of the mean and SD; % based on patients in study at respective visit.
² mean: descriptive statistics - absolute values.
The FSS is scored on a scale of 0 to 5 or 6. Ambulation score is on a scale of 0 to 12. Higher scores represent increased disability.
Last extra visit following relapse is mapped to the closest next regular visit.
Clinical cut-off: 12OCT2018
 
Program: root/clinical_studies/RO5333787/CDP70210/share/pool_ACE_SA237/prod/program/pro_mean.sas
Output: root/clinical_studies/RO5333787/CDP70210/BN40900/data_analysis/ACE_CSRPrimary/prod/output/pro_mean_309_12OCT2018_AQPP_FSSBOW_SG.xls
09SEP2020 19:52

All

SA237 (N=41) Placebo (N=23)
Patients Statistics Patients Statistics
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POPULATION: AQP4 Positive Population
ENDPOINT: Change from baseline, Functional System Score (FSS): Brainstem Score
MODEL: Stratified analysis (stratification factors: prior therapy (B-cell depleting therapy or immunosuppressants/others); most recent attack (first attack or relapse))
STUDY: BN40900
Analysis of MMRM
 
 
 
 

Subgroup Level Total
with baseline 

value
included in 

analysis¹ LSMeans² SE (LSMeans) Total
with baseline 

value
included in 

analysis¹ LSMeans² SE (LSMeans) LSMeans³ SE (LSMeans) 95% Lower CL 95% Upper CL
p-value 

(treatment) p-value (visit)
All n/a 41 41 41 NE NE 23 23 23 NE NE NE NE NE NE NE NE

¹ Patients with a value at baseline and at least one post-baseline value. ² LSMeans of change from baseline from MMRM (including all available records from all visits). ³ Contrasts from MMRM.
Factors/covariates: treatment, visit, treatment-by-visit interaction, baseline value. Adjusted for randomization stratification factors.
The output is restricted to Week 144 due to low number of observations at later visits leading to non-convergence.
The FSS is scored on a scale of 0 to 5 or 6. Ambulation score is on a scale of 0 to 12. Higher scores represent increased disability.
Last extra visit following relapse is mapped to the closest next regular visit.
Clinical cut-off: 12OCT2018
 
Program: root/clinical_studies/RO5333787/CDP70210/share/pool_ACE_SA237/prod/program/pro_mmrm.sas
Output: root/clinical_studies/RO5333787/CDP70210/BN40900/data_analysis/ACE_CSRPrimary/prod/output/pro_mmrm_309_12OCT2018_AQPP_FSSBRS_ST.xls
09SEP2020 21:33

N Statistics Statistics Statistics
SA237 Placebo Difference between Treatments (SA237 vs Placebo) Effects

N Statistics
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POPULATION: AQP4 Positive Population
ENDPOINT: Functional System Score (FSS): Brainstem Score
MODEL: --
STUDY: BN40900
Compliance/Mean
 
 
 
 

Subgroup
  Level Visit in study¹ % with value¹ % mean² SD in study¹ % with value¹ % mean² SD

n/a Baseline 41 100.0 41 100.0 0.317 0.687 23 100.0 23 100.0 0.348 0.573
Week 24 41 100.0 40 97.6 0.250 0.630 23 100.0 23 100.0 0.304 0.559
Week 48 37 90.2 37 100.0 0.378 0.794 14 60.9 14 100.0 0.214 0.426
Week 72 32 78.0 32 100.0 0.375 0.833 11 47.8 10 90.9 0.400 0.699
Week 96 20 48.8 18 90.0 0.444 0.984 4 17.4 4 100.0 0.500 0.577
Week 120 11 26.8 11 100.0 0.818 1.250 2 8.7 2 100.0 0.000 0.000
Week 144 9 22.0 8 88.9 0.625 1.188 2 8.7 2 100.0 0.000 0.000
Week 168 8 19.5 8 100.0 0.000 0.000 1 4.3 1 100.0 0.000 NE
Week 192 1 4.3 1 100.0 0.000 NE
Week 216 1 4.3 1 100.0 0.000 NE
End of Study 
(Discontinued) 5 12.2 3 60.0 0.333 0.577 2 8.7 2 100.0 0.000 0.000

¹ in study: number of subjects in study at respective visit; % based on baseline.
with value: number of subjects in study and with value at respective visit - used for the calculation of the mean and SD; % based on patients in study at respective visit.
² mean: descriptive statistics - absolute values.
The FSS is scored on a scale of 0 to 5 or 6. Ambulation score is on a scale of 0 to 12. Higher scores represent increased disability.
Last extra visit following relapse is mapped to the closest next regular visit.
Clinical cut-off: 12OCT2018
 
Program: root/clinical_studies/RO5333787/CDP70210/share/pool_ACE_SA237/prod/program/pro_mean.sas
Output: root/clinical_studies/RO5333787/CDP70210/BN40900/data_analysis/ACE_CSRPrimary/prod/output/pro_mean_309_12OCT2018_AQPP_FSSBRS_SG.xls
09SEP2020 19:51

All

SA237 (N=41) Placebo (N=23)
Patients Statistics Patients Statistics
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POPULATION: AQP4 Positive Population
ENDPOINT: Change from baseline, Functional System Score (FSS): Cerebellar Score
MODEL: Stratified analysis (stratification factors: prior therapy (B-cell depleting therapy or immunosuppressants/others); most recent attack (first attack or relapse))
STUDY: BN40900
Analysis of MMRM
 
 
 
 

Subgroup Level Total
with baseline 

value
included in 

analysis¹ LSMeans² SE (LSMeans) Total
with baseline 

value
included in 

analysis¹ LSMeans² SE (LSMeans) LSMeans³ SE (LSMeans) 95% Lower CL 95% Upper CL
p-value 

(treatment) p-value (visit)
All n/a 41 41 41 -0.370 0.216 23 23 23 -0.057 0.264 -0.313 0.255 -0.825 0.199 0.2261 0.4902

¹ Patients with a value at baseline and at least one post-baseline value. ² LSMeans of change from baseline from MMRM (including all available records from all visits). ³ Contrasts from MMRM.
Factors/covariates: treatment, visit, treatment-by-visit interaction, baseline value. Adjusted for randomization stratification factors.
The output is restricted to Week 144 due to low number of observations at later visits leading to non-convergence.
The FSS is scored on a scale of 0 to 5 or 6. Ambulation score is on a scale of 0 to 12. Higher scores represent increased disability.
Last extra visit following relapse is mapped to the closest next regular visit.
Clinical cut-off: 12OCT2018
 
Program: root/clinical_studies/RO5333787/CDP70210/share/pool_ACE_SA237/prod/program/pro_mmrm.sas
Output: root/clinical_studies/RO5333787/CDP70210/BN40900/data_analysis/ACE_CSRPrimary/prod/output/pro_mmrm_309_12OCT2018_AQPP_FSSCER_ST.xls
09SEP2020 21:33

N Statistics Statistics Statistics
SA237 Placebo Difference between Treatments (SA237 vs Placebo) Effects

N Statistics
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POPULATION: AQP4 Positive Population
ENDPOINT: Functional System Score (FSS): Cerebellar Score
MODEL: --
STUDY: BN40900
Compliance/Mean
 
 
 
 

Subgroup
  Level Visit in study¹ % with value¹ % mean² SD in study¹ % with value¹ % mean² SD

n/a Baseline 41 100.0 41 100.0 1.220 1.173 23 100.0 23 100.0 0.826 1.114
Week 24 41 100.0 40 97.6 1.200 1.137 23 100.0 23 100.0 1.217 1.413
Week 48 37 90.2 37 100.0 1.000 1.130 14 60.9 14 100.0 0.643 1.151
Week 72 32 78.0 32 100.0 0.844 1.110 11 47.8 10 90.9 1.000 1.414
Week 96 20 48.8 18 90.0 1.056 0.998 4 17.4 4 100.0 0.250 0.500
Week 120 11 26.8 11 100.0 1.364 1.120 2 8.7 2 100.0 0.000 0.000
Week 144 9 22.0 8 88.9 1.250 1.035 2 8.7 2 100.0 0.000 0.000
Week 168 8 19.5 8 100.0 0.875 0.991 1 4.3 1 100.0 0.000 NE
Week 192 1 4.3 1 100.0 0.000 NE
Week 216 1 4.3 1 100.0 0.000 NE
End of Study 
(Discontinued) 5 12.2 3 60.0 1.000 1.000 2 8.7 2 100.0 1.500 2.121

¹ in study: number of subjects in study at respective visit; % based on baseline.
with value: number of subjects in study and with value at respective visit - used for the calculation of the mean and SD; % based on patients in study at respective visit.
² mean: descriptive statistics - absolute values.
The FSS is scored on a scale of 0 to 5 or 6. Ambulation score is on a scale of 0 to 12. Higher scores represent increased disability.
Last extra visit following relapse is mapped to the closest next regular visit.
Clinical cut-off: 12OCT2018
 
Program: root/clinical_studies/RO5333787/CDP70210/share/pool_ACE_SA237/prod/program/pro_mean.sas
Output: root/clinical_studies/RO5333787/CDP70210/BN40900/data_analysis/ACE_CSRPrimary/prod/output/pro_mean_309_12OCT2018_AQPP_FSSCER_SG.xls
09SEP2020 19:50

All

SA237 (N=41) Placebo (N=23)
Patients Statistics Patients Statistics
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POPULATION: AQP4 Positive Population
ENDPOINT: Change from baseline, Functional System Score (FSS): Pyramidal Score
MODEL: Stratified analysis (stratification factors: prior therapy (B-cell depleting therapy or immunosuppressants/others); most recent attack (first attack or relapse))
STUDY: BN40900
Analysis of MMRM
 
 
 
 

Subgroup Level Total
with baseline 

value
included in 

analysis¹ LSMeans² SE (LSMeans) Total
with baseline 

value
included in 

analysis¹ LSMeans² SE (LSMeans) LSMeans³ SE (LSMeans) 95% Lower CL 95% Upper CL
p-value 

(treatment) p-value (visit)
All n/a 41 41 41 -0.356 0.219 23 23 23 -0.225 0.226 -0.131 0.211 -0.554 0.292 0.5381 0.4684

¹ Patients with a value at baseline and at least one post-baseline value. ² LSMeans of change from baseline from MMRM (including all available records from all visits). ³ Contrasts from MMRM.
Factors/covariates: treatment, visit, treatment-by-visit interaction, baseline value. Adjusted for randomization stratification factors.
The output is restricted to Week 144 due to low number of observations at later visits leading to non-convergence.
The FSS is scored on a scale of 0 to 5 or 6. Ambulation score is on a scale of 0 to 12. Higher scores represent increased disability.
Last extra visit following relapse is mapped to the closest next regular visit.
Clinical cut-off: 12OCT2018
 
Program: root/clinical_studies/RO5333787/CDP70210/share/pool_ACE_SA237/prod/program/pro_mmrm.sas
Output: root/clinical_studies/RO5333787/CDP70210/BN40900/data_analysis/ACE_CSRPrimary/prod/output/pro_mmrm_309_12OCT2018_AQPP_FSSPYR_ST.xls
09SEP2020 21:32

