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Anhang 4-G1 — Analysen Studie INAVO120; finaler OS-Datenschnitt vom 15. November 2024
1 Wirksamkeit
1.1 Gesamtiiberleben (OS)
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Time to Event Summary for Overall

Protocol : WD041554, CCOD: 15NOV2024, Data Snapshot:

Survival, Full Analysis Set

10JAN2025

| navo+Pal bo+Ful v

Pbo+Pal bo+Ful v

(N=161) (N=164)
Patients with event (% 72 (44.7% 82 (50%
Earliest contributing event
Deat h 72 (1009 82 (1009
Patients w thout event (% 89 (55.3% 82 (50%
Time to Event (nonths)
Medi an 34.0 27.0
95% Cl (28.4, 44.8) (22.8, 38.7)
25% and 75%ile 17.8, 50.9 13.0, 50.0
Range (censored) 0.0 to 52.3 2.1to 53.9
Range (event) 0.1 to 50.9 0.1 to 50.0
Stratified Analysis
p-val ue (I og-rank) 0.0190
Hazard Ratio 0. 67
95% Cl (0.48, 0.94)
Unstratified Analysis
p-val ue (I og-rank) 0. 0846
Hazard Ratio 0.76
95% Cl (0.55, 1.04)
6 nont hs
Patients remaining at risk 149 142
Event Free Rate (% 96. 84 90. 11
95% Cl (92.58, 98.67) (84.37, 93.82)
Difference in Event Free 6.73
Rat e
95% Cl (1.38, 12.08)
p-value (Z-test) 0. 0136
12 nont hs
Patients remaining at risk 131 119
Event Free Rate (% 86. 98 76.71
95% Cl (80. 54, 91.40) (69.32, 82.55)
Difference in Event Free 10. 27
Rat e
95% Cl (1.80, 18.73)
p-value (Z-test) 0. 0175
18 nont hs
Patients remaining at risk 99 90
Event Free Rate (% 74.33 67.18
95% Cl (66. 44, 80.64) (59.15, 73.99)
Difference in Event Free 7.15
Rat e
95% Cl (-3.11, 17.40)
p-val ue (Z-test) 0.1718
24 nont hs
Patients remaining at risk 78 63
Event Free Rate (% 65.78 56. 25
95% Cl (57.28, 72.99) (47.58, 64.05)
Difference in Event Free 9.52
Rat e
95% Cl (-1.89, 20.93)

p-val ue (Z-test)

0. 1020

Summaries of OS (nedian,

percentiles) are Kaplan-Meier estimtes.

95% Cl for medi an was

conput ed using the nmethod of Brookneyer and Crowl ey. Hazard ratios were estinmated by Cox

regression.

Vi sceral Disease, Endocrine Resistance, and Region.
Overall Survival (0S) events due to an inconplete death date.
Inavo = Inavolisib, Pbo = Placebo, Palbo = Pal bociclib, Ful

Gt

repository: https://code.roche. conistudies/clinicalreporting/

W041554_Overal | _Survival _Reporting_Event 8219953

Gt

hash:

03 FEB 2025 14:30 GVI

Qut put : / ocean/ har bour / CDT70123/ WD41554/ CSRI nteri m Ovr| _Sur v/ prod_srep_v1/ out put/

142631781f cOb756f a9e2423146b60eb622e69aa

t_ef tte OS FAS 15NOV2024_41554. out

vV =

Ful vest r ant

Hazard ratios and | og-rank p-values are using stratified nmethods by stratifying

One patient was not included in the

Page 1 of 2

Inavolisib (Itovebi®

4 von 1864



Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Time to Event Sunmary for Overall Survival, Full Analysis Set
Protocol : WD041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

| navo+Pal bo+Ful v Pbo+Pal bo+Ful v
(N=161) (N=164)
30 nonths
Patients remaining at risk 54 42
Event Free Rate (% 56. 54 46. 29
95% Cl (47.49, 64.63) (37.27, 54.82)
Difference in Event Free 10. 25
Rat e
95% Cl (-2.09, 22.59)
p-val ue (Z-test) 0.1034

Summaries of OS (nedian, percentiles) are Kaplan-Mier estimtes. 95% Cl for nedi an was
conput ed using the nethod of Brookneyer and Crow ey. Hazard ratios were estinated by Cox
regression. Hazard ratios and | og-rank p-values are using stratified nmethods by stratifying
Vi sceral Disease, Endocrine Resistance, and Region. One patient was not included in the
Overal | Survival (OS) events due to an inconplete death date.

Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.conl studies/clinicalreporting/

WO41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:30 GMI

Qut put : / ocean/ har bour/ CDT70123/ W041554/ CSRI nt eri m Ovr| _Sur v/ prod_srep_v1/ out put/

t_ef _tte_OS_FAS_15NOV2024_41554. out Page 2 of 2
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Kaplan—Meier Plot for Overall Survival, Full Analysis Set
Protocol: WO41554, CCOD: 15N0OV2024, Data Snapshot: 10JAN2025
1.00 -
. N Median 95% CI
0.75- _|"=#, Pbo+Palbo+Fulv 164 27.0 (22.8, 38.7)
-+I#=+|'— Inavo+Palbo+Fulv 161 34.0 (28.4,44.8)
- *%HHH‘
2 +
2
S
9 050-
I
o
>
o]
0.25
HR 95% CI p-value (log-rank) foo - _+
Inavo+Palbo+Fulv ~ 0.67 (0.48, 0.94) 0.019
0.00
(I) 1I3 é EI) 1I2 1I5 1I8 2I1 2I4 2I7 3I0 3I3 3I6 3I9 4IZ 4I5 4I8 5Il
Time in Months
- = Pbo+Palbo+Fulv —— Inavo+Palbo+Fulv + Censored
Patients at Risk:
Pbo+Palbo+Fulv 164 155 142 127 119 104 90 77 63 48 42 36 32 18 10 4 2 1
Inavo+Palbo+Fulv 161 155 149 142 131 114 99 88 78 67 54 43 34 22 19 13 7 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time in Months
One patient was not included in the Overall Survival (OS) events due to an incomplete death date.
Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant
Git repository: https://code.roche.com/studies/clinicalreporting/W0O41554_Overall_Survival_Reporting_Event_8219953
Git hash: 142631781fcOb756fa9e2423146b60eb622e69aa
03 FEB 2025 14:26 GMT
Output:/ocean/harbour/CDT70123/W041554/CSRInterim_Ovrl_Surv/prod_srep_v1l/output/g_ef_km_OS_FAS_15NOV2024_41554.pdf
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Anhang 4-G1 — Analysen Studie INAVO120; finaler OS-Datenschnitt vom 15. November 2024
1 Wirksamkeit