N Statistics Statistics Statistics
SA237 Placebo Difference between Treatments (SA237 vs Placebo) Effects

N Statistics
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POPULATION: AQP4 Positive Population
ENDPOINT: Functional System Score (FSS): Pyramidal Score
MODEL: --
STUDY: BN40900
Compliance/Mean
 
 
 
 

Subgroup
  Level Visit in study¹ % with value¹ % mean² SD in study¹ % with value¹ % mean² SD

n/a Baseline 41 100.0 41 100.0 2.073 1.081 23 100.0 23 100.0 1.826 1.154
Week 24 41 100.0 40 97.6 1.850 1.369 23 100.0 23 100.0 1.957 1.186
Week 48 37 90.2 37 100.0 1.973 1.280 14 60.9 14 100.0 1.286 0.994
Week 72 32 78.0 32 100.0 1.781 1.453 11 47.8 10 90.9 1.500 0.972
Week 96 20 48.8 18 90.0 1.778 1.353 4 17.4 4 100.0 1.250 1.500
Week 120 11 26.8 11 100.0 1.364 1.206 2 8.7 2 100.0 1.500 2.121
Week 144 9 22.0 8 88.9 2.000 1.069 2 8.7 2 100.0 1.500 2.121
Week 168 8 19.5 8 100.0 1.625 0.916 1 4.3 1 100.0 3.000 NE
Week 192 1 4.3 1 100.0 3.000 NE
Week 216 1 4.3 1 100.0 3.000 NE
End of Study 
(Discontinued) 5 12.2 3 60.0 1.333 1.155 2 8.7 2 100.0 2.000 1.414

¹ in study: number of subjects in study at respective visit; % based on baseline.
with value: number of subjects in study and with value at respective visit - used for the calculation of the mean and SD; % based on patients in study at respective visit.
² mean: descriptive statistics - absolute values.
The FSS is scored on a scale of 0 to 5 or 6. Ambulation score is on a scale of 0 to 12. Higher scores represent increased disability.
Last extra visit following relapse is mapped to the closest next regular visit.
Clinical cut-off: 12OCT2018
 
Program: root/clinical_studies/RO5333787/CDP70210/share/pool_ACE_SA237/prod/program/pro_mean.sas
Output: root/clinical_studies/RO5333787/CDP70210/BN40900/data_analysis/ACE_CSRPrimary/prod/output/pro_mean_309_12OCT2018_AQPP_FSSPYR_SG.xls
09SEP2020 19:50

All

SA237 (N=41) Placebo (N=23)
Patients Statistics Patients Statistics
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POPULATION: AQP4 Positive Population
ENDPOINT: Change from baseline, Functional System Score (FSS): Sensory Score
MODEL: Stratified analysis (stratification factors: prior therapy (B-cell depleting therapy or immunosuppressants/others); most recent attack (first attack or relapse))
STUDY: BN40900
Analysis of MMRM
 
 
 
 

Subgroup Level Total
with baseline 

value
included in 

analysis¹ LSMeans² SE (LSMeans) Total
with baseline 

value
included in 

analysis¹ LSMeans² SE (LSMeans) LSMeans³ SE (LSMeans) 95% Lower CL 95% Upper CL
p-value 

(treatment) p-value (visit)
All n/a 41 41 41 NE NE 23 23 23 NE NE NE NE NE NE NE NE

¹ Patients with a value at baseline and at least one post-baseline value. ² LSMeans of change from baseline from MMRM (including all available records from all visits). ³ Contrasts from MMRM.
Factors/covariates: treatment, visit, treatment-by-visit interaction, baseline value. Adjusted for randomization stratification factors.
The output is restricted to Week 144 due to low number of observations at later visits leading to non-convergence.
The FSS is scored on a scale of 0 to 5 or 6. Ambulation score is on a scale of 0 to 12. Higher scores represent increased disability.
Last extra visit following relapse is mapped to the closest next regular visit.
Clinical cut-off: 12OCT2018
 
Program: root/clinical_studies/RO5333787/CDP70210/share/pool_ACE_SA237/prod/program/pro_mmrm.sas
Output: root/clinical_studies/RO5333787/CDP70210/BN40900/data_analysis/ACE_CSRPrimary/prod/output/pro_mmrm_309_12OCT2018_AQPP_FSSSEN_ST.xls
09SEP2020 21:34

N Statistics Statistics Statistics
SA237 Placebo Difference between Treatments (SA237 vs Placebo) Effects

N Statistics

40



41



POPULATION: AQP4 Positive Population
ENDPOINT: Functional System Score (FSS): Sensory Score
MODEL: --
STUDY: BN40900
Compliance/Mean
 
 
 
 

Subgroup
  Level Visit in study¹ % with value¹ % mean² SD in study¹ % with value¹ % mean² SD

n/a Baseline 41 100.0 41 100.0 1.780 1.314 23 100.0 23 100.0 1.304 1.185
Week 24 41 100.0 40 97.6 1.575 1.357 23 100.0 23 100.0 1.435 1.472
Week 48 37 90.2 37 100.0 1.432 1.259 14 60.9 14 100.0 1.143 1.167
Week 72 32 78.0 32 100.0 1.375 1.238 11 47.8 10 90.9 1.500 1.269
Week 96 20 48.8 18 90.0 1.833 1.383 4 17.4 4 100.0 0.250 0.500
Week 120 11 26.8 11 100.0 2.000 1.265 2 8.7 2 100.0 0.000 0.000
Week 144 9 22.0 8 88.9 2.250 1.581 2 8.7 2 100.0 0.500 0.707
Week 168 8 19.5 8 100.0 2.000 1.309 1 4.3 1 100.0 0.000 NE
Week 192 1 4.3 1 100.0 0.000 NE
Week 216 1 4.3 1 100.0 0.000 NE
End of Study 
(Discontinued) 5 12.2 3 60.0 1.000 1.732 2 8.7 2 100.0 2.000 0.000

¹ in study: number of subjects in study at respective visit; % based on baseline.
with value: number of subjects in study and with value at respective visit - used for the calculation of the mean and SD; % based on patients in study at respective visit.
² mean: descriptive statistics - absolute values.
The FSS is scored on a scale of 0 to 5 or 6. Ambulation score is on a scale of 0 to 12. Higher scores represent increased disability.
Last extra visit following relapse is mapped to the closest next regular visit.
Clinical cut-off: 12OCT2018
 
Program: root/clinical_studies/RO5333787/CDP70210/share/pool_ACE_SA237/prod/program/pro_mean.sas
Output: root/clinical_studies/RO5333787/CDP70210/BN40900/data_analysis/ACE_CSRPrimary/prod/output/pro_mean_309_12OCT2018_AQPP_FSSSEN_SG.xls
09SEP2020 19:52

All

SA237 (N=41) Placebo (N=23)
Patients Statistics Patients Statistics
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POPULATION: AQP4 Positive Population
ENDPOINT: Change from baseline, Functional System Score (FSS): Visual Score
MODEL: Stratified analysis (stratification factors: prior therapy (B-cell depleting therapy or immunosuppressants/others); most recent attack (first attack or relapse))
STUDY: BN40900
Analysis of MMRM
 
 
 
 

Subgroup Level Total
with baseline 

value
included in 

analysis¹ LSMeans² SE (LSMeans) Total
with baseline 

value
included in 

analysis¹ LSMeans² SE (LSMeans) LSMeans³ SE (LSMeans) 95% Lower CL 95% Upper CL
p-value 

(treatment) p-value (visit)
All n/a 41 41 41 -0.244 0.250 23 23 23 0.273 0.310 -0.517 0.320 -1.167 0.133 0.1154 0.5352

¹ Patients with a value at baseline and at least one post-baseline value. ² LSMeans of change from baseline from MMRM (including all available records from all visits). ³ Contrasts from MMRM.
Factors/covariates: treatment, visit, treatment-by-visit interaction, baseline value. Adjusted for randomization stratification factors.
The output is restricted to Week 144 due to low number of observations at later visits leading to non-convergence.
The FSS is scored on a scale of 0 to 5 or 6. Ambulation score is on a scale of 0 to 12. Higher scores represent increased disability.
Last extra visit following relapse is mapped to the closest next regular visit.
Clinical cut-off: 12OCT2018
 
Program: root/clinical_studies/RO5333787/CDP70210/share/pool_ACE_SA237/prod/program/pro_mmrm.sas
Output: root/clinical_studies/RO5333787/CDP70210/BN40900/data_analysis/ACE_CSRPrimary/prod/output/pro_mmrm_309_12OCT2018_AQPP_FSSVIS_ST.xls
09SEP2020 21:35

N Statistics Statistics Statistics
SA237 Placebo Difference between Treatments (SA237 vs Placebo) Effects

N Statistics
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POPULATION: AQP4 Positive Population
ENDPOINT: Functional System Score (FSS): Visual Score
MODEL: --
STUDY: BN40900
Compliance/Mean
 
 
 
 

Subgroup
  Level Visit in study¹ % with value¹ % mean² SD in study¹ % with value¹ % mean² SD

n/a Baseline 41 100.0 41 100.0 2.976 2.055 23 100.0 23 100.0 3.087 1.929
Week 24 41 100.0 40 97.6 2.975 2.270 23 100.0 23 100.0 3.000 2.089
Week 48 37 90.2 37 100.0 2.757 2.204 14 60.9 14 100.0 2.857 2.214
Week 72 32 78.0 32 100.0 2.906 2.146 11 47.8 10 90.9 2.400 1.955
Week 96 20 48.8 18 90.0 2.389 2.227 4 17.4 4 100.0 2.000 1.414
Week 120 11 26.8 11 100.0 3.000 2.145 2 8.7 2 100.0 1.000 0.000
Week 144 9 22.0 8 88.9 2.500 2.204 2 8.7 2 100.0 1.000 0.000
Week 168 8 19.5 8 100.0 1.750 2.188 1 4.3 1 100.0 1.000 NE
Week 192 1 4.3 1 100.0 2.000 NE
Week 216 1 4.3 1 100.0 0.000 NE
End of Study 
(Discontinued) 5 12.2 3 60.0 5.333 1.155 2 8.7 2 100.0 4.000 1.414

¹ in study: number of subjects in study at respective visit; % based on baseline.
with value: number of subjects in study and with value at respective visit - used for the calculation of the mean and SD; % based on patients in study at respective visit.
² mean: descriptive statistics - absolute values.
The FSS is scored on a scale of 0 to 5 or 6. Ambulation score is on a scale of 0 to 12. Higher scores represent increased disability.
Last extra visit following relapse is mapped to the closest next regular visit.
Clinical cut-off: 12OCT2018
 
Program: root/clinical_studies/RO5333787/CDP70210/share/pool_ACE_SA237/prod/program/pro_mean.sas
Output: root/clinical_studies/RO5333787/CDP70210/BN40900/data_analysis/ACE_CSRPrimary/prod/output/pro_mean_309_12OCT2018_AQPP_FSSVIS_SG.xls
09SEP2020 19:53

All

SA237 (N=41) Placebo (N=23)
Patients Statistics Patients Statistics
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POPULATION: AQP4 Positive Population
ENDPOINT: Any AEs
MODEL: Unstratified analysis
STUDY: BN40900
Time to event analysis by SOC and PT (Safety)
 
 
 
 

Log-rank Interaction Test

SOC PT Level n % n % n % Q1 (weeks)
95% Lower CL for 

Q1
95% Upper CL for 

Q1
Median 
(weeks)

95% Lower CL for 
Median

95% Upper CL for 
Median n % n % n % Q1 (weeks)

95% Lower CL for 
Q1

95% Upper CL for 
Q1

Median 
(weeks)

95% Lower CL for 
Median

95% Upper CL for 
Median

pvalue, 
test=logrank Hazard Ratio 95% Lower CL 95% Upper CL Convergence Status

p-value (likelihood 
ratio)

Blood and lymphatic system disorders -Total n/a 41 100,0 13 31,7 28 68,3 56,9 8,1 NE NE 87,6 NE 23 100,0 3 13,0 20 87,0 NE 8,3 NE NE NE NE 0,3002 1,93 0,54 6,85 Convergence criterion (GCONV=1E-8) satisfied.

Anaemia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hyperfibrinogenaemia n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 20,9 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hypofibrinogenaemia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Iron deficiency anaemia n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Leukopenia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Lymph node pain n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Lymphadenopathy n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Lymphopenia n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Neutropenia n/a 41 100,0 4 9,8 37 90,2 NE 87,6 NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 8,3 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Neutrophilia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Polycythaemia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Thrombocytopenia n/a 41 100,0 3 7,3 38 92,7 NE 120,4 NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 21,1 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Cardiac disorders -Total n/a 41 100,0 3 7,3 38 92,7 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Bradycardia n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Tachycardia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Ear and labyrinth disorders -Total n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 95,4 NE NE 95,4 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Deafness unilateral n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Ear pain n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 95,4 NE NE 95,4 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Vertigo n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Eye disorders -Total n/a 41 100,0 9 22,0 32 78,0 110,9 41,6 NE NE 136,3 NE 23 100,0 1 4,3 22 95,7 NE 0,3 NE NE NE NE 0,2387 3,24 0,41 25,72 Convergence criterion (GCONV=1E-8) satisfied.

Asthenopia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Blepharospasm n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Conjunctivitis n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Corneal scar n/a 41 100,0 1 2,4 40 97,6 NE 116,1 NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Dry eye n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Episcleritis n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Eye irritation n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Eye pain n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Eye pruritus n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Eyelid disorder n/a 41 100,0 1 2,4 40 97,6 NE 136,3 NE NE 136,3 NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Keratoconus n/a 41 100,0 1 2,4 40 97,6 NE 110,9 NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Ocular hypertension n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Scotoma n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Vision blurred n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 0,3 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Visual impairment n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Gastrointestinal disorders -Total n/a 41 100,0 16 39,0 25 61,0 33,6 11,7 72,0 NE 61,0 NE 23 100,0 11 47,8 12 52,2 15,1 0,1 83,6 83,6 15,1 NE 0,1787 0,59 0,27 1,28 Convergence criterion (GCONV=1E-8) satisfied.

Abdominal discomfort n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Abdominal distension n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Abdominal pain n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 2 8,7 21 91,3 197,6 8,1 197,6 197,6 NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Abdominal pain lower n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Abdominal pain upper n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 84,1 NE NE 84,1 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Abdominal tenderness n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 3,0 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Constipation n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 2 8,7 21 91,3 NE 14,9 NE NE 66,0 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Diarrhoea n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Dry mouth n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 12,4 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Flatulence n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Food poisoning n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 15,1 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Gastrooesophageal reflux disease n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 2 8,7 21 91,3 NE 61,4 NE NE 61,4 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Gingival pain n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 137,0 137,0 NE NE 137,0 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Inguinal hernia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Irritable bowel syndrome n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Nausea n/a 41 100,0 6 14,6 35 85,4 119,0 57,0 NE NE 119,0 NE 23 100,0 2 8,7 21 91,3 NE 0,1 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Salivary gland pain n/a 41 100,0 1 2,4 40 97,6 NE 95,4 NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Varices oesophageal n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Vomiting n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 86,0 NE NE 86,0 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

General disorders and administration site conditions -Total n/a 41 100,0 13 31,7 28 68,3 36,4 8,1 NE NE 80,1 NE 23 100,0 3 13,0 20 87,0 NE 0,4 NE NE 64,9 NE 0,2530 2,05 0,58 7,23 Convergence criterion (GCONV=1E-8) satisfied.

Chest pain n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Face oedema n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Fatigue n/a 41 100,0 6 14,6 35 85,4 NE 36,4 NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 0,4 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hypothermia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Influenza like illness n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 14,7 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Time To Event Hazard Ratio

(N=41) (N=23) SA237 vs. Placebo

Patients
Patients with 

Event Censored Time To Event Patients
Patients with 

Event Censored
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Injection site reaction n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Local swelling n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Non-cardiac chest pain n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Oedema n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Oedema peripheral n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Pain n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 64,9 NE NE 64,9 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hepatobiliary disorders -Total n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hyperbilirubinaemia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Immune system disorders -Total n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 66,6 NE NE 66,6 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Allergy to metals n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 66,6 NE NE 66,6 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hypersensitivity n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Seasonal allergy n/a 41 100,0 1 2,4 40 97,6 NE 110,0 NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Infections and infestations -Total n/a 41 100,0 22 53,7 19 46,3 21,1 9,7 50,7 65,3 36,9 122,1 23 100,0 10 43,5 13 56,5 12,4 1,0 17,1 26,3 12,4 NE 0,1167 0,54 0,25 1,18 Convergence criterion (GCONV=1E-8) satisfied.

Adenoviral conjunctivitis n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Bronchitis n/a 41 100,0 1 2,4 40 97,6 NE 105,4 NE NE NE NE 23 100,0 2 8,7 21 91,3 NE 29,7 NE NE 93,6 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Bursitis infective n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Campylobacter gastroenteritis n/a 41 100,0 1 2,4 40 97,6 NE 92,1 NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Cellulitis n/a 41 100,0 4 9,8 37 90,2 NE 125,9 NE NE 125,9 NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Cystitis n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Ear infection n/a 41 100,0 2 4,9 39 95,1 176,9 127,4 NE NE 176,9 NE 23 100,0 1 4,3 22 95,7 NE 14,0 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Eye infection viral n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 21,6 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Folliculitis n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Fungal infection n/a 41 100,0 2 4,9 39 95,1 189,4 189,4 NE 189,4 189,4 NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Gastroenteritis n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Gastroenteritis viral n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 48,7 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Gingivitis n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 88,1 NE NE 88,1 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Helicobacter infection n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Herpes simplex n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 15,6 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Herpes zoster n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 214,6 NE NE 214,6 NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hordeolum n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 2,7 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Influenza n/a 41 100,0 3 7,3 38 92,7 NE 87,1 NE NE NE NE 23 100,0 2 8,7 21 91,3 181,6 77,1 181,6 181,6 77,1 181,6 - - - - Convergence criterion (GCONV=1E-8) satisfied.

Localised infection n/a 41 100,0 1 2,4 40 97,6 NE 101,1 NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Nasopharyngitis n/a 41 100,0 5 12,2 36 87,8 NE 60,4 NE NE 145,0 NE 23 100,0 1 4,3 22 95,7 NE 54,3 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Oesophageal candidiasis n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 82,4 NE NE 82,4 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Oral candidiasis n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 2 8,7 21 91,3 NE 31,1 NE NE 61,7 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Oral fungal infection n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Oral herpes n/a 41 100,0 1 2,4 40 97,6 NE 151,9 NE NE 151,9 NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Pharyngitis n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Pulmonary sepsis n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Pyelonephritis n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Sinusitis n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Tonsillitis n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 18,7 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Tooth abscess n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 2 8,7 21 91,3 NE 26,9 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Tooth infection n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 35,6 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Upper respiratory tract infection n/a 41 100,0 6 14,6 35 85,4 NE 56,6 NE NE NE NE 23 100,0 5 21,7 18 78,3 26,3 1,4 NE NE 26,3 NE 0,0758 0,35 0,10 1,17 Convergence criterion (GCONV=1E-8) satisfied.

Urinary tract infection n/a 41 100,0 8 19,5 33 80,5 126,9 41,1 NE NE 126,9 NE 23 100,0 5 21,7 18 78,3 49,7 1,0 NE NE 21,3 NE 0,1001 0,38 0,12 1,26 Convergence criterion (GCONV=1E-8) satisfied.

Urosepsis n/a 41 100,0 1 2,4 40 97,6 NE 122,1 NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Vaginal infection n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 40,1 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Vaginitis bacterial n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Viral infection n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 57,9 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Vulvovaginal mycotic infection n/a 41 100,0 1 2,4 40 97,6 NE 107,4 NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Injury, poisoning and procedural complications -Total n/a 41 100,0 13 31,7 28 68,3 48,7 1,9 NE NE 102,0 NE 23 100,0 7 30,4 16 69,6 18,4 0,1 132,9 132,9 18,4 132,9 0,4292 0,68 0,26 1,78 Convergence criterion (GCONV=1E-8) satisfied.

Arthropod bite n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Contusion n/a 41 100,0 3 7,3 38 92,7 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Excoriation n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 2 8,7 21 91,3 NE 12,4 NE NE 90,3 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Fall n/a 41 100,0 4 9,8 37 90,2 NE 150,0 NE NE 150,0 NE 23 100,0 1 4,3 22 95,7 132,9 132,9 NE NE 132,9 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Injection Related Reactions n/a 41 100,0 4 9,8 37 90,2 NE NE NE NE NE NE 23 100,0 3 13,0 20 87,0 NE 0,1 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Ligament sprain n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Lip injury n/a 41 100,0 1 2,4 40 97,6 NE 150,0 NE NE 150,0 NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Multiple injuries n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Muscle strain n/a 41 100,0 1 2,4 40 97,6 NE 148,9 NE NE 148,9 NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Overdose n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 18,4 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Radius fracture n/a 41 100,0 1 2,4 40 97,6 NE 102,0 NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Wound n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Investigations -Total n/a 41 100,0 12 29,3 29 70,7 53,1 11,0 NE NE 84,1 NE 23 100,0 6 26,1 17 73,9 52,4 2,0 NE NE 52,4 NE 0,7965 0,88 0,33 2,36 Convergence criterion (GCONV=1E-8) satisfied.