1.1 Gesamtiiberleben (OS)
1.1.1 Subgruppenanalysen Gesamtiiberleben (OS)
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Time to Event Analysis Overall and with Subgroups (Efficacy), Overall Survival, Full Analysis Set
Protocol: WO41554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Pbo+Palbo+Fulv Inavo+Palbo+Fulv
Subgroups Total n Events % Median Median 95% CI n Events % Median Median 95% CI Hazard HR 95% Wald CI p-value p-value
n (Months) (Months) Ratio (log- (likelihood
rank) ratio)
Overall Survival
All Patients 325 164 82 50.0 27.01 (22.83, 38.67) 161 72 447 34.00 (28.39, 44.81) 0.76 (0.55, 1.04) 0.0846 NE
Age group (years)
<65 266 130 68 52.3 26.81 (22.28, 35.98) 136 59 434 35.98 (29.54, NA) 0.65 (0.46, 0.92) 0.0150 0.0333
>=65 59 34 14 41.2 NE (16.62, NA) 25 13 52.0 14.42 (9.10, NA) 1.65 (0.77,3.51) 0.1912 0.0333
Sex
F 319 163 82 50.3 27.01 (22.83, 35.98) 156 70 449 33.02 (27.07, 44.81) 0.76 (0.55, 1.05) 0.0930 0.2839
M 6 1 0 0.0 NE NE 5 2 40.0 38.01 (28.85, NA) >999.99 (0.00, >999.99) 0.4452 0.2839
Region
ASIA 120 62 29 46.8 27.01 (20.11, NA) 58 26 448 32.66 (20.53, NA) 0.78 (0.45, 1.34) 0.3614 0.2488
NORTH 127 64 29 45.3 29.31 (24.11, NA) 63 28 44.4 30.19 (26.25, NA) 0.95 (0.56, 1.59) 0.8345 0.2488
AMERICA/WESTERN
EUROPE
OTHER 78 38 24 63.2 16.62 (9.03, 38.67) 40 18 45.0 35.98 (27.07, NA) 0.53 (0.28, 0.98) 0.0401 0.2488
Visceral disease (per
eCRF)
N 65 36 12 33.3 40.71 (26.25, NA) 29 11 37.9 38.01 (27.30, NA) 1.06 (0.46, 2.46) 0.8891 0.3985
Y 260 128 70 54.7 24.11 (20.40, 31.11) 132 61 46.2 32.99 (26.97, 44.81) 0.70 (0.50, 0.99) 0.0439 0.3985
Ethnicity
HISPANIC OR LATINO 20 10 3 30.0 NE (6.34, NA) 10 2 20.0 38.01 (12.88, NA) 0.82 (0.13, 5.00) 0.8299 0.2291
NOT HISPANIC OR 294 149 78 52.3 26.81 (21.82, 34.30) 145 67 46.2 33.02 (28.39, 44.81) 0.71 (0.51, 0.98) 0.0373 0.2291
LATINO
NOT REPORTED 5 3 1 33.3 24.25 (24.25, NA) 2 1 50.0 22.51 NE >999.99 (0.00, >999.99) 0.1573 0.2291
UNKNOWN 6 2 0 0.0 NE NE 4 2 50.0 13.21 (7.39, NA) >999.99 (0.00, >999.99) 0.2253 0.2291
Race
Asian 124 63 29 46.0 27.01 (21.45, NA) 61 26 42.6 44.81 (21.13, NA) 0.76 (0.44, 1.30) 0.3100 0.5275
Black or African American 2 1 0 0.0 NE NE 1 1 100.0 15.21 NE >999.99 (0.00, >999.99) 0.3173 0.5275
White 191 97 52 53.6 26.81 (21.086, 38.67) 94 43 45.7 34.00 (28.39, NA) 0.73 (0.49, 1.09) 0.1231 0.5275
Unknown 8 3 1 33.3 24.25 (24.25, NA) 5 2 40.0 25.43 (7.39, NA) 1.36 (0.12, 15.33) 0.8043 0.5275
Liver Metastasis at
Enroliment
N 157 73 29 39.7 35.98 (26.25, NA) 84 33 39.3 38.01 (32.43, NA) 0.87 (0.53, 1.44) 0.5924 0.4971
Y 168 91 53 58.2 21.91 (14.65, 31.11) 77 39 50.6 28.85 (19.52, 39.23) 0.72 (0.48, 1.10) 0.1253 0.4971
Number Metastatic
Organs at Enroliment
1 53 32 11 344 31.93 (24.54, NA) 21 6 28.6 NE (32.66, NA) 0.77 (0.28, 2.10) 0.6107 0.4329
2 104 46 26 56.5 24.11 (19.29, NA) 58 22 37.9 44.81 (27.30, NA) 0.51 (0.28, 0.90) 0.0190 0.4329
>=3 168 86 45 52.3 24.25 (16.33, 38.67) 82 44 53.7 28.85 (20.50, 35.98) 0.86 (0.57, 1.30) 0.4699 0.4329
ECOG Performance
Status at Baseline
0 206 106 48 45.3 35.98 (22.83, NA) 100 40 40.0 39.23 (30.19, NA) 0.69 (0.45, 1.05) 0.0845 0.5395
1 118 58 34 58.6 26.81 (19.22, 31.11) 60 32 53.3 27.07 (16.56, 38.01) 0.85 (0.52, 1.38) 0.5016 0.5395
Endocrine Resistance
(per eCRF)
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Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Pbo+Palbo+Fulv Inavo+Palbo+Fulv
Subgroups Total n Events % Median Median 95% CI n Events % Median Median 95% CI Hazard HR 95% Wald CI p-value p-value
n (Months) (Months) Ratio (log- (likelihood
rank) ratio)
Primary 112 58 34 58.6 22.83 (13.01, 26.81) 54 29 53.7 25.86 (19.52, 38.01) 0.69 (0.42, 1.14) 0.1441 0.7390
Secondary 212 105 48 45.7 34.30 (24.11, 43.86) 107 43 40.2 37.68 (30.19, NA) 0.77 (0.51, 1.16) 0.2096 0.7390
Menopausal Status at
Randomization
NOT POST- 104 52 27 51.9 23.85 (19.29, 35.98) 52 23 442 32.66 (25.43,44.81) 0.67 (0.38, 1.19) 0.1691 0.7013
MENOPAUSAL
POST-MENOPAUSAL 215 111 55 49.5 27.99 (21.91, 43.86) 104 47 45.2 34.00 (25.86, NA) 0.81 (0.55, 1.19) 0.2799 0.7013
Hormone receptor status
ER+/PR- 90 45 21 46.7 38.67 (21.06, NA) 45 25 55.6 25.86 (19.75, 35.98) 1.16 (0.65, 2.08) 0.6177 0.0238
ER+/PR+ 226 113 61 54.0 24.54 (21.39, 31.93) 113 45 39.8 39.23 (29.54, NA) 0.60 (0.41, 0.88) 0.0084 0.0238
Other 9 6 0 0.0 NE NE 3 2 66.7 32.99 (1.02, NA) >999.99 (0.00, >999.99) 0.1336 0.0238
Prior (neo)-adjuvant
endocrine
Aromatase inhibitor and 37 19 6 31.6 NE (24.11, NA) 18 7 38.9 NE (9.30, NA) 1.15 (0.38, 3.44) 0.8035 0.6134
tamoxifen
Aromatase inhibitor only 131 71 42 59.2 2425 (16.13, 31.93) 60 32 53.3 26.25 (19.75, 33.02) 0.89 (0.56, 1.41) 0.6155 0.6134
Tamoxifen only 155 73 33 45.2 35.98 (22.28, NA) 82 32 39.0 44.81 (32.99, NA) 0.68 (0.42,1.11) 0.1213 0.6134
Prior (neo)-adjuvant
CDK4/6
N 322 163 82 50.3 27.01 (22.83, 38.67) 159 70 44.0 34.89 (28.85, NA) 0.74 (0.53, 1.01) 0.0592 0.0841
Y 3 1 0 0.0 NE NE 2 2 100.0 14.05 (12.88, NA) >999.99 (0.00, >999.99) 0.2253 0.0841
Prior (neo)-adjuvant
chemotherapy
56 27 15 55.6 24.25 (12.58, NA) 29 16 55.2 30.19 (19.75, NA) 0.85 (0.42,1.72) 0.6521 0.6362
Y 269 137 67 48.9 29.31 (22.28, 40.71) 132 56 424 34.89 (28.39, NA) 0.72 (0.50, 1.03) 0.0692 0.6362

Men are excluded from the subgroups of "Menopausal Status at Randomization"

Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant
Program name: programs/tig/t_ef_tte_sg.R
Output path: /ocean/harbour/CDT70123/WO041554/HTAGBA_Ovrl_Surv/prod_gba_v5/output/t_ef_tte_sg_OS_FAS_15NOV2024_41554.docx
Git repository: https://code.roche.com/studies/clinicalreporting/W041554_HTAGBA_Ovrl_Surv_3382685

Git hash: 884c7b654f8eaf01b56b221a2¢c1fd8df1f26a54 1

07 APR 2025 15:47 GMT
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Kaplan Meier Plots for Subgroups with Significant Interaction Test p—value
Protocol: WO41554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Overall Survival: Age group (years): <65
1.00+
0.75+
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Ko}
o
< 0.50
g
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>
m
0.25+
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Time (months)
+ Censored - Pbo+Palbo+Fulv — Inavo+Palbo+Fulv
Patients at Risk:
Pbo+Palbo+Fulv 130 123 113 100 95 82 72 60 48 35 32 27 23 14 8 3 2 1 0
Inavo+Palbo+Fulv 136 134 131 126 119 104 89 79 71 61 48 38 31 19 16 11 7 1 0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 ) 45 48 51 54
Time (months)
Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant
Program name: programs/tlg/g_km_signsg.R
Output path: /ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_v14/output/g_km_signsg_OS_FAS_15N0OV2024_41554.pdf
Git repository: https://code.roche.com/studies/clinicalreporting/W041554 HTAGBA_Ovrl_Surv_3382685
Git hash: 0efa981b2a84f5e06c881464de43872934271dc3
18 JUN 2025 17:00 GMT
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Kaplan Meier Plots for Subgroups with Significant Interaction Test p—value
Protocol: WO41554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Overall Survival: Age group (years): >=65
1.00+ - =+
- -
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=050 . . . He--dmmmmmm-- H -t -t - - - - - +
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2 : : :
0.25+
0.001 i i i i i i i i i i i
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)
+ Censored - Pbo+Palbo+Fulv — Inavo+Palbo+Fulv
Patients at Risk:
Pbo+Palbo+Fulv 34 32 29 27 24 22 18 17 15 13 10 9 9 4 2 1 0
Inavo+Palbo+Fulv 25 21 18 16 12 10 10 9 7 6 6 5 3 3 3 2 0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 ) 45 48
Time (months)
Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant
Program name: programs/tlg/g_km_signsg.R
Output path: /ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_v14/output/g_km_signsg_OS_FAS_15N0OV2024_41554.pdf
Git repository: https://code.roche.com/studies/clinicalreporting/W041554 HTAGBA_Ovrl_Surv_3382685
Git hash: 0efa981b2a84f5e06c881464de43872934271dc3
18 JUN 2025 17:00 GMT
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Anhang 4-G1 — Analysen Studie INAVO120; finaler OS-Datenschnitt vom 15. November 2024
1 Wirksamkeit

1.1 Gesamtiiberleben (OS)

1.1.2 Zeit vom Beginn der Zweitlinientherapie bis zum Tod
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Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Kaplan Meier Plot for Efficacy, Time from Start of 2nd Line Anti—-Cancer Therapy to Death, Patients who Received 2L
Protocol: WO41554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Time from Start of 2nd Line Anti-Cancer Therapy to Death
1.00+
0.75+
z
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o 0.501
2
L
c
g
m
0.257 e —
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i el R
- e = - +_I
I
0.001 '
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
N Median  95%Cl Time (months)
Received Chemotherapy in2L 125 125 (10.7,17.6)
Did not Receive Chemotherapy in 2L 68  19.6  (12.9, 24.6) ~+ Censored = Received Chemotherapy in 2L — Did not Receive Chemotherapy in 2L
Patients at Risk:
Received Chemotherapy in 2L 125 107 86 66 49 41 32 24 20 15 10 4 3 2 0
Did not Receive Chemotherapy in 2L 68 61 48 41 36 30 23 16 10 6 4 1 1 0 0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Time (months)
Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant
Program name: programs/tlg/g_km3.R
Output path: /ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_v14/output/g_km3_0S2_2L_15N0OV2024_41554.pdf
Git repository: https://code.roche.com/studies/clinicalreporting/W041554 HTAGBA_Ovrl_Surv_3382685
Git hash: 0efa981b2a84f5e06c881464de43872934271dc3
18 JUN 2025 17:01 GMT
Page 1 of 1
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Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Anhang 4-G1 — Analysen Studie INAVO120; finaler OS-Datenschnitt vom 15. November 2024
1 Wirksamkeit
1.2 Progressionsfreies Uberleben (PFS)
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Time to Event Summary for Progression-Free Survival by Investigator, Full Analysis Set