Alanine aminotransferase increased n/a 41 100,0 3 7,3 38 92,7 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Aspartate aminotransferase 
increased n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.
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Blood chloride decreased n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 68,4 NE NE 68,4 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Blood cholesterol increased n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Blood creatine phosphokinase 
increased n/a 41 100,0 4 9,8 37 90,2 NE 100,1 NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 52,4 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Blood creatinine decreased n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Blood fibrinogen decreased n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Blood glucose increased n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 15,0 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Blood parathyroid hormone increased n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Blood potassium decreased n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 2,0 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Blood pressure increased n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Blood uric acid decreased n/a 41 100,0 1 2,4 40 97,6 NE 132,0 NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Electrocardiogram T wave inversion n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Gamma-glutamyltransferase increased n/a 41 100,0 1 2,4 40 97,6 NE 127,7 NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Glucose urine present n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hepatic enzyme increased n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 20,9 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

International normalised ratio 
increased n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 3,0 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Low density lipoprotein increased n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 2,0 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Lymphocyte count decreased n/a 41 100,0 2 4,9 39 95,1 NE 100,3 NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 2,0 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Neutrophil count decreased n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 2,0 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Neutrophil percentage increased n/a 41 100,0 1 2,4 40 97,6 NE 136,0 NE NE 136,0 NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Serum ferritin decreased n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Weight decreased n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

White blood cell count decreased n/a 41 100,0 3 7,3 38 92,7 NE 140,0 NE NE 140,0 NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

White blood cells urine positive n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Metabolism and nutrition disorders -Total n/a 41 100,0 5 12,2 36 87,8 NE 48,1 NE NE 150,0 NE 23 100,0 3 13,0 20 87,0 NE 2,4 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Decreased appetite n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Electrolyte imbalance n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hypercholesterolaemia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hyperlipidaemia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 20,9 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hypertriglyceridaemia n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 9,0 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hyperuricaemia n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 2,4 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hypoglycaemia n/a 41 100,0 2 4,9 39 95,1 NE 150,0 NE NE 150,0 NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hypokalaemia n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 61,0 NE NE 61,0 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hypomagnesaemia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hyponatraemia n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 32,3 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Musculoskeletal and connective tissue disorders -Total n/a 41 100,0 21 51,2 20 48,8 35,0 8,0 63,4 83,1 56,4 NE 23 100,0 4 17,4 19 82,6 126,1 38,7 181,6 126,1 85,7 181,6 0,0801 2,52 0,86 7,36 Convergence criterion (GCONV=1E-8) satisfied.

Arthralgia n/a 41 100,0 6 14,6 35 85,4 NE 57,1 NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Arthritis n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Back pain n/a 41 100,0 3 7,3 38 92,7 NE 167,1 NE NE 167,1 NE 23 100,0 3 13,0 20 87,0 126,1 56,9 NE 126,1 85,7 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Bone pain n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Muscle spasms n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Muscular weakness n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Musculoskeletal discomfort n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Musculoskeletal pain n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 126,1 126,1 NE NE 126,1 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Musculoskeletal stiffness n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Myalgia n/a 41 100,0 3 7,3 38 92,7 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Neck pain n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 181,6 NE NE 181,6 NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Osteoporosis n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Pain in extremity n/a 41 100,0 6 14,6 35 85,4 NE 39,1 NE NE NE NE 23 100,0 2 8,7 21 91,3 181,6 44,3 181,6 181,6 NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Rotator cuff syndrome n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Spinal pain n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Synovial cyst n/a 41 100,0 1 2,4 40 97,6 NE 111,7 NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Systemic lupus erythematosus n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 38,7 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Tendonitis n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Trigger finger n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Neoplasms benign, malignant and unspecified (incl cysts 
and polyps) -Total n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Acrochordon n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Squamous cell carcinoma n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Nervous system disorders -Total n/a 41 100,0 9 22,0 32 78,0 119,0 52,0 NE NE 119,0 NE 23 100,0 7 30,4 16 69,6 56,9 0,3 NE NE 31,7 NE 0,0469 0,35 0,12 1,03 Convergence criterion (GCONV=1E-8) satisfied.

Balance disorder n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 56,9 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Cervical radiculopathy n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 75,4 NE NE 75,4 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Dizziness n/a 41 100,0 2 4,9 39 95,1 NE 119,0 NE NE 159,6 NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Dysaesthesia n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 56,9 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Headache n/a 41 100,0 4 9,8 37 90,2 NE 76,3 NE NE NE NE 23 100,0 3 13,0 20 87,0 NE 0,3 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hypoaesthesia n/a 41 100,0 2 4,9 39 95,1 NE 182,0 NE NE 182,0 NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Migraine n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Migraine with aura n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Myoclonus n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 31,7 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.
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Neuromyelitis optica n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 3,7 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Restless legs syndrome n/a 41 100,0 1 2,4 40 97,6 NE 149,7 NE NE 149,7 NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Somnolence n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Psychiatric disorders -Total n/a 41 100,0 8 19,5 33 80,5 146,0 30,1 NE NE 146,0 NE 23 100,0 2 8,7 21 91,3 NE 12,1 NE NE 62,7 NE 0,5568 1,59 0,33 7,54 Convergence criterion (GCONV=1E-8) satisfied.

Anxiety n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 62,7 NE NE 62,7 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Depressed mood n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Depression n/a 41 100,0 4 9,8 37 90,2 NE 154,7 NE NE 154,7 NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Insomnia n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 12,1 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Mental status changes n/a 41 100,0 2 4,9 39 95,1 NE 146,0 NE NE 146,0 NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Renal and urinary disorders -Total n/a 41 100,0 6 14,6 35 85,4 NE 41,0 NE NE NE NE 23 100,0 3 13,0 20 87,0 NE 3,1 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Cystitis noninfective n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Dysuria n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 2 8,7 21 91,3 NE 3,1 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Haematuria n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 7,4 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Leukocyturia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Nephrolithiasis n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Nocturia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Urinary retention n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Reproductive system and breast disorders -Total n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 16,4 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Benign prostatic hyperplasia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Vulvovaginal discomfort n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 16,4 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Respiratory, thoracic and mediastinal disorders -Total n/a 41 100,0 11 26,8 30 73,2 98,6 10,0 NE NE 183,6 NE 23 100,0 3 13,0 20 87,0 87,1 10,0 NE NE 87,1 NE 0,5341 1,50 0,41 5,48 Convergence criterion (GCONV=1E-8) satisfied.

Apnoea n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Bronchial wall thickening n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Bronchospasm n/a 41 100,0 1 2,4 40 97,6 NE 98,6 NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Cough n/a 41 100,0 2 4,9 39 95,1 NE 183,6 NE NE 183,6 NE 23 100,0 1 4,3 22 95,7 NE 87,1 NE NE 87,1 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Dyspnoea n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Laryngeal inflammation n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Oropharyngeal pain n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 10,0 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Productive cough n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Pulmonary oedema n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Respiratory tract congestion n/a 41 100,0 2 4,9 39 95,1 187,9 187,9 NE NE 187,9 NE 23 100,0 1 4,3 22 95,7 NE 56,6 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Rhinitis allergic n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Wheezing n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 88,1 NE NE 88,1 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Skin and subcutaneous tissue disorders -Total n/a 41 100,0 14 34,1 27 65,9 39,1 6,1 168,6 168,6 81,6 NE 23 100,0 2 8,7 21 91,3 NE 4,1 NE NE NE NE 0,1070 3,18 0,72 14,09 Convergence criterion (GCONV=1E-8) satisfied.

Alopecia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Dermatitis n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Dermatitis atopic n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Dermatitis contact n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Eczema n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 4,1 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Pain of skin n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 36,0 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Pruritus n/a 41 100,0 4 9,8 37 90,2 NE 55,7 NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Rash n/a 41 100,0 6 14,6 35 85,4 168,6 81,6 NE NE 132,0 NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Rash generalised n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Skin disorder n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Skin irritation n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Skin lesion n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Skin mass n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Vascular disorders -Total n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hypertension n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hypotension n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Test for interaction based on Likelihood-Ratio test for interaction with treatment effect.
* indicates convergence problem. Result is uninterpretable.
Clinical cut-off: 07JUN2019
 
Program: root/clinical_studies/RO5333787/CDP70210/share/pool_ACE_SA237/prod/program/saf_tsp.sas
Output: root/clinical_studies/RO5333787/CDP70210/BN40900/data_analysis/ACE_3MSU/prod/output/saf_tsp_309_07JUN2019_SAQP_ANYAE_S1.xls
25NOV2020 10:01
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POPULATION: AQP4 Positive Population
ENDPOINT: Mild AEs
MODEL: Unstratified analysis
STUDY: BN40900
Time to event analysis by SOC and PT (Safety)
 
 
 
 

Log-rank Interaction Test

SOC PT Level n % n % n % Q1 (weeks)
95% Lower CL for 

Q1
95% Upper CL for 

Q1
Median 
(weeks)

95% Lower CL for 
Median

95% Upper CL for 
Median n % n % n % Q1 (weeks)

95% Lower CL for 
Q1

95% Upper CL for 
Q1

Median 
(weeks)

95% Lower CL for 
Median

95% Upper CL for 
Median

pvalue, 
test=logrank Hazard Ratio 95% Lower CL 95% Upper CL Convergence Status

p-value (likelihood 
ratio)

Blood and lymphatic system disorders -Total n/a 41 100,0 9 22,0 32 78,0 NE 31,3 NE NE NE NE 23 100,0 3 13,0 20 87,0 NE 8,3 NE NE NE NE 0,7675 1,22 0,33 4,55 Convergence criterion (GCONV=1E-8) satisfied.

Anaemia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hyperfibrinogenaemia n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 20,9 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hypofibrinogenaemia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Iron deficiency anaemia n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Leukopenia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Lymph node pain n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Lymphopenia n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Neutropenia n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 8,3 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Polycythaemia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Thrombocytopenia n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 21,1 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Cardiac disorders -Total n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Bradycardia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Tachycardia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Ear and labyrinth disorders -Total n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Deafness unilateral n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Eye disorders -Total n/a 41 100,0 7 17,1 34 82,9 136,3 42,6 NE NE 136,3 NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Asthenopia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Blepharospasm n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Conjunctivitis n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Dry eye n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Eye irritation n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Eye pain n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Eye pruritus n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Eyelid disorder n/a 41 100,0 1 2,4 40 97,6 NE 136,3 NE NE 136,3 NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Ocular hypertension n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Scotoma n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Gastrointestinal disorders -Total n/a 41 100,0 12 29,3 29 70,7 61,0 20,9 NE NE 100,3 NE 23 100,0 9 39,1 14 60,9 61,4 0,1 86,0 86,0 61,4 137,0 0,1557 0,54 0,22 1,28 Convergence criterion (GCONV=1E-8) satisfied.

Abdominal discomfort n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Abdominal distension n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Abdominal pain n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 197,6 NE NE 197,6 NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Abdominal pain upper n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 84,1 NE NE 84,1 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Abdominal tenderness n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 3,0 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Constipation n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 14,9 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Diarrhoea n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Food poisoning n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 15,1 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Gastrooesophageal reflux disease n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 61,4 NE NE 61,4 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Gingival pain n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 137,0 137,0 NE NE 137,0 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Irritable bowel syndrome n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Nausea n/a 41 100,0 4 9,8 37 90,2 NE 100,3 NE NE 119,0 NE 23 100,0 2 8,7 21 91,3 NE 0,1 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Salivary gland pain n/a 41 100,0 1 2,4 40 97,6 NE 95,4 NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Varices oesophageal n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Vomiting n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 86,0 NE NE 86,0 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

General disorders and administration site conditions -Total n/a 41 100,0 9 22,0 32 78,0 NE 12,1 NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 17,4 NE NE NE NE 0,1292 4,34 0,55 34,36 Convergence criterion (GCONV=1E-8) satisfied.