Protocol : WD041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

| navo+Pal bo+Ful v Pbo+Pal bo+Ful v
(N=161) (N=164)
Patients with event (% 103 (64% 141 (869
Earliest contributing event
Deat h 13 (12.6% 8 (5.79%
Di sease Progression 90 (87.4% 133 (94.3%
Patients w thout event (% 58 (36% 23 (14%
Time to Event (nonths)
Medi an 17.2 7.3
95% Cl (11.6, 22.2) (5.9, 9.2)
25% and 75%ile 8.0, 42.1 3.2, 14.9
Range (censored) 0.0 to 51.7 7.2 to 52.5
Range (event) 0.1to 42.1 0.1to 37.5
Stratified Analysis
p-val ue (Il og-rank) <0. 0001
Hazard Ratio 0.42
95% Cl (0.32, 0.55)
Unstratified Analysis
p-val ue (Il og-rank) <0. 0001
Hazard Ratio 0.48
95% Cl (0.37, 0.62)
6 nont hs
Patients remaining at risk 129 95
Event Free Rate (% 83. 38 57.93
95% Cl (76.55, 88.37) (49.99, 65.05)
Difference in Event Free 25.45
Rat e
95% Cl (15.90, 35.00)
p-value (Z-test) <0. 0001
12 nont hs
Patients renmaining at risk 89 50
Event Free Rate (% 57.98 31.31
95% Cl (49.79, 65.31) (24.33, 38.51)
Difference in Event Free 26. 67
Rat e
95% ClI (16.11, 37.24)
p-val ue (Z-test) <0. 0001
18 nont hs
Patients remaining at risk 65 30
Event Free Rate (% 49. 65 20. 46
95% Cl (41.45, 57.31) (14.60, 27.03)
Difference in Event Free 29.19
Rat e
95% Cl (19. 04, 39.33)
p-val ue (Z-test) <0. 0001
24 nont hs
Patients remaining at risk 46 21
Event Free Rate (% 41. 80 16. 69
95% Cl (33.69, 49.70) (11.27, 23.03)
Difference in Event Free 25.12
Rat e
95% Cl (15.11, 35.13)
p-value (Z-test) <0. 0001

Summaries of PFS (nmedian, percentiles) are Kaplan-Meier estimtes. 95% Cl for

nmedi an was

conput ed using the nmethod of Brookneyer and Crowl ey. Hazard ratios were estinmated by Cox
regression. Hazard ratios and | og-rank p-values are using stratified methods by stratifying

Vi sceral Disease, Endocrine Resistance, and Region.
Inavo = Inavolisib, Pbo = Placebo, Palbo = Pal bociclib, Fulv = Fulvestrant

Gt repository: https://code.roche. conistudies/clinicalreporting/

W041554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour / CDT70123/ WD41554/ CSRI nteri m Ovr| _Sur v/ prod_srep_v1/ out put/
t_ef _tte_PFS_FAS_15NOV2024_41554. out

Page 1 of 1
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Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Kaplan—Meier Plot for Progression—Free Survival Assessed by Investigator, Full Analysis Set
Protocol: WO41554, CCOD: 15N0OV2024, Data Snapshot: 10JAN2025

1.00 -
N Median 95% CI
‘© 0.75- Pbo+Palbo+Fulv 164 7.3 (5.9,9.2)
; Inavo+Palbo+Fulv 161 17.2 (11.6, 22.2)
5
n
0]
o
L 050~
c
i)
7]
1]
o
o)
& 0.25- s — -
' R S _— :
T T ey,
HR 95% CI p-value (log-rank) e _
Inavo+Palbo+Fulv  0.42  (0.32, 0.55) <0.0001 -+ H---Ht-4—---—————— -+
0.00
(I) CI% (IS QI) 1I2 1I5 1I8 2Il 2I4 2I7 3I0 3I3 3I6 3I9 4IZ 4I5 4IB 5I1
Time in Months
- = Pbo+Palbo+Fulv —— Inavo+Palbo+Fulv <+ Censored
Patients at Risk:
Pbo+Palbo+Fulv 164 125 95 74 50 34 30 24 21 14 11 10 8 4 2 1 1 1
Inavo+Palbo+Fulv 161 146 129 112 89 73 65 57 46 32 25 19 15 11 10 7 3 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time in Months

Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant

Git repository: https://code.roche.com/studies/clinicalreporting/W0O41554_Overall_Survival_Reporting_Event_8219953

Git hash: 142631781fcOb756fa9e2423146b60eb622e69aa

03 FEB 2025 14:30 GMT
Output:/ocean/harbour/CDT70123/W041554/CSRInterim_Ovrl_Surv/prod_srep_v1l/output/g_ef_km_PFS_FAS_15NOV2024_41554.pdf
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Anhang 4-G1 — Analysen Studie INAVQ120; finaler OS-Datenschnitt vom 15. November 2024
1 Wirksamkeit

1.2 Progressionsfreies Uberleben (PFS)
1.2.1 Subgruppenanalyse Progressionsfreies Uberleben (PFS)
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Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Time to Event Analysis Overall and with Subgroups (Efficacy), Time to Event Summary for Progression-Free Survival by Investigator, Full Analysis Set
Protocol: WO41554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Pbo+Palbo+Fulv Inavo+Palbo+Fulv
Subgroups Total n Events % Median Median 95% CI n Events % Median Median 95% CI Hazard HR 95% Wald CI p-value p-value
n (Months) (Months) Ratio (log- (likelihood
rank) ratio)
Earliest Contributing Event
to Progression Free
Survival by Investigator
All Patients 325 164 141 86.0 7.29 (5.88,9.17) 161 103 64.0 17.22 (11.56, 22.24) 0.48 (0.37, 0.62) <0.0001 NE
Age group (years)
<65 266 130 113 86.9 7.29 (5.78,9.17) 136 85 62.5 18.20 (12.65, 24.31) 0.43 (0.32, 0.57) <0.0001 0.0632
>=65 59 34 28 82.4 8.25 (5.42, 14.98) 25 18 72.0 14.09 (4.27, 26.97) 0.81 (0.44, 1.46) 0.4771 0.0632
Sex
F 319 163 141 86.5 7.29 (5.88,9.17) 156 100 64.1 16.62 (11.37, 22.11) 0.48 (0.37, 0.63) <0.0001 0.1090
M 6 1 0 0.0 NE NE 5 3 60.0 32.46 (16.59, NA) >999.99 (0.00, >999.99) 0.3113 0.1090
Region
ASIA 120 62 55 88.7 6.78 (5.42,9.17) 58 37 63.8 14.75 (9.33, 21.13) 0.44 (0.29, 0.67) <0.0001 0.4698
NORTH 127 64 55 85.9 9.26 (7.20, 13.11) 63 40 63.5 16.59 (9.03, 25.86) 0.58 (0.39, 0.87) 0.0085 0.4698
AMERICA/WESTERN
EUROPE
OTHER 78 38 31 81.6 5.93 (3.15,9.13) 40 26 65.0 25.69 (11.50, 34.89) 0.43 (0.25, 0.73) 0.0012 0.4698
Visceral disease (per eCRF)
N 65 36 27 75.0 7.43 (6.08, 14.06) 29 15 51.7 24.31 (11.27, NA) 0.48 (0.25, 0.90) 0.0199 0.9317
Y 260 128 114 89.1 7.23 (5.55, 9.17) 132 88 66.7 14.75 (11.33, 20.99) 0.48 (0.36, 0.63) <0.0001 0.9317
Ethnicity
HISPANIC OR LATINO 20 10 9 90.0 10.22 (1.84, 29.44) 10 3 30.0 24.18 (1.91, NA) 0.35 (0.09, 1.32) 0.1072 0.2420
NOT HISPANIC OR 294 149 128 85.9 7.29 (5.78,9.17) 145 95 65.5 16.62 (11.56, 22.11) 0.47 (0.36, 0.61) <0.0001 0.2420
LATINO
NOT REPORTED 5 3 3 100.0 7.23 (1.61, NA) 2 1 50.0 9.00 NE 0.57 (0.05, 6.33) 0.6419 0.2420
UNKNOWN 6 2 1 50.0 1.64 (1.64, NA) 4 4 100.0 6.77 (4.99, NA) 1.97 (0.21, 18.35) 0.5458 0.2420
Race
Asian 124 63 55 87.3 7.26 (5.45,9.17) 61 39 63.9 18.20 (9.33,24.31) 0.46 (0.30, 0.70) 0.0002 0.7279
Black or African American 2 1 1 100.0 16.82 NE 1 1 100.0 9.03 NE >999.99 (0.00, >999.99) 0.3173 0.7279
White 191 97 82 845 7.43 (5.78, 10.25) 94 60 63.8 17.22 (11.50, 25.82) 0.50 (0.36, 0.70) <0.0001 0.7279
Unknown 8 3 3 100.0 7.23 (1.64, NA) 5 3 60.0 26.58 (4.99, NA) 0.29 (0.05, 1.75) 0.1493 0.7279
Liver Metastasis at
Enroliment
N 157 73 55 75.3 11.17 (7.26, 14.85) 84 49 58.3 25.69 (20.11, 27.89) 0.56 (0.38, 0.83) 0.0032 0.2350
Y 168 91 86 94.5 5.62 (3.71,7.39) 77 54 70.1 11.33 (8.54, 14.75) 0.44 (0.31, 0.62) <0.0001 0.2350
Number Metastatic Organs
at Enrollment
1 53 32 25 78.1 10.12 (5.42,13.11) 21 12 57.1 20.24 (7.59, NA) 0.50 (0.24, 1.01) 0.0497 0.7118
2 104 46 41 89.1 7.20 (5.45,9.17) 58 33 56.9 20.50 (11.50, 26.78) 0.41 (0.26, 0.66) 0.0001 0.7118
>=3 168 86 75 87.2 7.28 (5.45, 9.26) 82 58 70.7 14.75 (9.23, 21.68) 0.53 (0.38, 0.75) 0.0002 0.7118
ECOG Performance Status
at Baseline
0 206 106 91 85.8 7.39 (6.08, 10.09) 100 60 60.0 20.24 (13.83, 26.58) 0.43 (0.31, 0.60) <0.0001 0.2770
1 118 58 50 86.2 7.20 (5.13, 9.69) 60 43 7.7 12.78 (9.07, 24.18) 0.58 (0.39, 0.88) 0.0088 0.2770
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Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Pbo+Palbo+Fulv Inavo+Palbo+Fulv
Subgroups Total n Events % Median Median 95% ClI n Events % Median Median 95% CI Hazard HR 95% Wald CI p-value p-value
n (Months) (Months) Ratio (log- (likelihood
rank) ratio)
Endocrine Resistance (per
eCRF)
Primary 112 58 55 94.8 3.79 (2.66, 5.78) 54 41 75.9 12.78 (9.33, 24.18) 0.37 (0.24, 0.56) <0.0001 0.1694
Secondary 212 105 86 81.9 9.69 (7.39, 11.30) 107 62 57.9 20.24 (13.83, 28.55) 0.52 (0.37,0.72) <0.0001 0.1694
Menopausal Status at
Randomization
NOT POST-MENOPAUSAL 104 52 47 90.4 6.42 (3.75,9.17) 52 33 63.5 20.04 (11.04, 22.11) 0.38 (0.24, 0.60) <0.0001 0.3253
POST-MENOPAUSAL 215 111 94 84.7 7.46 (6.08, 10.25) 104 67 64.4 14.98 (11.01, 25.82) 0.53 (0.39, 0.73) <0.0001 0.3253
Hormone receptor status
ER+/PR- 90 45 42 93.3 6.54 (5.13,9.43) 45 32 711 12.65 (9.00, 25.86) 0.41 (0.25, 0.67) 0.0002 0.2866
ER+/PR+ 226 113 97 85.8 7.43 (5.78, 9.26) 113 69 61.1 20.50 (14.09, 25.69) 0.47 (0.34, 0.64) <0.0001 0.2866
Other 9 6 2 33.3 NE (1.94, NA) 3 2 66.7 5.75 (1.02, NA) 2.94 (0.40, 21.44) 0.2664 0.2866
Prior (neo)-adjuvant
endocrine
Aromatase inhibitor and 37 19 13 68.4 14.75 (5.45, 32.30) 18 9 50.0 30.13 (5.29, NA) 0.71 (0.30, 1.67) 0.4338 0.4708
tamoxifen
Aromatase inhibitor only 131 71 66 93.0 6.54 (3.81,9.13) 60 45 75.0 11.27 (9.07, 17.22) 0.55 (0.37, 0.80) 0.0018 0.4708
Tamoxifen only 155 73 61 83.6 7.43 (5.78, 10.97) 82 48 58.5 21.68 (14.75, 27.89) 0.41 (0.28, 0.60) <0.0001 0.4708
Prior (neo)-adjuvant
CDK4/6
N 322 163 140 85.9 7.29 (5.88,9.17) 159 101 63.5 18.20 (12.65, 24.18) 0.48 (0.37, 0.62) <0.0001 0.1352
Y 3 1 1 100.0 14.06 NE 2 2 100.0 5.47 (1.91, NA) >999.99 (0.00, >999.99) 0.2253 0.1352
Prior (neo)-adjuvant
chemotherapy
N 56 27 21 77.8 9.00 (1.91, 13.17) 29 22 75.9 12.65 (9.03, 25.82) 0.81 (0.44, 1.47) 0.4927 0.0749
Y 269 137 120 87.6 7.26 (5.78, 9.23) 132 81 61.4 18.20 (12.78, 25.69) 0.43 (0.32, 0.57) <0.0001 0.0749