Face oedema n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Fatigue n/a 41 100,0 4 9,8 37 90,2 NE 80,1 NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Influenza like illness n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 17,4 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Injection site reaction n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Local swelling n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Oedema n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Patients with 
Event Censored Time To Event Patients
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Event Censored Time To Event Hazard Ratio

(N=41) (N=23) SA237 vs. Placebo
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Oedema peripheral n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hepatobiliary disorders -Total n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hyperbilirubinaemia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Immune system disorders -Total n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 66,6 NE NE 66,6 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Allergy to metals n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 66,6 NE NE 66,6 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hypersensitivity n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Infections and infestations -Total n/a 41 100,0 19 46,3 22 53,7 23,6 16,3 62,3 105,4 59,1 NE 23 100,0 9 39,1 14 60,9 14,0 1,4 26,3 26,3 14,0 NE 0,1006 0,51 0,22 1,16 Convergence criterion (GCONV=1E-8) satisfied.

Bronchitis n/a 41 100,0 1 2,4 40 97,6 NE 105,4 NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 93,6 NE NE 93,6 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Campylobacter gastroenteritis n/a 41 100,0 1 2,4 40 97,6 NE 92,1 NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Cellulitis n/a 41 100,0 3 7,3 38 92,7 NE 125,9 NE NE 125,9 NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Ear infection n/a 41 100,0 2 4,9 39 95,1 176,9 127,4 NE NE 176,9 NE 23 100,0 1 4,3 22 95,7 NE 14,0 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Eye infection viral n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 21,6 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Folliculitis n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Fungal infection n/a 41 100,0 2 4,9 39 95,1 189,4 189,4 NE 189,4 189,4 NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Gastroenteritis n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Gastroenteritis viral n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 61,6 NE NE 61,6 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Gingivitis n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 88,1 NE NE 88,1 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Helicobacter infection n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Herpes simplex n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 15,6 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Herpes zoster n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 214,6 NE NE 214,6 NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hordeolum n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 2,7 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Influenza n/a 41 100,0 3 7,3 38 92,7 NE 87,1 NE NE NE NE 23 100,0 2 8,7 21 91,3 181,6 77,1 181,6 181,6 77,1 181,6 - - - - Convergence criterion (GCONV=1E-8) satisfied.

Localised infection n/a 41 100,0 1 2,4 40 97,6 NE 101,1 NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Nasopharyngitis n/a 41 100,0 3 7,3 38 92,7 NE 145,0 NE NE 145,0 NE 23 100,0 1 4,3 22 95,7 NE 54,3 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Oesophageal candidiasis n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 82,4 NE NE 82,4 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Oral candidiasis n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 61,7 NE NE 61,7 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Oral fungal infection n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Oral herpes n/a 41 100,0 1 2,4 40 97,6 NE 151,9 NE NE 151,9 NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Pharyngitis n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Sinusitis n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Tonsillitis n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 18,7 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Tooth abscess n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 26,9 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Upper respiratory tract infection n/a 41 100,0 5 12,2 36 87,8 NE 71,9 NE NE NE NE 23 100,0 5 21,7 18 78,3 26,3 1,4 NE NE 26,3 NE 0,0350 0,27 0,08 0,98 Convergence criterion (GCONV=1E-8) satisfied.

Urinary tract infection n/a 41 100,0 7 17,1 34 82,9 166,4 41,1 NE NE 141,1 NE 23 100,0 4 17,4 19 82,6 49,7 12,4 NE NE 21,3 NE 0,1760 0,41 0,11 1,55 Convergence criterion (GCONV=1E-8) satisfied.

Vaginal infection n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Vaginitis bacterial n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Viral infection n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 57,9 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Vulvovaginal mycotic infection n/a 41 100,0 1 2,4 40 97,6 NE 107,4 NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Injury, poisoning and procedural complications -Total n/a 41 100,0 8 19,5 33 80,5 148,9 23,7 NE NE 148,9 NE 23 100,0 6 26,1 17 73,9 90,3 0,1 132,9 132,9 90,3 132,9 0,1546 0,45 0,15 1,39 Convergence criterion (GCONV=1E-8) satisfied.

Contusion n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Excoriation n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 2 8,7 21 91,3 NE 12,4 NE NE 90,3 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Fall n/a 41 100,0 3 7,3 38 92,7 NE 150,0 NE NE 150,0 NE 23 100,0 1 4,3 22 95,7 132,9 132,9 NE NE 132,9 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Injection Related Reactions n/a 41 100,0 3 7,3 38 92,7 NE NE NE NE NE NE 23 100,0 3 13,0 20 87,0 NE 0,1 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Ligament sprain n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Lip injury n/a 41 100,0 1 2,4 40 97,6 NE 150,0 NE NE 150,0 NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Muscle strain n/a 41 100,0 1 2,4 40 97,6 NE 148,9 NE NE 148,9 NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Wound n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Investigations -Total n/a 41 100,0 10 24,4 31 75,6 100,1 11,0 NE NE NE NE 23 100,0 5 21,7 18 78,3 68,4 2,0 NE NE 52,4 NE 0,8333 0,89 0,30 2,63 Convergence criterion (GCONV=1E-8) satisfied.

Alanine aminotransferase 
increased n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Aspartate aminotransferase 
increased n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Blood chloride decreased n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 68,4 NE NE 68,4 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Blood cholesterol increased n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Blood creatine phosphokinase 
increased n/a 41 100,0 4 9,8 37 90,2 NE 100,1 NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 52,4 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Blood creatinine decreased n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Blood fibrinogen decreased n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Blood glucose increased n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 15,0 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.
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Blood potassium decreased n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 2,0 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Blood uric acid decreased n/a 41 100,0 1 2,4 40 97,6 NE 132,0 NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Electrocardiogram T wave 
inversion n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Gamma-glutamyltransferase 
increased n/a 41 100,0 1 2,4 40 97,6 NE 127,7 NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Glucose urine present n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hepatic enzyme increased n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 20,9 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Low density lipoprotein increased n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 2,0 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Lymphocyte count decreased n/a 41 100,0 2 4,9 39 95,1 NE 100,3 NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 2,0 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Neutrophil count decreased n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 2,0 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Neutrophil percentage increased n/a 41 100,0 1 2,4 40 97,6 NE 136,0 NE NE 136,0 NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Serum ferritin decreased n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Weight decreased n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

White blood cell count decreased n/a 41 100,0 3 7,3 38 92,7 NE 140,0 NE NE 140,0 NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

White blood cells urine positive n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Metabolism and nutrition disorders -Total n/a 41 100,0 4 9,8 37 90,2 NE 48,1 NE NE NE NE 23 100,0 3 13,0 20 87,0 NE 2,4 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Decreased appetite n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Electrolyte imbalance n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hypercholesterolaemia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hyperlipidaemia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 20,9 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hypertriglyceridaemia n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 9,0 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hyperuricaemia n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 2,4 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hypoglycaemia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hypokalaemia n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 61,0 NE NE 61,0 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hypomagnesaemia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hyponatraemia n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 32,3 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Musculoskeletal and connective tissue disorders -Total n/a 41 100,0 13 31,7 28 68,3 63,4 16,1 NE NE 83,1 NE 23 100,0 2 8,7 21 91,3 181,6 85,7 181,6 181,6 85,7 181,6 0,1495 2,86 0,64 12,71 Convergence criterion (GCONV=1E-8) satisfied.

Arthralgia n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Arthritis n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Back pain n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 85,7 NE NE 85,7 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Musculoskeletal stiffness n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Myalgia n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Neck pain n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 181,6 NE NE 181,6 NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Pain in extremity n/a 41 100,0 6 14,6 35 85,4 NE 39,1 NE NE NE NE 23 100,0 1 4,3 22 95,7 181,6 NE NE 181,6 NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Rotator cuff syndrome n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Synovial cyst n/a 41 100,0 1 2,4 40 97,6 NE 111,7 NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Tendonitis n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Neoplasms benign, malignant and unspecified (incl cysts 
and polyps) -Total n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Acrochordon n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Nervous system disorders -Total n/a 41 100,0 6 14,6 35 85,4 149,7 76,3 NE NE 149,7 NE 23 100,0 4 17,4 19 82,6 64,7 1,7 NE NE 64,7 NE 0,2933 0,50 0,13 1,86 Convergence criterion (GCONV=1E-8) satisfied.

Dizziness n/a 41 100,0 2 4,9 39 95,1 NE 119,0 NE NE 159,6 NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Headache n/a 41 100,0 3 7,3 38 92,7 NE NE NE NE NE NE 23 100,0 3 13,0 20 87,0 NE 1,7 NE NE 64,7 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hypoaesthesia n/a 41 100,0 1 2,4 40 97,6 NE 182,0 NE NE 182,0 NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Myoclonus n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 31,7 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Restless legs syndrome n/a 41 100,0 1 2,4 40 97,6 NE 149,7 NE NE 149,7 NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Somnolence n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Psychiatric disorders -Total n/a 41 100,0 3 7,3 38 92,7 NE 154,7 NE NE 154,7 NE 23 100,0 1 4,3 22 95,7 NE 62,7 NE NE 62,7 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Anxiety n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 62,7 NE NE 62,7 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Depressed mood n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Depression n/a 41 100,0 2 4,9 39 95,1 NE 154,7 NE NE 154,7 NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Renal and urinary disorders -Total n/a 41 100,0 5 12,2 36 87,8 NE 49,9 NE NE NE NE 23 100,0 2 8,7 21 91,3 NE 7,4 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Cystitis noninfective n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Dysuria n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 17,1 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Haematuria n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 7,4 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Nephrolithiasis n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Nocturia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.
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Urinary retention n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Reproductive system and breast disorders -Total n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 16,4 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Benign prostatic hyperplasia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Vulvovaginal discomfort n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 16,4 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Respiratory, thoracic and mediastinal disorders -Total n/a 41 100,0 8 19,5 33 80,5 183,6 43,1 NE NE 183,6 NE 23 100,0 2 8,7 21 91,3 NE 10,0 NE NE 87,1 NE 0,6403 1,45 0,30 7,02 Convergence criterion (GCONV=1E-8) satisfied.

Bronchial wall thickening n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Bronchospasm n/a 41 100,0 1 2,4 40 97,6 NE 98,6 NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Cough n/a 41 100,0 2 4,9 39 95,1 NE 183,6 NE NE 183,6 NE 23 100,0 1 4,3 22 95,7 NE 87,1 NE NE 87,1 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Oropharyngeal pain n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 10,0 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Productive cough n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Respiratory tract congestion n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Rhinitis allergic n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Wheezing n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 88,1 NE NE 88,1 NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Skin and subcutaneous tissue disorders -Total n/a 41 100,0 11 26,8 30 73,2 132,0 6,1 168,6 168,6 132,0 NE 23 100,0 2 8,7 21 91,3 NE 4,1 NE NE NE NE 0,2215 2,49 0,55 11,35 Convergence criterion (GCONV=1E-8) satisfied.

Alopecia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Dermatitis n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Dermatitis atopic n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Dermatitis contact n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Eczema n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 4,1 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Pain of skin n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 36,0 NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Pruritus n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Rash n/a 41 100,0 6 14,6 35 85,4 168,6 81,6 NE NE 132,0 NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Rash generalised n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Skin disorder n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Skin lesion n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Vascular disorders -Total n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hypertension n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Hypotension n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - - Convergence criterion (GCONV=1E-8) satisfied.