Men are excluded from the subgroups of "Menopausal Status at Randomization"

Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant

Program name: programs/tig/t_ef_tte_sg.R

Output path: /ocean/harbour/CDT70123/WO041554/HTAGBA_Ovrl_Surv/prod_gba_v5/output/t_ef_tte_sg_PFS_FAS_15NOV2024_41554.docx
Git repository: https://code.roche.com/studies/clinicalreporting/W041554_HTAGBA_Ovrl_Surv_3382685

Git hash: 884c7b654f8eaf01b56b221a2c1fd8df1f26a541

07 APR 2025 15:47 GMT
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Anhang 4-G1 — Analysen Studie INAVO120; finaler OS-Datenschnitt vom 15. November 2024
1 Wirksamkeit

1.3 Tumoransprechen

1.3.1 Objektive Ansprechrate (ORR)
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

hj ective Response Rate Assessed by Investigator, Full Analysis Set

Protocol : WX1554, CCOD: 15NOV2024, Data Snapshot:

10JAN2025

| navo+Pal bo+Ful v

Pbo+Pal bo+Ful v

(N=161) (N=164)

Responder s 101 (62.7% 46 (28.0%
95% Cl ( Cl opper - Pear son) (54.8, 70.2) (21.3, 35.6)
Stratified Analysis

Difference in Response rate (% 34.7

95% Cl (Wald, wi thout correction) (24.5, 44.8)

p-val ue (Cochran-Mantel - Haenszel Test) <0. 0001
Conpl et e Response (CR) 6 (3.7% 1 (0.6%

95% CI (Cl opper - Pear son) (1.38, 7.93) (0.02, 3.35)
Partial Response (PR) 95 (59.0% 45 (27.4%

95% CI (d opper - Pear son) (50.99, 66.68) (20.77, 34.94)
St abl e Di sease (SD) 44 (27.3% 81 (49.4%

95% CI (Cl opper - Pear son) (20.61, 34.90) (41.51, 57.30)
Progressi ve Di sease (PD) 9 (5.6% 35 (21.3%

95% CI (d opper - Pear son) (2.59, 10.35) (15. 34, 28.41)
M ssi ng 7 (4.3% 2 (1.2%

95% CI (O opper - Pear son) (1.77, 8.75) (0.15, 4.34)

95% CI for rate was constructed using C opper- Pearson.

95% Cl for difference in rate was constructed using the nornal

Strata for CVMH test are: Strata Visceral Disease,
Cbj ective response rate included patients with a CR or

weeks apart per RECI ST vl1.1.
I navo = I navolisib, Pbo = Placebo, Pal bo =

Pal bociclib, Fulv

Endocri ne Resi st ance,
PR on two consecutive occasions >= 4

approximation to the
bi nom al distribution (Wald) w thout continuity correction nethod.

Ful vestrant

Gt repository: https://code.roche.com studies/clinicalreporting/
W 1554 Overal | _Survival _Reporting_Event 8219953
Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:21 GV

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRInt eri m Ovrl _Surv/ prod_srep_v1/ out put/

t _ef rsp_ORR | NV_FAS 15NOV2024_41554. out

and Regi on.

Page 1 of 1
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Anhang 4-G1 — Analysen Studie INAVO120; finaler OS-Datenschnitt vom 15. November 2024
1 Wirksamkeit

1.3 Tumoransprechen

1.3.2 Dauer des objektiven Ansprechens (DOR)
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Time to Event Summary for Duration of Response Assessed by Investigator, Full

Pr ot ocol :

W041554, CCCOD:. 15NOV2024,

Dat a Snapshot: 10JAN2025

| navo+Pal bo+Ful v

Pbo+Pal bo+Ful v

(N=101) (N=46)
Patients with subsequent event 58 (57.4% 33 (71.79%
(%
Earliest contributing event
Deat h 6 (10.3% 0
Di sease Progression 52 (89.7% 33 (1009
Patients w thout subsequent 43 (42.6% 13 (28.3%
event (%
Time to Event (nonths)
Medi an 19.2 11.1
95% Cl (14.7, 28.3) (8.5, 20.2)
25% and 75%ile 7.8, NE 7.4, 28.5
Range (censored) 3.4 to 48.1 5.6 to 41.3
Range (event) 3.2 to 40.2 3.1to 35.8
Stratified Analysis
Hazard Ratio 0. 60
95% Cl (0.37, 0.97)
Unstratified Analysis
Hazard Ratio 0.63
95% Cl (0.41, 0.98)
6 nont hs
Patients remaining at risk 87 36
Event Free Rate (% 87.01 80. 22
95% Cl (78.68, 92.24) (65.42, 89.18)
12 nont hs
Patients remaining at risk 59 17
Event Free Rate (% 62. 67 41. 30
95% Cl (52.35, 71.36) (26.72, 55.30)
18 nont hs
Patients renmaining at risk 47 15
Event Free Rate (% 55.94 38.72
95% Cl (45. 46, 65.18) (24. 40, 52.82)
24 nont hs
Patients remaining at risk 32 7
Event Free Rate (% 45.79 26. 35
95% Cl (35.25, 55.70) (13.53, 41.11)

Al randonm zed patients who had an objective response

Dur ation of response (DOR),

Anal ysis Set

defined as the time fromthe first occurrence of a CRor PRto

the first occurrence of disease progression as determ ned by the investigator according to
RECI ST v1.1 or death from any cause (whichever occurs first).
Pal bo = Pal bociclib, Fulv = Fulvestrant

I navo = I navolisib, Pbo = Pl acebo,

Gt repository: https://code.roche. conistudies/clinicalreporting/
WD41554_Overal | _Survi val _Reporting_Event 8219953

Gt hash:
03 FEB 2025 14:23 GMI

Qut put : / ocean/ har bour/ CDT70123/ WD41554/ CSRI nt eri m Ovrl _Sur v/ prod_srep_v1/ out put/
t_ef _tte_DOR_FAS_15NOV2024_41554. out

142631781f cOb756f a9e2423146b60eb622e69aa

Page 1 of 1
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Kaplan—Meier Plot for Duration of Response Assessed by Investigator, Full Analysis Set
Protocol: WO41554, CCOD: 15N0OV2024, Data Snapshot: 10JAN2025

1.00 -
N Median 95% CI
0.75 - Pbo+Palbo+Fulv 46  11.1 (8.5, 20.2)
9) Inavo+Palbo+Fulv 101 19.2 (14.7, 28.3)
5
o
N
O
04
S 0.50 -
c
o
T .
=} ! LI Ll Ll 1 ]
D LI L 1 1
0.25+
++-- -
1
——————— -+
0.00
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time in Months
- = Pbo+Palbo+Fulv —— Inavo+Palbo+Fulv -+ Censored
Patients at Risk:
Pbo+Palbo+Fulv 46 46 36 29 17 16 15 11 7 5 4 4 1 1 0 0 0
Inavo+Palbo+Fulv 101 101 87 74 59 50 47 36 32 25 19 14 12 10 7 3 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time in Months
Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant
Git repository: https://code.roche.com/studies/clinicalreporting/W0O41554_Overall_Survival_Reporting_Event_8219953
Git hash: 142631781fcOb756fa9e2423146b60eb622e69aa
03 FEB 2025 14:27 GMT
Output:/ocean/harbour/CDT70123/W041554/CSRInterim_Ovrl_Surv/prod_srep_vl/output/g_ef_km_DOR_FAS_15N0OV2024_41554.pdf
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Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Anhang 4-G1 — Analysen Studie INAVO120; finaler OS-Datenschnitt vom 15. November 2024
1 Wirksamkeit
1.4 Zeit bis zur Chemotherapie oder Tod
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Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Time to Event Analysis (Efficacy), Time Between Randomization Until Start of First Subsequent Chemotherapy
After Treatment Discontinuation or Death, Full Analysis Set
Protocol: WO41554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Inavo+Palbo+Fulv Pbo+Palbo+Fulv
(N=161) (N=164)
Patients with event (%) 94 (58.4%) 123 (75%)
Earliest contributing event
Death 30 29
Subsequent Chemotherapy After Treatment 64 94
Discontinuation
Patients without event (%) 67 (41.6%) 41 (25%)
Time to Event (Months)
Median 22.90 10.51
95% ClI (16.72, 31.54) (8.51, 12.65)
Range 0.03-52.34 {1} 0.03 - 53.88 {2}
Unstratified Analysis
p-value (log-rank) <0.0001
Hazard Ratio 0.54
95% ClI (0.41, 0.70)
Stratified Analysis
p-value (log-rank) <0.0001
Hazard Ratio 0.46
95% CI (0.34, 0.61)

{1} - Censored observations: range minimum & maximum
{2} - Censored observation: range maximum

Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant

Program name: programs/tlg/t_ef_tte2.R

Output path:
/ocean/harbour/CDT70123/W041554/HTAGBA_Ovrl_Surv/prod_gba_v5/output/t_ef tte2 CHEMTTE1_FAS_15NOV2024_4155
4.docx

Git repository: https://code.roche.com/studies/clinicalreporting/W041554_HTAGBA_Ovrl_Surv_3382685

Git hash: 884c7b654f8eaf01b56b221a2c1fd8df1f26a541

07 APR 2025 15:47 GMT
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Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Kaplan Meier Plot for Efficacy, Time Between Randomization Until Start of First Subsequent Chemotherapy After Treatment Discontinuation or Death, Full Analysis Set
Protocol: WO41554, CCOD: 15N0OV2024, Data Snapshot: 10JAN2025

Time Between Randomization Until Start of First Subsequent Chemotherapy After Treatment Discontinuation or Death

1.00-

0.75+

0.50+

0.25-

Event-free probability

0.00+

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)

N Median 95% ClI

Pbo+Palbo+Fulv 164 10.5 (8.5, 12.6)
—
+ Censored Pbo+Palbo+Fulv Inavo+Palbo+Fulv Inavo+Palbo+Fuly 161 229  (16.7, 31.5)

Patients at Risk:
Pbo+Palbo+Fulv 164 134 111 89 68 58 45 40 31 22 16 15 13 9 5 3 1 1
lnavo+Palbo+Fulv 161 153 136 122 104 89 77 67 57 47 39 31 23 14 13 9 5 1
O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)

Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant

Program name: programs/tlg/g_ef_km2.R

Output path: /ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_vl/output/g_ef km2_CHEMTTE1_FAS_15NOV2024_41554.pdf
Git repository: https://code.roche.com/studies/clinicalreporting/W041554 HTAGBA_Ovrl_Surv_3382685

Git hash: 65ba890bf61ac3a2517ff79c20b7283a2af5911f

17 MAR 2025 23:32 GMT

Page 1 of 1
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Anhang 4-G1 — Analysen Studie INAVO120; finaler OS-Datenschnitt vom 15. November 2024
1 Wirksamkeit

1.4 Zeit bis zur Chemotherapie oder Tod
1.4.1 Subgruppenanalyse Zeit bis zur Chemotherapie oder Tod
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Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Time to Event Analysis Overall and with Subgroups (Efficacy), Time Between Randomization Until Start of First Subsequent Chemotherapy After Treatment Discontinuation or Death, Full Analysis Set
Protocol: WO41554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Pbo+Palbo+Fulv Inavo+Palbo+Fulv
Subgroups Total n Events % Median Median 95% CI n Events % Median Median 95% CI Hazard HR 95% Wald CI | p-value p-value
n (Months) (Months) Ratio (log- (likelihood
rank) ratio)
Time Between
Randomization Until Start of
First Subsequent
Chemotherapy After
Treatment Discontinuation or
Death
All Patients 325 164 123 75.0 10.51 (8.51, 12.65) 161 94 58.4 22.90 (16.72, 31.54) 0.54 (0.41, 0.70) <0.0001 NE
Age group (years)
<65 266 130 99 76.2 10.51 (7.85, 12.58) 136 78 57.4 22.90 (17.77, 33.02) 0.48 (0.36, 0.65) <0.0001 0.0462
>=65 59 34 24 70.6 11.83 (8.15, 22.31) 25 16 64.0 14.42 (8.54, 30.46) 1.05 (0.55, 1.98) 0.8902 0.0462
Sex
F 319 163 123 75.5 10.51 (8.51, 12.58) 156 91 58.3 21.82 (16.56, 30.46) 0.54 (0.41, 0.71) <0.0001 0.1310
M 6 1 0 0.0 NE NE 5 3 60.0 37.22 (19.19, NA) >999.99 (0.00, >999.99) 0.3113 0.1310
Region
ASIA 120 62 47 75.8 10.61 (6.67, 14.06) 58 34 58.6 19.15 (12.45, 32.72) 0.54 (0.35, 0.84) 0.0054 0.3824
NORTH 127 64 47 734 15.11 (9.95, 21.06) 63 36 57.1 22.90 (11.53, 34.53) 0.63 (0.41, 0.98) 0.0397 0.3824
AMERICA/WESTERN
EUROPE
OTHER 78 38 29 76.3 7.85 (5.62, 11.10) 40 24 60.0 30.46 (18.27, 37.68) 0.40 (0.23, 0.70) 0.0009 0.3824
Visceral disease (per eCRF)
N 65 36 20 55.6 12.02 (9.03, NA) 29 14 48.3 33.02 (14.75, NA) 0.60 (0.30, 1.21) 0.1478 0.6181
Y 260 128 103 80.5 10.02 (7.20, 12.58) 132 80 60.6 20.53 (16.13, 29.54) 0.51 (0.38, 0.68) <0.0001 0.6181
Ethnicity
HISPANIC OR LATINO 20 10 8 80.0 11.17 (2.10, 34.99) 10 2 20.0 37.22 (3.75, NA) 0.22 (0.05, 1.02) 0.0346 0.3123
NOT HISPANIC OR LATINO 294 149 111 745 10.58 (8.51, 12.68) 145 88 60.7 21.82 (16.62, 30.46) 0.54 (0.41, 0.71) <0.0001 0.3123
NOT REPORTED 5 3 3 100.0 7.33 (2.69, NA) 2 1 50.0 10.15 NE 0.57 (0.05, 6.33) 0.6419 0.3123
UNKNOWN 6 2 1 50.0 2.50 (2.50, NA) 4 3 75.0 7.98 (5.09, NA) 1.16 (0.12, 11.39) 0.8957 0.3123
Race
Asian 124 63 47 74.6 10.61 (6.67, 14.06) 61 36 59.0 20.53 (13.21, 31.54) 0.56 (0.36, 0.86) 0.0078 0.3470
Black or African American 2 1 0 0.0 NE NE 1 1 100.0 15.21 NE >999.99 (0.00, >999.99) 0.3173 0.3470
White 191 97 73 75.3 10.51 (8.51, 13.47) 94 55 58.5 25.79 (18.27, 34.00) 0.54 (0.38, 0.77) 0.0005 0.3470
Unknown 8 3 3 100.0 7.33 (2.50, NA) 5 2 40.0 NE (5.09, NA) 0.29 (0.05, 1.75) 0.1493 0.3470
Liver Metastasis at
Enrollment
N 157 73 45 61.6 15.01 (10.61, 26.25) 84 45 53.6 31.54 (22.90, 35.58) 0.64 (0.42, 0.97) 0.0332 0.2140
Y 168 91 78 85.7 7.66 (5.88, 10.18) 77 49 63.6 15.77 (10.18, 19.32) 0.49 (0.34, 0.70) <0.0001 0.2140
Number Metastatic Organs at
Enrollment
1 53 32 21 65.6 15.18 (9.95, 26.25) 21 9 42.9 50.17 (13.21, NA) 0.44 (0.19, 1.02) 0.0491 0.7673
2 104 46 34 73.9 10.38 (7.20, 12.65) 58 30 51.7 25.79 (19.32, 35.58) 0.46 (0.28, 0.76) 0.0019 0.7673
>=3 168 86 68 79.1 9.99 (6.70, 12.58) 82 55 67.1 16.72 (12.19, 26.97) 0.58 (0.41, 0.83) 0.0024 0.7673
ECOG Performance Status at
Baseline
0 206 106 78 73.6 10.28 (8.15, 13.93) 100 54 54.0 26.97 (19.32, 34.53) 0.46 (0.32, 0.65) <0.0001 0.1534
1 118 58 45 77.6 10.64 (6.87, 14.65) 60 40 66.7 16.13 (11.40, 27.07) 0.68 (0.45, 1.05) 0.0812 0.1534
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Pbo+Palbo+Fulv Inavo+Palbo+Fulv
Subgroups Total n Events % Median Median 95% CI n Events % Median Median 95% CI Hazard HR 95% Wald CI p-value p-value
n (Months) (Months) Ratio (log- (likelihood
rank) ratio)
Endocrine Resistance (per
eCRF)
Primary 112 58 48 82.8 7.33 (5.52, 10.15) 54 37 68.5 14.75 (11.89, 25.79) 0.50 (0.32, 0.76) 0.0012 0.5955
Secondary 212 105 75 71.4 12.02 (10.38, 15.70) 107 57 53.3 29.54 (19.98, 34.00) 0.55 (0.39, 0.78) 0.0006 0.5955
Menopausal Status at
Randomization
NOT POST-MENOPAUSAL 104 52 40 76.9 9.99 (6.24, 13.93) 52 30 57.7 24.84 (15.21, 34.53) 0.41 (0.26, 0.67) 0.0002 0.2932
POST-MENOPAUSAL 215 111 83 74.8 10.64 (8.51, 13.47) 104 61 58.7 20.53 (13.54, 32.99) 0.60 (0.43, 0.83) 0.0021 0.2932
Hormone receptor status
ER+/PR- 90 45 36 80.0 11.10 (6.70, 14.06) 45 30 66.7 14.26 (9.33, 34.89) 0.64 (0.39, 1.05) 0.0782 0.2646
ER+/PR+ 226 113 86 76.1 10.15 (8.28, 13.47) 113 62 54.9 25.79 (19.19, 33.02) 0.48 (0.34, 0.66) <0.0001 0.2646
Other 9 6 1 16.7 NE (6.93, NA) 3 2 66.7 32.99 (1.02, NA) 2.99 (0.24, 36.66) 0.3751 0.2646
Prior (neo)-adjuvant
endocrine
Aromatase inhibitor and 37 19 12 63.2 15.18 (6.93, NA) 18 9 50.0 24.84 (6.54, NA) 0.71 (0.30, 1.70) 0.4439 0.3103
tamoxifen
Aromatase inhibitor only 131 71 58 81.7 10.28 (6.67, 11.73) 60 39 65.0 13.21 (9.53, 20.53) 0.69 (0.46, 1.04) 0.0749 0.3103
Tamoxifen only 155 73 52 71.2 11.99 (8.28, 15.11) 82 45 54.9 31.54 (21.13, 37.68) 0.44 (0.29, 0.66) <0.0001 0.3103
Prior (neo)-adjuvant CDK4/6
N 322 163 123 75.5 10.51 (8.51, 12.58) 159 92 57.9 24.84 (17.77, 31.54) 0.52 (0.40, 0.69) <0.0001 0.0387
Y 3 1 0 0.0 NE NE 2 2 100.0 9.48 (3.75, NA) >999.99 (0.00, >999.99) 0.2253 0.0387
Prior (neo)-adjuvant
chemotherapy
N 56 27 19 70.4 12.58 (2.83, 16.92) 29 20 69.0 22.90 (9.53, 31.54) 0.76 (0.40, 1.42) 0.3857 0.2131
Y 269 137 104 75.9 10.51 (8.28, 12.68) 132 74 56.1 24.84 (16.72, 34.00) 0.49 (0.36, 0.66) <0.0001 0.2131