Test for interaction based on Likelihood-Ratio test for interaction with treatment effect.
* indicates convergence problem. Result is uninterpretable.
Clinical cut-off: 07JUN2019
 
Program: root/clinical_studies/RO5333787/CDP70210/share/pool_ACE_SA237/prod/program/saf_tsp.sas
Output: root/clinical_studies/RO5333787/CDP70210/BN40900/data_analysis/ACE_3MSU/prod/output/saf_tsp_309_07JUN2019_SAQP_AEMILD_S1.xls
25NOV2020 10:05
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POPULATION: AQP4 Positive Population
ENDPOINT: Moderate AEs
MODEL: Unstratified analysis
STUDY: BN40900
Time to event analysis by SOC and PT (Safety)
 
 
 
 

Log-rank Interaction Test

SOC PT Level n % n % n % Q1 (weeks)
95% Lower CL for 

Q1
95% Upper CL for 

Q1
Median 
(weeks)

95% Lower CL for 
Median

95% Upper CL for 
Median n % n % n % Q1 (weeks)

95% Lower CL for 
Q1

95% Upper CL for 
Q1

Median 
(weeks)

95% Lower CL for 
Median

95% Upper CL for 
Median p-value Hazard Ratio 95% Lower CL 95% Upper CL Convergence Status

p-value (likelihood 
ratio)

Blood and lymphatic system disorders -Total n/a 41 100,0 7 17,1 34 82,9 120,4 55,4 NE NE 120,4 NE 23 100,0 1 4,3 22 95,7 NE 100,4 NE NE 100,4 NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Iron deficiency anaemia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Lymphadenopathy n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Neutropenia n/a 41 100,0 3 7,3 38 92,7 NE 87,6 NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 100,4 NE NE 100,4 NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Neutrophilia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Thrombocytopenia n/a 41 100,0 3 7,3 38 92,7 NE 120,4 NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Ear and labyrinth disorders -Total n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 95,4 NE NE 95,4 NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Ear pain n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 95,4 NE NE 95,4 NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Vertigo n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Eye disorders -Total n/a 41 100,0 3 7,3 38 92,7 NE 116,1 NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 0,3 NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Corneal scar n/a 41 100,0 1 2,4 40 97,6 NE 116,1 NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Episcleritis n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Vision blurred n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 0,3 NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Visual impairment n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Gastrointestinal disorders -Total n/a 41 100,0 6 14,6 35 85,4 NE 55,0 NE NE NE NE 23 100,0 2 8,7 21 91,3 NE 8,1 NE NE 83,6 NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Abdominal pain n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 8,1 NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Abdominal pain lower n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Diarrhoea n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Dry mouth n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 12,4 NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Flatulence n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Food poisoning n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Gastrooesophageal reflux disease n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 83,6 NE NE 83,6 NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Inguinal hernia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Nausea n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Vomiting n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

General disorders and administration site conditions -Total n/a 41 100,0 4 9,8 37 90,2 NE 43,6 NE NE NE NE 23 100,0 2 8,7 21 91,3 NE 0,4 NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Fatigue n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 0,4 NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Influenza like illness n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 14,7 NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Non-cardiac chest pain n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Pain n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Immune system disorders -Total n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Hypersensitivity n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Seasonal allergy n/a 41 100,0 1 2,4 40 97,6 NE 110,0 NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Infections and infestations -Total n/a 41 100,0 11 26,8 30 73,2 121,3 36,9 146,3 146,3 121,3 NE 23 100,0 4 17,4 19 82,6 59,0 1,0 NE NE 53,0 NE 0,9104 0,94 0,30 2,96
Convergence criterion (GCONV=1E-8) 

satisfied.

Adenoviral conjunctivitis n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Bronchitis n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 29,7 NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Bursitis infective n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Cystitis n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Gastroenteritis viral n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 48,7 NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Nasopharyngitis n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Oral candidiasis n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 31,1 NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Sinusitis n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Tooth infection n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 35,6 NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Upper respiratory tract infection n/a 41 100,0 2 4,9 39 95,1 NE 121,3 NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 59,0 NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Urinary tract infection n/a 41 100,0 4 9,8 37 90,2 146,3 126,9 NE NE 146,3 NE 23 100,0 2 8,7 21 91,3 NE 1,0 NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Urosepsis n/a 41 100,0 1 2,4 40 97,6 NE 122,1 NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Vaginal infection n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 40,1 NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Injury, poisoning and procedural complications -Total n/a 41 100,0 3 7,3 38 92,7 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 18,4 NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Arthropod bite n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Contusion n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Patients with 
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Fall n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Overdose n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 18,4 NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Investigations -Total n/a 41 100,0 4 9,8 37 90,2 NE 72,3 NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 3,0 NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Alanine aminotransferase increased n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Blood parathyroid hormone increased n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Blood pressure increased n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

International normalised ratio 
increased n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 3,0 NE NE NE NE - - - -

Convergence criterion (GCONV=1E-8) 
satisfied.

Serum ferritin decreased n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Metabolism and nutrition disorders -Total n/a 41 100,0 2 4,9 39 95,1 NE 150,0 NE NE 150,0 NE 23 100,0 1 4,3 22 95,7 NE 85,3 NE NE 85,3 NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Electrolyte imbalance n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Hypoglycaemia n/a 41 100,0 2 4,9 39 95,1 NE 150,0 NE NE 150,0 NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Hyponatraemia n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 85,3 NE NE 85,3 NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Musculoskeletal and connective tissue disorders -Total n/a 41 100,0 12 29,3 29 70,7 89,1 24,1 167,1 NE 97,9 NE 23 100,0 2 8,7 21 91,3 126,1 38,7 NE 126,1 126,1 NE 0,2900 2,21 0,49 9,96
Convergence criterion (GCONV=1E-8) 

satisfied.

Arthralgia n/a 41 100,0 3 7,3 38 92,7 NE 97,9 NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Back pain n/a 41 100,0 3 7,3 38 92,7 NE 167,1 NE NE 167,1 NE 23 100,0 2 8,7 21 91,3 126,1 56,9 NE 126,1 126,1 NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Bone pain n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Muscle spasms n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Muscular weakness n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Musculoskeletal discomfort n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Musculoskeletal pain n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 126,1 126,1 NE NE 126,1 NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Musculoskeletal stiffness n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Myalgia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Osteoporosis n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Pain in extremity n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 44,3 NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Spinal pain n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Systemic lupus erythematosus n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 38,7 NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Trigger finger n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Neoplasms benign, malignant and unspecified (incl cysts 
and polyps) -Total n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -

Convergence criterion (GCONV=1E-8) 
satisfied.

Squamous cell carcinoma n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Nervous system disorders -Total n/a 41 100,0 4 9,8 37 90,2 NE 63,4 NE NE NE NE 23 100,0 3 13,0 20 87,0 NE 0,3 NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Balance disorder n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 56,9 NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Dysaesthesia n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 56,9 NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Headache n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 0,3 NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Hypoaesthesia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Migraine n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Migraine with aura n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Neuromyelitis optica n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 3,7 NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Psychiatric disorders -Total n/a 41 100,0 5 12,2 36 87,8 NE 41,4 NE NE 146,0 NE 23 100,0 1 4,3 22 95,7 NE 12,1 NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Anxiety n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Depression n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Insomnia n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 12,1 NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Mental status changes n/a 41 100,0 1 2,4 40 97,6 NE 146,0 NE NE 146,0 NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Renal and urinary disorders -Total n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 3,1 NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Dysuria n/a 41 100,0 NE NE 41 100,0 NE NE NE NE NE NE 23 100,0 1 4,3 22 95,7 NE 3,1 NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Leukocyturia n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Respiratory, thoracic and mediastinal disorders -Total n/a 41 100,0 5 12,2 36 87,8 187,9 187,9 NE NE 187,9 NE 23 100,0 1 4,3 22 95,7 NE 56,6 NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Cough n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Dyspnoea n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Laryngeal inflammation n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Respiratory tract congestion n/a 41 100,0 1 2,4 40 97,6 NE 187,9 NE NE 187,9 NE 23 100,0 1 4,3 22 95,7 NE 56,6 NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Skin and subcutaneous tissue disorders -Total n/a 41 100,0 4 9,8 37 90,2 NE 39,1 NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Pruritus n/a 41 100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Rash n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Skin irritation n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Skin mass n/a 41 100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23 100,0 NE NE 23 100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied. 105



Test for interaction based on Likelihood-Ratio test for interaction with treatment effect.
* indicates convergence problem. Result is uninterpretable.
Clinical cut-off: 07JUN2019
 
Program: root/clinical_studies/RO5333787/CDP70210/BN40900/data_analysis/ACE_3MSU/prod/program
Output: root/clinical_studies/RO5333787/CDP70210/BN40900/data_analysis/ACE_3MSU/prod/output/saf_tsp_309_07JUN2019_SAQP_AEMOD_S1.xls
29MAR2020 0:18
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POPULATION: AQP4 Positive Population
ENDPOINT: Severe AEs
MODEL: Unstratified analysis
STUDY: BN40900
Time to event analysis by SOC and PT (Safety)
 
 
 
 

Log-rank Interaction Test

SOC PT Level n % n % n % Q1 (weeks)
95% Lower CL for 

Q1
95% Upper CL for 

Q1
Median 

(weeks)
95% Lower CL for 

Median
95% Upper CL for 

Median n % n % n % Q1 (weeks)
95% Lower CL for 

Q1
95% Upper CL for 

Q1
Median 

(weeks)
95% Lower CL for 

Median
95% Upper CL for 

Median
pvalue, 

test=logrank Hazard Ratio 95% Lower CL 95% Upper CL Convergence Status
p-value (likelihood 

ratio)

Cardiac disorders -Total n/a 41 100.0 1 2.4 40 97.6 NE NE NE NE NE NE 23 100.0 NE NE 23 100.0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Bradycardia n/a 41 100.0 1 2.4 40 97.6 NE NE NE NE NE NE 23 100.0 NE NE 23 100.0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Eye disorders -Total n/a 41 100.0 2 4.9 39 95.1 NE 110.9 NE NE NE NE 23 100.0 NE NE 23 100.0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Eye pain n/a 41 100.0 1 2.4 40 97.6 NE NE NE NE NE NE 23 100.0 NE NE 23 100.0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Keratoconus n/a 41 100.0 1 2.4 40 97.6 NE 110.9 NE NE NE NE 23 100.0 NE NE 23 100.0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Gastrointestinal disorders -Total n/a 41 100.0 NE NE 41 100.0 NE NE NE NE NE NE 23 100.0 1 4.3 22 95.7 NE 66.0 NE NE 66.0 NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Constipation n/a 41 100.0 NE NE 41 100.0 NE NE NE NE NE NE 23 100.0 1 4.3 22 95.7 NE 66.0 NE NE 66.0 NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

General disorders and administration site 
conditions -Total n/a 41 100.0 3 7.3 38 92.7 NE NE NE NE NE NE 23 100.0 1 4.3 22 95.7 NE 64.9 NE NE 64.9 NE - - - -

Convergence criterion (GCONV=1E-8) 
satisfied.