Men are excluded from the subgroups of "Menopausal Status at Randomization”

Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant

Program name: programs/tlg/t_ef_tte_sg.R

Output path: /ocean/harbour/CDT70123/W0O41554/HTAGBA_Ovrl_Surv/prod_gba_v5/output/t_ef_tte_sg CHEMTTE1_FAS_15NOV2024_41554.docx
Git repository: https://code.roche.com/studies/clinicalreporting/W041554_HTAGBA_Ovrl_Surv_3382685

Git hash: 884c7b654f8eaf01b56b221a2c1fd8df1f26a541

07 APR 2025 15:47 GMT
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Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Kaplan Meier Plots for Subgroups with Significant Interaction Test p—value
Protocol: WO41554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Time Between Randomization Until Start of First Subsequent Chemotherapy After Treatment Discontinuation or Death: Age group (years): <65
1.00+
0.75+
2
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]
Ko}
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< 0.50
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i +
. Sttt —
0.251 T -
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B e e e
——+
R R +
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Time (months)
+ Censored - Pbo+Palbo+Fulv — Inavo+Palbo+Fulv
Patients at Risk:
Pbo+Palbo+Fulv 130 104 86 68 53 44 34 29 23 15 12 11 10 7 4 2 1 1 0
Inavo+Palbo+Fulv 136 132 121 109 93 79 67 58 50 43 35 29 23 14 13 9 5 1 0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 ) 45 48 51 54
Time (months)
Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant
Program name: programs/tlg/g_km_signsg.R
Output path: /ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_v14/output/g_km_signsg_ CHEMTTE1_FAS_15NOV2024_41554.pdf
Git repository: https://code.roche.com/studies/clinicalreporting/W041554 HTAGBA_Ovrl_Surv_3382685
Git hash: 0efa981b2a84f5e06c881464de43872934271dc3
18 JUN 2025 17:01 GMT
Inavolisib (Itovebi® 31 von 1864



Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Kaplan Meier Plots for Subgroups with Significant Interaction Test p—value
Protocol: WO41554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Time Between Randomization Until Start of First Subsequent Chemotherapy After Treatment Discontinuation or Death: Age group (years): >=65
1.00+ -- -H—I
0.75+
2
E
]
Ko}
o
< 0.50
g
T
<
[}
>
m
0.25+
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)
+ Censored - Pbo+Palbo+Fulv — Inavo+Palbo+Fulv
Patients at Risk:
Pbo+Palbo+Fulv 34 30 25 21 15 14 11 11 8 7 4 4 3 2 1 1 0
Inavo+Palbo+Fulv 25 21 15 13 11 10 10 9 7 4 4 2 0 0 0 0 0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 ) 45 48
Time (months)
Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant
Program name: programs/tlg/g_km_signsg.R
Output path: /ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_v14/output/g_km_signsg_ CHEMTTE1_FAS_15N0OV2024_41554.pdf
Git repository: https://code.roche.com/studies/clinicalreporting/W041554 HTAGBA_Ovrl_Surv_3382685
Git hash: 0efa981b2a84f5e06c881464de43872934271dc3
18 JUN 2025 17:01 GMT
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Anhang 4-G1 — Analysen Studie INAVO120; finaler OS-Datenschnitt vom 15. November 2024
1 Wirksamkeit

1.4 Zeit bis zur Chemotherapie oder Tod

1.4.2 Einzelkomponenten Zeit bis zur Chemotherapie
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Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Time to Event Analysis (Efficacy), Time Between Randomization Until Start of First Subsequent Chemotherapy
After Treatment Discontinuation, Full Analysis Set
Protocol: WO41554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Inavo+Palbo+Fulv Pbo+Palbo+Fulv
(N=161) (N=164)
Patients with event (%) 64 (39.8%) 94 (57.3%)
Earliest contributing event
Subsequent Chemotherapy After Treatment 64 94
Discontinuation
Patients without event (%) 97 (60.2%) 70 (42.7%)
Time to Event (Months)
Median 35.58 12.65
95% ClI (25.36, NE) (10.38, 16.13)
Range 0.03 - 52.34 {1} 0.03 - 53.88 {2}
Unstratified Analysis
p-value (log-rank) <0.0001
Hazard Ratio 0.49
95% ClI (0.35, 0.67)
Stratified Analysis
p-value (log-rank) <0.0001
Hazard Ratio 0.43
95% ClI (0.30, 0.60)

{1} - Censored observations: range minimum & maximum
{2} - Censored observation: range maximum

Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant

Program name: programs/tig/t_ef_tte2.R

Output path:

/ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_v5/output/t_ef_tte2 CHEMOTTE_FAS_15N0OV2024_415
54.docx

Git repository: https://code.roche.com/studies/clinicalreporting/W041554_HTAGBA_Ovrl_Surv_3382685

Git hash: 884c7b654f8eaf01b56b221a2c1fd8df1f26a541

07 APR 2025 15:47 GMT
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Kaplan Meier Plot for Efficacy, Time Between Randomization Until Start of First Subsequent Chemotherapy After Treatment Discontinuation, Full Analysis Set

Protocol: WO41554, CCOD: 15N0OV2024, Data Snapshot: 10JAN2025

Time Between Randomization Until Start of First Subsequent Chemotherapy After Treatment Discontinuation

Time (months)
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0 3 6 9 12 15 18 24 27 30 33 39 42 45 48 51
Time (months)
N Median 95% ClI
+ Censored - Pbo+Palbo+Fulv — Inavo+Palbo+Fulv lnzsg:gz:gz:iz:z 12‘1‘ ;ég ((1205'11,\?;))
Patients at Risk:
Pbo+Palbo+Fulv 164 134 111 89 68 58 45 40 31 22 16 15 13 9 5 3 1 1
Inavo+Palbo+Fulv 161 153 136 122 104 89 77 67 57 47 39 31 23 14 13 9 5 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant
Program name: programs/tlg/g_ef_km2.R

Output path: /ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_vl/output/g_ef km2_CHEMOTTE_FAS_15NOV2024_41554.pdf

Git repository: https://code.roche.com/studies/clinicalreporting/W041554 HTAGBA_Ovrl_Surv_3382685

Git hash: 65ba890bf61ac3a2517ff79c20b7283a2af5911f
17 MAR 2025 23:33 GMT
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Anhang 4-G1 — Analysen Studie INAVO120; finaler OS-Datenschnitt vom 15. November 2024
1 Wirksamkeit

1.4 Zeit bis zur Chemotherapie oder Tod
1.4.3 Einzelkomponente Zeit bis zum Tod
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Time to Event Analysis (Efficacy), Time Between Randomization to Death assuming Start of First Subsequent

Chemotherapy as competing risk, Full Analysis Set
Protocol: WO41554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

| Inavo+Palbo+Fulv (N=161) ‘ Pbo+Palbo+Fulv (N=164)
Patients with event (%) 30 (18.6%) 29 (17.7%)
Earliest contributing event
Death 30 29
Patients without event (%) 131 (81.4%) 135 (82.3%)
Time to Event (Months)
Median NE 43.86
95% ClI (37.68, NE) (29.31, NE)
Range 0.03-52.34 {1} 0.03 - 53.88 {1}
Unstratified Analysis
p-value (log-rank) 0.1754
Hazard Ratio 0.70
95% ClI (0.42,1.17)
Stratified Analysis
p-value (log-rank) 0.0368
Hazard Ratio 0.56
95% ClI (0.32,0.97)

{1} - Censored observations: range minimum & maximum

Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant
Program name: programs/tig/t_ef_tte2.R
Output path:

/ocean/harbour/CDT70123/W041554/HTAGBA_Ovrl_Surv/prod_gba_v5/output/t_ef _tte2 CHEMTTE2_FAS_15NOV2024_4155

4.docx

Git repository: https://code.roche.com/studies/clinicalreporting/W041554_HTAGBA_Ovrl_Surv_3382685
Git hash: 884c7b654f8eaf01b56b221a2c1fd8df1f26a541

07 APR 2025 15:47 GMT
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Kaplan Meier Plot for Efficacy, Time Between Randomization to Death assuming Start of First Subsequent Chemotherapy as competing risk, Full Analysis Set
Protocol: WO41554, CCOD: 15N0OV2024, Data Snapshot: 10JAN2025

Time Between Randomization to Death assuming Start of First Subsequent Chemotherapy as competing risk
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Time (months)
N Median 95% CI
- - Pbo+Palbo+Fulv 164 43.9  (29.3, NE)
+ Censored Pbo+Palbo+Fulv Inavo+Palbo+Fulv Inavg+P:Ibg+Fulv 7o) BT TR
Patients at Risk:
Pbo+Palbo+Fulv 164 134 111 89 68 58 45 40 31 22 16 15 13 9 5 3 1 1
Inavo+Palbo+Fulv 161 153 136 122 104 89 77 67 57 47 39 31 23 14 13 9 5 1
o 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)
Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant
Program name: programs/tlg/g_ef_km2.R
Output path: /ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_vl/output/g_ef km2_CHEMTTE2_FAS_15NOV2024_41554.pdf
Git repository: https://code.roche.com/studies/clinicalreporting/W041554 HTAGBA_Ovrl_Surv_3382685
Git hash: 65ba890bf61ac3a2517ff79c20b7283a2af5911f
17 MAR 2025 23:33 GMT
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Anhang 4-G1 — Analysen Studie INAVO120; finaler OS-Datenschnitt vom 15. November 2024
1 Wirksamkeit

1.4 Zeit bis zur Chemotherapie oder Tod
1.4.4 Listung der im Endpunkt erfassten Chemotherapien
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

WHODRUG_PREF_NAME TREATMENT

CAPECITABINE CHEMOTHERAPY
CARBOPLATIN CHEMOTHERAPY
CISPLATIN CHEMOTHERAPY
CYCLOPHOSPHAMIDE CHEMOTHERAPY
CYCLOPHOSPHAMIDE;PANAX GINSENG TOTAL GINSENOSIDE EXTRACT CHEMOTHERAPY
CYTARABINE CHEMOTHERAPY
DEPOXYTHILONE CHEMOTHERAPY
DOCETAXEL CHEMOTHERAPY
DOXORUBICIN CHEMOTHERAPY
EPIRUBICIN CHEMOTHERAPY
ERIBULIN CHEMOTHERAPY
ERIBULIN MESILATE CHEMOTHERAPY
ETOPOSIDE CHEMOTHERAPY
FLUOROURACIL CHEMOTHERAPY
GEMCITABINE CHEMOTHERAPY
GEMCITABINE HYDROCHLORIDE CHEMOTHERAPY
IXABEPILONE CHEMOTHERAPY
LIPOSOMAL DOXORUBICIN HYDROCHLORIDE CHEMOTHERAPY
OXALIPLATIN CHEMOTHERAPY
PACLITAXEL CHEMOTHERAPY
PACLITAXEL LIPOSOME CHEMOTHERAPY
PACLITAXEL NANOPARTICLE ALBUMIN-BOUND CHEMOTHERAPY
PEGYLATED LIPOSOMAL DOXORUBICIN HYDROCHLORIDE CHEMOTHERAPY
PIRARUBICIN CHEMOTHERAPY
TOPOTECAN CHEMOTHERAPY
VINORELBINE CHEMOTHERAPY
VINORELBINE TARTRATE CHEMOTHERAPY
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Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Anhang 4-G1 — Analysen Studie INAVO120; finaler OS-Datenschnitt vom 15. November 2024
1 Wirksamkeit

1.5 Zeit bis zum ersten Auftreten eines skelettalen Ereignisses (SRE)
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Time to Event Analysis (Efficacy), Time to Onset of First Skeletal-Related Event, Full Analysis Set
Protocol: WO41554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

| Inavo+Palbo+Fulv (N=161) ‘ Pbo+Palbo+Fulv (N=164)
Patients with event (%) 9 (5.6%) 9 (5.5%)
Earliest contributing event
Skeletal-Related Event 9 9
Patients without event (%) 152 (94.4%) 155 (94.5%)
Time to Event (Months)
Median NE NE
95% ClI NE NE
Range 0.53-52.34 {1} 0.72 - 53.88 {1}
Unstratified Analysis
p-value (log-rank) 0.9331
Hazard Ratio 0.96
95% ClI (0.38, 2.42)
Stratified Analysis
p-value (log-rank) 0.9555
Hazard Ratio 1.03
95% ClI (0.41, 2.60)

{1} - Censored observation: range maximum

Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant
Program name: programs/tig/t_ef_tte2.R
Output path:

/ocean/harbour/CDT70123/WO041554/HTAGBA_Ovrl_Surv/prod_gba_v5/output/t_ef_tte2_ SRETTE_FAS_15N0OV2024_41554.d

ocx

Git repository: https://code.roche.com/studies/clinicalreporting/W041554_HTAGBA_Ovrl_Surv_3382685
Git hash: 884c7b654f8eaf01b56b221a2c1fd8df1f26a541

07 APR 2025 15:47 GMT
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Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Kaplan Meier Plot for Efficacy, Time to Onset of First Skeletal-Related Event, Full Analysis Set
Protocol: WO41554, CCOD: 15N0OV2024, Data Snapshot: 10JAN2025

Time to Onset of First Skeletal-Related Event (Months)
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0.75+

0.50+

0.25-
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0.00+

O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)

N Median 95% CI
Pbo+Palbo+Fulv 164  NE (NE, NE)
Inavo+Palbo+Fulv 161 NE (NE, NE)

+ Censored - Pbo+Palbo+Fulv — Inavo+Palbo+Fulv

Patients at Risk:
Pbo+Palbo+Fulv 164 157 146 130 116 102 86 73 63 48 41 34 31 24 12 5 3 1
lnavo+Palbo+Fulv 161 150 144 138 129 114 96 86 73 64 53 44 33 22 18 13 7 3
O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)

Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant

Program name: programs/tlg/g_ef_km2.R

Output path: /ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_vl/output/g_ef km2_SRETTE_FAS_15NOV2024_41554.pdf
Git repository: https://code.roche.com/studies/clinicalreporting/W041554 HTAGBA_Ovrl_Surv_3382685

Git hash: 65ba890bf61ac3a2517ff79c20b7283a2af5911f

17 MAR 2025 23:33 GMT

Page 1 of 1
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Anhang 4-G1 — Analysen Studie INAVO120; finaler OS-Datenschnitt vom 15. November 2024
1 Wirksamkeit

1.5 Zeit bis zum ersten Auftreten eines skelettalen Ereignisses (SRE)

1.5.1 Subgruppenanalyse Zeit bis zum ersten Auftreten eines skelettalen Ereignisses (SRE)
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Time to Event Analysis Overall and with Subgroups (Efficacy), Time to Onset of First Skeletal-Related Event, Full Analysis Set
Protocol: WO41554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Pbo+Palbo+Fulv Inavo+Palbo+Fulv
Subgroups Total n Events % Median Median 95% CI n Events % Median Median 95% CI Hazard HR 95% Wald CI | p-value p-value
n (Months) (Months) Ratio (log- (likelihood
rank) ratio)
Time to Onset of First
Skeletal-Related Event
(Months)
All Patients 325 164 9 5.5 NE NE 161 9 5.6 NE NE 0.96 (0.38, 2.42) 0.9331 NE
Age group (years)
<65 266 130 6 4.6 NE NE 136 9 6.6 NE NE 1.32 (0.47,3.72) 0.5969 0.0726
>=65 59 34 3 8.8 NE NE 25 0 0.0 NE NE <0.01 (0.00, >999.99) 0.1796 0.0726
Sex
F 319 163 9 55 NE NE 156 9 5.8 NE NE 0.99 (0.39, 2.50) 0.9863 1.0000
M 6 1 0 0.0 NE NE 5 0 0.0 NE NE NE NE 1.0000 1.0000
Region
ASIA 120 62 2 3.2 NE NE 58 1 1.7 NE NE 0.52 (0.05, 5.70) 0.5827 0.4716
NORTH 127 64 5 7.8 NE NE 63 7 11.1 NE NE 1.49 (0.47, 4.68) 0.4962 0.4716
AMERICA/WESTERN
EUROPE
OTHER 78 38 2 5.3 NE NE 40 1 25 NE NE 0.32 (0.03, 3.56) 0.3258 0.4716
Visceral disease (per eCRF)
N 65 36 3 8.3 NE NE 29 2 6.9 NE NE 0.68 (0.11, 4.09) 0.6687 0.7982
Y 260 128 6 4.7 NE NE 132 7 5.3 NE NE 1.10 (0.37, 3.26) 0.8697 0.7982
Ethnicity
HISPANIC OR LATINO 20 10 1 10.0 NE (14.59, NA) 10 2 20.0 25.49 (3.98, NA) 2.69 (0.24, 30.40) 0.4062 0.8980
NOT HISPANIC OR 294 149 8 5.4 NE NE 145 7 4.8 NE NE 0.85 (0.31, 2.33) 0.7451 0.8980
LATINO
NOT REPORTED 5 3 0 0.0 NE NE 2 0 0.0 NE NE NE NE 1.0000 0.8980
UNKNOWN 6 2 0 0.0 NE NE 4 0 0.0 NE NE NE NE 1.0000 0.8980
Race
Asian 124 63 2 3.2 NE NE 61 1 1.6 NE NE 0.50 (0.05, 5.54) 0.5666 0.9476
Black or African American 2 1 0 0.0 NE NE 1 0 0.0 NE NE NE NE 1.0000 0.9476
White 191 97 7 7.2 NE NE 94 8 8.5 NE NE 1.10 (0.40, 3.04) 0.8515 0.9476
Unknown 8 3 0 0.0 NE NE 5 0 0.0 NE NE NE NE 1.0000 0.9476
Liver Metastasis at
Enroliment
N 157 73 5 6.8 NE NE 84 3 3.6 NE NE 0.49 (0.12, 2.07) 0.3231 0.2280
Y 168 91 4 4.4 NE NE 77 6 7.8 NE NE 1.72 (0.48, 6.09) 0.3974 0.2280
Number Metastatic Organs
at Enroliment
1 53 32 2 6.2 NE NE 21 0 0.0 NE NE <0.01 (0.00, >999.99) 0.2442 0.2774
2 104 46 4 8.7 NE NE 58 4 6.9 NE NE 0.72 (0.18, 2.89) 0.6416 0.2774
>=3 168 86 3 35 NE NE 82 5 6.1 NE NE 1.62 (0.39, 6.79) 0.5060 0.2774
ECOG Performance Status
at Baseline
0 206 106 4 3.8 NE NE 100 6 6.0 NE NE 1.53 (0.43,5.42) 0.5095 0.3037
1 118 58 5 8.6 NE NE 60 3 5.0 NE NE 0.55 (0.13, 2.32) 0.4126 0.3037
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Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Pbo+Palbo+Fulv Inavo+Palbo+Fulv
Subgroups Total n Events % Median Median 95% CI n Events % Median Median 95% CI Hazard HR 95% Wald CI p-value p-value
n (Months) (Months) Ratio (log- (likelihood
rank) ratio)
Endocrine Resistance (per
eCRF)
Primary 112 58 0 0.0 NE NE 54 3 5.6 NE NE >999.99 (0.00, >999.99) 0.0715 0.0368
Secondary 212 105 8 7.6 NE NE 107 6 5.6 NE NE 0.72 (0.25, 2.07) 0.5386 0.0368
Menopausal Status at
Randomization
NOT POST-MENOPAUSAL 104 52 1 1.9 NE NE 52 3 5.8 NE NE 3.10 (0.32, 29.77) 0.3023 0.2594
POST-MENOPAUSAL 215 111 8 7.2 NE NE 104 6 5.8 NE NE 0.75 (0.26, 2.15) 0.5869 0.2594
Hormone receptor status
ER+/PR- 90 45 5 111 NE NE 45 2 4.4 NE NE 0.40 (0.08, 2.08) 0.2608 0.1668
ER+/PR+ 226 113 3 2.7 NE NE 113 7 6.2 NE NE 2.17 (0.56, 8.40) 0.2510 0.1668
Other 9 6 1 16.7 NE (20.93, NA) 3 0 0.0 NE NE <0.01 (0.00, >999.99) 0.4142 0.1668
Prior (neo)-adjuvant
endocrine
Aromatase inhibitor and 37 19 2 10.5 NE (14.59, NA) 18 2 111 NE (25.49, NA) 0.91 (0.13, 6.50) 0.9237 0.9726
tamoxifen
Aromatase inhibitor only 131 71 4 5.6 NE NE 60 3 5.0 NE NE 0.86 (0.19, 3.86) 0.8477 0.9726
Tamoxifen only 155 73 3 4.1 NE NE 82 4 4.9 NE NE 1.10 (0.25, 4.93) 0.8989 0.9726
Prior (neo)-adjuvant CDK4/6
N 322 163 9 55 NE NE 159 9 5.7 NE NE 0.96 (0.38, 2.43) 0.9392 1.0000
Y 3 1 0 0.0 NE NE 2 0 0.0 NE NE NE NE 1.0000 1.0000
Prior (neo)-adjuvant
chemotherapy
N 56 27 0 0.0 NE NE 29 1 3.4 NE NE >999.99 (0.00, >999.99) 0.3560 0.2567
Y 269 137 9 6.6 NE NE 132 8 6.1 NE NE 0.88 (0.34, 2.27) 0.7840 0.2567