Chest pain n/a 41 100.0 1 2.4 40 97.6 NE NE NE NE NE NE 23 100.0 NE NE 23 100.0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Fatigue n/a 41 100.0 1 2.4 40 97.6 NE NE NE NE NE NE 23 100.0 NE NE 23 100.0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Hypothermia n/a 41 100.0 1 2.4 40 97.6 NE NE NE NE NE NE 23 100.0 NE NE 23 100.0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Pain n/a 41 100.0 NE NE 41 100.0 NE NE NE NE NE NE 23 100.0 1 4.3 22 95.7 NE 64.9 NE NE 64.9 NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Infections and infestations -Total n/a 41 100.0 4 9.8 37 90.2 NE 149.0 NE NE 149.0 NE 23 100.0 1 4.3 22 95.7 NE 44.1 NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Cellulitis n/a 41 100.0 1 2.4 40 97.6 NE NE NE NE NE NE 23 100.0 NE NE 23 100.0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Pulmonary sepsis n/a 41 100.0 1 2.4 40 97.6 NE NE NE NE NE NE 23 100.0 NE NE 23 100.0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Pyelonephritis n/a 41 100.0 1 2.4 40 97.6 NE NE NE NE NE NE 23 100.0 NE NE 23 100.0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Tooth abscess n/a 41 100.0 NE NE 41 100.0 NE NE NE NE NE NE 23 100.0 1 4.3 22 95.7 NE 44.1 NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Urinary tract infection n/a 41 100.0 1 2.4 40 97.6 NE 149.0 NE NE 149.0 NE 23 100.0 NE NE 23 100.0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Injury, poisoning and procedural complications -Total n/a 41 100.0 3 7.3 38 92.7 NE 102.0 NE NE NE NE 23 100.0 NE NE 23 100.0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Injection Related 
Reactions n/a 41 100.0 1 2.4 40 97.6 NE NE NE NE NE NE 23 100.0 NE NE 23 100.0 NE NE NE NE NE NE - - - -

Convergence criterion (GCONV=1E-8) 
satisfied.

Multiple injuries n/a 41 100.0 1 2.4 40 97.6 NE NE NE NE NE NE 23 100.0 NE NE 23 100.0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Radius fracture n/a 41 100.0 1 2.4 40 97.6 NE 102.0 NE NE NE NE 23 100.0 NE NE 23 100.0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Musculoskeletal and connective tissue 
disorders -Total n/a 41 100.0 2 4.9 39 95.1 NE NE NE NE NE NE 23 100.0 NE NE 23 100.0 NE NE NE NE NE NE - - - -

Convergence criterion (GCONV=1E-8) 
satisfied.

Arthralgia n/a 41 100.0 1 2.4 40 97.6 NE NE NE NE NE NE 23 100.0 NE NE 23 100.0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Back pain n/a 41 100.0 1 2.4 40 97.6 NE NE NE NE NE NE 23 100.0 NE NE 23 100.0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Spinal pain n/a 41 100.0 1 2.4 40 97.6 NE NE NE NE NE NE 23 100.0 NE NE 23 100.0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Nervous system disorders -Total n/a 41 100.0 NE NE 41 100.0 NE NE NE NE NE NE 23 100.0 1 4.3 22 95.7 NE 75.4 NE NE 75.4 NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Cervical radiculopathy n/a 41 100.0 NE NE 41 100.0 NE NE NE NE NE NE 23 100.0 1 4.3 22 95.7 NE 75.4 NE NE 75.4 NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Psychiatric disorders -Total n/a 41 100.0 1 2.4 40 97.6 NE NE NE NE NE NE 23 100.0 NE NE 23 100.0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Mental status changes n/a 41 100.0 1 2.4 40 97.6 NE NE NE NE NE NE 23 100.0 NE NE 23 100.0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Respiratory, thoracic and mediastinal 
disorders -Total n/a 41 100.0 2 4.9 39 95.1 NE NE NE NE NE NE 23 100.0 NE NE 23 100.0 NE NE NE NE NE NE - - - -

Convergence criterion (GCONV=1E-8) 
satisfied.

Apnoea n/a 41 100.0 1 2.4 40 97.6 NE NE NE NE NE NE 23 100.0 NE NE 23 100.0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Pulmonary oedema n/a 41 100.0 1 2.4 40 97.6 NE NE NE NE NE NE 23 100.0 NE NE 23 100.0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Test for interaction based on Likelihood-Ratio test for interaction with treatment effect.
* indicates convergence problem. Result is uninterpretable.
Clinical cut-off: 07JUN2019
 
Program: root/clinical_studies/RO5333787/CDP70210/share/pool_ACE_SA237/prod/program/saf_tsp.sas
Output: root/clinical_studies/RO5333787/CDP70210/BN40900/data_analysis/ACE_3MSU/prod/output/saf_tsp_309_07JUN2019_SAQP_AESEV_S1.xls
25NOV2020 10:11

Patients with Event Censored Time To Event Patients Patients with Event Censored Time To Event Hazard Ratio
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POPULATION: AQP4 Positive Population
ENDPOINT: Any SAEs
MODEL: Unstratified analysis
STUDY: BN40900
Time to event analysis by SOC and PT (Safety)
 
 
 
 

Log-rank Interaction Test

SOC PT Level n % n % n % Q1 (weeks)
95% Lower CL for 

Q1
95% Upper CL for 

Q1 Median (weeks)
95% Lower CL for 

Median
95% Upper CL for 

Median n % n % n % Q1 (weeks)
95% Lower CL for 

Q1
95% Upper CL for 

Q1 Median (weeks)
95% Lower CL for 

Median
95% Upper CL for 

Median p-valueHazard Ratio95% Lower CL95% Upper CL Convergence Status
p-value (likelihood 

ratio)

Cardiac disorders -Total n/a 41100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23100,0 NE NE 23100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Bradycardia n/a 41100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23100,0 NE NE 23100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Eye disorders -Total n/a 41100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23100,0 NE NE 23100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Visual impairment n/a 41100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23100,0 NE NE 23100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

General disorders and administration site 
conditions -Total n/a 41100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23100,0 NE NE 23100,0 NE NE NE NE NE NE - - - -

Convergence criterion (GCONV=1E-8) 
satisfied.

Hypothermia n/a 41100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23100,0 NE NE 23100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Infections and infestations -Total n/a 41100,0 4 9,8 37 90,2 NE 87,1 NE NE 122,1 NE 23100,0 1 4,3 22 95,7 NE 59,0 NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Influenza n/a 41100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23100,0 NE NE 23100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Pulmonary sepsis n/a 41100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23100,0 NE NE 23100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Pyelonephritis n/a 41100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23100,0 NE NE 23100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Upper respiratory tract 
infection n/a 41100,0 NE NE 41100,0 NE NE NE NE NE NE 23100,0 1 4,3 22 95,7 NE 59,0 NE NE NE NE - - - -

Convergence criterion (GCONV=1E-8) 
satisfied.

Urosepsis n/a 41100,0 1 2,4 40 97,6 NE 122,1 NE NE NE NE 23100,0 NE NE 23100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Injury, poisoning and procedural complications-Total n/a 41100,0 2 4,9 39 95,1 NE 102,0 NE NE NE NE 23100,0 NE NE 23100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Multiple injuries n/a 41100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23100,0 NE NE 23100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Radius fracture n/a 41100,0 1 2,4 40 97,6 NE 102,0 NE NE NE NE 23100,0 NE NE 23100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Nervous system disorders -Total n/a 41100,0 NE NE 41100,0 NE NE NE NE NE NE 23100,0 2 8,7 21 91,3 NE 3,7 NE NE 75,4 NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Cervical radiculopathyn/a 41100,0 NE NE 41100,0 NE NE NE NE NE NE 23100,0 1 4,3 22 95,7 NE 75,4 NE NE 75,4 NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Neuromyelitis optican/a 41100,0 NE NE 41100,0 NE NE NE NE NE NE 23100,0 1 4,3 22 95,7 NE 3,7 NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Psychiatric disorders -Total n/a 41100,0 2 4,9 39 95,1 NE 146,0 NE NE 146,0 NE 23100,0 NE NE 23100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Mental status changesn/a 41100,0 2 4,9 39 95,1 NE 146,0 NE NE 146,0 NE 23100,0 NE NE 23100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Respiratory, thoracic and mediastinal disorders-Total n/a 41100,0 2 4,9 39 95,1 NE NE NE NE NE NE 23100,0 NE NE 23100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Apnoea n/a 41100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23100,0 NE NE 23100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Pulmonary oedema n/a 41100,0 1 2,4 40 97,6 NE NE NE NE NE NE 23100,0 NE NE 23100,0 NE NE NE NE NE NE - - - -
Convergence criterion (GCONV=1E-8) 

satisfied.

Test for interaction based on Likelihood-Ratio test for interaction with treatment effect.
* indicates convergence problem. Result is uninterpretable.
Clinical cut-off: 07JUN2019
 
Program: root/clinical_studies/RO5333787/CDP70210/BN40900/data_analysis/ACE_3MSU/prod/program
Output: root/clinical_studies/RO5333787/CDP70210/BN40900/data_analysis/ACE_3MSU/prod/output/saf_tsp_309_07JUN2019_SAQP_AESAE_S1.xls
29MAR2020 0:24
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POPULATION: AQP4 Positive Population
ENDPOINT: AEs leading to treatment discontinuation
MODEL: Unstratified analysis
STUDY: BN40900
Time to event analysis by SOC and PT (Safety)
 
 
 
 

Log-rank Interaction Test

SOC PT Level n % n % Q1 (weeks)
95% Lower CL for 

Q1
95% Upper CL for 

Q1
Median 

(weeks)
95% Lower CL for 

Median
95% Upper CL for 

Median n % n % n % Q1 (weeks)
95% Lower CL for 

Q1
95% Upper CL for 

Q1
Median 

(weeks)
95% Lower CL for 

Median
95% Upper CL for 

Median p-value Hazard Ratio 95% Lower CL 95% Upper CL Convergence Status
p-value (likelihood 

ratio)
Musculoskeletal and connective tissue 
disorders -Total n/a 41 100.0 41 100.0 NE NE NE NE NE NE 23 100.0 1 4.3 22 95.7 NE 38.7 NE NE NE NE - - - -

Convergence criterion (GCONV=1E-8) 
satisfied.

Systemic lupus 
erythematosus n/a 41 100.0 41 100.0 NE NE NE NE NE NE 23 100.0 1 4.3 22 95.7 NE 38.7 NE NE NE NE - - - -

Convergence criterion (GCONV=1E-8) 
satisfied.

Test for interaction based on Likelihood-Ratio test for interaction with treatment effect.
* indicates convergence problem. Result is uninterpretable.
Clinical cut-off: 07JUN2019
 
Program: root/clinical_studies/RO5333787/CDP70210/BN40900/data_analysis/ACE_3MSU/prod/program
Output: root/clinical_studies/RO5333787/CDP70210/BN40900/data_analysis/ACE_3MSU/prod/output/saf_tsp_309_07JUN2019_SAQP_AEDISC_S1.xls
29MAR2020 12:28

Time To Event Patients Patients with Censored Time To Event Hazard Ratio
SA237 Placebo SA237 vs. Placebo

Patients Censored
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POPULATION: AQP4 Positive Population
ENDPOINT: --
MODEL: --
STUDY: BN40900
Demographic data and baseline disease characteristics
 
 
 
 
 

 

Placebo
(N=23)
 n (%)

SA237
(N=41)
 n (%)

Total
(N=64)
 n (%)

n 23 41 64

Mean (SD) 40.1 (11.5) 46.0 (12.0) 43.9 (12.1)

Min - Max 20 - 56 22 - 70 20 - 70

Median 43 47 45

n 23 41 64

<65 years 23 ( 100%) 40 (97.6%) 63 (98.4%)

>=65 years 0 1 ( 2.4%) 1 ( 1.6%)

n 23 41 64

Male 1 ( 4.3%) 10 (24.4%) 11 (17.2%)

Female 22 (95.7%) 31 (75.6%) 53 (82.8%)

n 23 41 64

American Indian/Alaska Native0 2 ( 4.9%) 2 ( 3.1%)

Asian [Japanese] 0 0 0

Asian [Non-Japanese] 6 (26.1%) 7 (17.1%) 13 (20.3%)

Black/African American3 (13.0%) 11 (26.8%) 14 (21.9%)

Native Hawaiian/other Pacific 
Islander 0 0 0

White 13 (56.5%) 19 (46.3%) 32 (50.0%)

Other 1 ( 4.3%) 2 ( 4.9%) 3 ( 4.7%)

Age (years)

Age Group

Gender

Race
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n 23 41 64

Asia 5 (21.7%) 5 (12.2%) 10 (15.6%)

Europe/US/Other 18 (78.3%) 36 (87.8%) 54 (84.4%)

n 23 41 64

Asia 5 (21.7%) 5 (12.2%) 10 (15.6%)

Europe/Other 6 (26.1%) 8 (19.5%) 14 (21.9%)

North America 12 (52.2%) 28 (68.3%) 40 (62.5%)

n 23 41 64

Hispanic or Latino 3 (13.0%) 7 (17.1%) 10 (15.6%)

Not Hispanic or Latino20 (87.0%) 30 (73.2%) 50 (78.1%)

Not reported 0 4 ( 9.8%) 4 ( 6.3%)

Unknown 0 0 0

n 23 40 63

Mean (SD)
163.80 
(6.16)

164.42 
(8.30)

164.19 
(7.54)

Min - Max
154.9 - 
182.0

152.4 - 
185.4

152.4 - 
185.4

Median 162 165,05 163

n 23 41 64

Mean (SD)
67.13 
(17.49)

76.60 
(22.77)

73.20 
(21.38)

Min - Max 42.1 - 117.3 46.0 - 151.0 42.1 - 151.0

25%-ile 53,5 62 58,95

Median 67,2 75 70,5

75%-ile 75 83,8 80,85

n 23 41 64

< Median 15 (65.2%) 19 (46.3%) 34 (53.1%)

>= Median 8 (34.8%) 22 (53.7%) 30 (46.9%)

Ethnicity

Height (cm)

Body Weight (kg)

Weight Category

BMI (kg/m2)

Geographic Region1

Geographic Region2
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n 23 40 63

Mean (SD) 24.92 (6.03) 28.46 (8.91) 27.17 (8.11)

Min - Max 17.5 - 44.1 18.0 - 62.2 17.5 - 62.2

Median 24,27 27,16 25,6

n 23 40 63

<18.5 2 ( 8.7%) 1 ( 2.5%) 3 ( 4.8%)

18.5 to <25 12 (52.2%) 16 (40.0%) 28 (44.4%)

25 to <30 6 (26.1%) 11 (27.5%) 17 (27.0%)

>=30 3 (13.0%) 12 (30.0%) 15 (23.8%)

n 23 41 64

NMO 15 (65.2%) 26 (63.4%) 41 (64.1%)

NMOSD 8 (34.8%) 15 (36.6%) 23 (35.9%)

n 23 41 64

B-cell depleting therapy4 (17.4%) 5 (12.2%) 9 (14.1%)

Immunosuppresants/Others19 (82.6%) 36 (87.8%) 55 (85.9%)

n 23 41 64

First attack 4 (17.4%) 5 (12.2%) 9 (14.1%)

Relapse 19 (82.6%) 36 (87.8%) 55 (85.9%)

n 23 41 64

Mean (SD) 3.43 (1.55) 4.02 (1.50) 3.81 (1.53)

Min - Max 1.0 - 6.5 1.5 - 6.5 1.0 - 6.5

Median 3,5 4 3,5

n represents the number of patients contributing to summary statistics. Percentages are based on n (number of valid values).
Age calculated as the number of complete years between a patient's birth date and the date of first informed consent.
AQP4=Aquaporin-4, NMO=Neuromyelitis Optica, NMOSD=Neuromyelitis Optica Spectrum Disorder and EDSS=Expanded Disability Status Scale.
The EDSS is scored on a scale of 0-10. Higher scores represent increased disability.
Clinical cut-off: 12OCT2018
 
Program: root/clinical_studies/RO5333787/CDP70210/BN40900/data_analysis/ACE_CSRPrimary/prod/program/oth_demo.sas

Diagnosis

Prior therapy

Most recent attack

Baseline EDSS

BMI Category (kg/m2)
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Output: root/clinical_studies/RO5333787/CDP70210/BN40900/data_analysis/ACE_CSRPrimary/prod/output/oth_demo_309_12OCT2018_AQPP.xls
12DEC2019 19:12
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POPULATION: AQP4 Positive Population
ENDPOINT: --
MODEL: --
STUDY: BN40900
Number of centers/countries/geographical regions with <10, >=10 patients per arm
 
 
 
 
 

Category n (4) % (5)
n of patients randomized 

(6)
% randomized patients 

(7) n (4) % (5)
n of patients randomized 

(6)
% randomized patients 

(7) n (4) % (5)
n of patients randomized 

(6)
% randomized patients 

(7)
Overall 34 100.00% 64 100.00% 11 100.00% 64 100.00% 3 100.00% 64 100.00%
with <10 patients per arm 
(1) 34 100.00% 64 100.00% 10 90.90% 30 46.90% 2 66.70% 24 37.50%
with >=10 patients per arm 
(2) 0 0.00% 0 0.00% 1 9.10% 34 53.10% 1 33.30% 40 62.50%

(1): "<10 patients" category if at least one treatment arm has <10 patients. (2): ">=10 patients" category if all treatment arms have >=10 patients.
(3): Geographical regions: Europe, Asia, Others. (4): Number of centers/countries/geographical regions. (5): % of centers/countries/geographical regions compared to overall number.
(6): Number of patients randomized in the corresponding category (e.g. number of patients randomized in centers with <10 patients per arm).
(7): % of randomized patients compared to overall number of randomized patients (e.g. % of randomized patients in centers with <10 patients per arm compared to overall number of randomized patients).
Clinical cut-off: 12OCT2018
 
Program: root/clinical_studies/RO5333787/CDP70210/BN40900/data_analysis/ACE_CSRPrimary/prod/program/oth_center.sas
Output: root/clinical_studies/RO5333787/CDP70210/BN40900/data_analysis/ACE_CSRPrimary/prod/output/oth_center_309_12OCT2018_AQPP.xls
12DEC2019 19:10

Center Country Geographical region (3)
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POPULATION: AQP4 Positive Population
ENDPOINT: Protocol Defined Relapse
MODEL: Stratified analysis (stratification factors: baseline ARR (1, >1); geographic region (Asia, EU/Other))
STUDY: BN40898
Time to event analysis (efficacy)
 
 
 
 

Log-rank

SubgroupLeveln % n % n %
Q1 

(weeks)
95% Lower CL for 

Q1
95% Upper CL for 

Q1
Median 
(weeks)

95% Lower CL for 
Median

95% Upper CL for 
Median n % n % n %

Q1 
(weeks)

95% Lower CL for 
Q1

95% Upper CL for 
Q1

Median 
(weeks)

95% Lower CL for 
Median

95% Upper CL for 
Median p-value

Hazard 
Ratio

95% Lower 
CL

95% Upper 
CL Convergence Status

All n/a 27100,0 3 11,124 88,9 NE 22,3 NE NE NE NE 28100,0 12 42,916 57,1 29,4 8,1 68,7 144,3 29,4 NE 0,0086 0,21 0,06 0,75
Convergence criterion (GCONV=1E-8) 

satisfied.

* indicates convergence problem. Result is uninterpretable.
Clinical cut-off: 06JUN2018
 
Program: root/clinical_studies/RO5333787/CDP70210/BN40898/data_analysis/ACE_CSRPrimary/prod/program
Output: root/clinical_studies/RO5333787/CDP70210/BN40898/data_analysis/ACE_CSRPrimary/prod/output/eff_tte_307_06JUN2018_AQPP_PDR01DB_ST.xls
22MAR2020 12:15

Patients with Censored Time To Event Hazard Ratio

SA237 Placebo SA237 vs. Placebo

Patients Patients with Censored Time To Event Patients
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POPULATION: AQP4 Positive Population
ENDPOINT: Relapse-free subjects, Protocol Defined Relapse
MODEL: Stratified analysis (stratification factors: baseline ARR (1, >1); geographic region (Asia, EU/Other))
STUDY: BN40898
Dichotomous analysis (efficacy)
 
 
 
 

SubgroupLeveln % n % n % n % Odds RatioConvergence Reason
95% Lower 

CL
95% Upper 

CL
Absolute 
Risk Convergence Reason

95% Lower 
CL

95% Upper 
CL

Relative 
Risk Convergence Reason

95% Lower 
CI

95% Upper 
CI

p-value 
(Wald)

Relative 
Risk Convergence Reason

95% Lower 
CI

95% Upper 
CI

All n/a 27100,0 24 88,928100,0 16 57,1 6,15
Algorithm 
converged. 1,48 25,52 0,355*

WARNING: The relative Hessian convergence criterion of 0.0584729928 is greater than the limit of 0.0001. The 
convergence is questionable.0,070 0,639 1,59*

WARNING: The relative Hessian convergence criterion of 1.0211645031 is greater than the limit of 0.0001. The 
convergence is questionable.0,75 3,39 0,2266 0,63*

WARNING: The relative Hessian convergence criterion of 1.0211645031 is greater than the limit of 0.0001. The 
convergence is questionable.0,29 1,34

* indicates convergence problem. Result is uninterpretable.
Clinical cut-off: 06JUN2018
 
Program: root/clinical_studies/RO5333787/CDP70210/BN40898/data_analysis/ACE_CSRPrimary/prod/program/eff_resp.sas
Output: root/clinical_studies/RO5333787/CDP70210/BN40898/data_analysis/ACE_CSRPrimary/prod/output/eff_resp_307_06JUN2018_AQPP_PDR01DB_ST.xls
22OCT2019 14:26

Absolute Risk Difference Relative Risk Relative RiskPatientsPatients with PatientsPatients with Odds Ratio
SA237 Placebo SA237 vs. Placebo SA237 vs. Placebo Placebo vs. SA237
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