Men are excluded from the subgroups of "Menopausal Status at Randomization”

Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant

Program name: programs/tlg/t_ef_tte_sg.R

Output path: /ocean/harbour/CDT70123/W041554/HTAGBA_Ovrl_Surv/prod_gba_v5/output/t_ef_tte_sg_SRETTE_FAS_15NOV2024_41554.docx
Git repository: https://code.roche.com/studies/clinicalreporting/W041554_HTAGBA_Ovrl_Surv_3382685

Git hash: 884c7b654f8eaf01b56b221a2c1fd8df1f26a541

07 APR 2025 15:47 GMT
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Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Kaplan Meier Plots for Subgroups with Significant Interaction Test p—value
Protocol: WO41554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Time to Onset of First Skeletal-Related Event (Months): Endocrine Resistance (per eCRF): Primary
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+ Censored - Pbo+Palbo+Fulv — Inavo+Palbo+Fulv
Patients at Risk:
Pbo+Palbo+Fulv 58 55 49 42 37 32 24 21 19 15 12 9 9 2 1 0
Inavo+Palbo+Fulv 54 49 49 48 46 40 33 28 22 18 15 12 10 2 1 0
0 3 6 9 12 15 18 21 24 27 30 33 36 48 51 54
Time (months)
Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant
Program name: programs/tlg/g_km_signsg.R
Output path: /ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_v14/output/g_km_signsg_SRETTE_FAS_15NOV2024_41554.pdf
Git repository: https://code.roche.com/studies/clinicalreporting/W041554 HTAGBA_Ovrl_Surv_3382685
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Kaplan Meier Plots for Subgroups with Significant Interaction Test p—value
Protocol: WO41554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Time to Onset of First Skeletal-Related Event (Months): Endocrine Resistance (per eCRF): Secondary
1.00+
H
0.75+
2
E
@
Ko}
o
< 0.50
g
T
<
[}
>
m
0.25+
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Time (months)
+ Censored Pbo+Palbo+Fulv — Inavo+Palbo+Fulv
Patients at Risk:
Pbo+Palbo+Fulv 105 101 96 87 78 70 62 52 44 33 29 25 22 16 7 2 1 0 0
Inavo+Palbo+Fulv 107 101 95 90 83 74 63 58 51 46 38 32 23 14 13 9 5 2 0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 ) 45 48 51 54
Time (months)
Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant
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Output path: /ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_v14/output/g_km_signsg_SRETTE_FAS_15NOV2024_41554.pdf
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Anhang 4-G1 — Analysen Studie INAVO120; finaler OS-Datenschnitt vom 15. November 2024
2 Patientenberichtete Endpunkte (PRO)

2.1 PRO Items des EORTC QLQ-C30

2.1.1 Riicklaufquoten der PRO Items des EORTC QLQ-C30
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Questionnaire Completion by Visit by Scale, EORTC QLQ-C30, Full Analysis Set
Protocol: WO41554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)
EORTC QLQ-C30: Appetite loss

BASELINE

Number of subjects expected to 160 (99.4%) 164 (100%) 324 (99.7%)

complete

Number of subjects completed 149 (93.1%) 156 (95.1%) 305 (94.1%)
Cycle 2 Day 1

Number of subjects expected to 155 (96.3%) 161 (98.2%) 316 (97.2%)

complete

Number of subjects completed 143 (92.3%) 153 (95.0%) 296 (93.7%)
Cycle 3 Day 1

Number of subjects expected to 149 (92.5%) 145 (88.4%) 294 (90.5%)

complete

Number of subjects completed 137 (91.9%) 133 (91.7%) 270 (91.8%)
Cycle 5 Day 1

Number of subjects expected to 139 (86.3%) 118 (72.0%) 257 (79.1%)

complete

Number of subjects completed 127 (91.4%) 102 (86.4%) 229 (89.1%)
Cycle 7 Day 1

Number of subjects expected to 129 (80.1%) 101 (61.6%) 230 (70.8%)

complete

Number of subjects completed 112 (86.8%) 89 (88.1%) 201 (87.4%)
Cycle 9 Day 1

Number of subjects expected to 117 (72.7%) 84 (51.2%) 201 (61.8%)

complete

Number of subjects completed 104 (88.9%) 74 (88.1%) 178 (88.6%)
Cycle 11 Day 1

Number of subjects expected to 100 (62.1%) 66 (40.2%) 166 (51.1%)

complete

Number of subjects completed 91 (91.0%) 58 (87.9%) 149 (89.8%)
Cycle 13 Day 1

Number of subjects expected to 89 (55.3%) 53 (32.3%) 142 (43.7%)

complete

Number of subjects completed 79 (88.8%) 45 (84.9%) 124 (87.3%)
Cycle 15 Day 1

Number of subjects expected to 81 (50.3%) 46 (28.0%) 127 (39.1%)

complete

Number of subjects completed 73 (90.1%) 41 (89.1%) 114 (89.8%)
Cycle 17 Day 1

Number of subjects expected to 74 (46.0%) 39 (23.8%) 113 (34.8%)

complete

Number of subjects completed 70 (94.6%) 30 (76.9%) 100 (88.5%)
Cycle 19 Day 1

Number of subjects expected to 64 (39.8%) 31 (18.9%) 95 (29.2%)

complete

Number of subjects completed 53 (82.8%) 24 (77.4%) 77 (81.1%)
Cycle 21 Day 1

Number of subjects expected to 59 (36.6%) 29 (17.7%) 88 (27.1%)

complete

Number of subjects completed 51 (86.4%) 23 (79.3%) 74 (84.1%)
Cycle 23 Day 1

Number of subjects expected to 58 (36.0%) 26 (15.9%) 84 (25.8%)

complete

Number of subjects completed 52 (89.7%) 20 (76.9%) 72 (85.7%)
Cycle 25 Day 1

Number of subjects expected to 48 (29.8%) 24 (14.6%) 72 (22.2%)

complete

Number of subjects completed 43 (89.6%) 19 (79.2%) 62 (86.1%)
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Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Cycle 27 Day 1

Number of subjects expected to 44 (27.3%) 22 (13.4%) 66 (20.3%)

complete

Number of subjects completed 39 (88.6%) 17 (77.3%) 56 (84.8%)
Cycle 29 Day 1

Number of subjects expected to 40 (24.8%) 18 (11.0%) 58 (17.8%)

complete

Number of subjects completed 32 (80.0%) 17 (94.4%) 49 (84.5%)
Cycle 31 Day 1

Number of subjects expected to 34 (21.1%) 14 (8.5%) 48 (14.8%)

complete

Number of subjects completed 29 (85.3%) 11 (78.6%) 40 (83.3%)
Cycle 33 Day 1

Number of subjects expected to 27 (16.8%) 10 (6.1%) 37 (11.4%)

complete

Number of subjects completed 21 (77.8%) 9 (90.0%) 30 (81.1%)
Cycle 35 Day 1

Number of subjects expected to 24 (14.9%) 10 (6.1%) 34 (10.5%)

complete

Number of subjects completed 18 (75.0%) 9 (90.0%) 27 (79.4%)
Cycle 37 Day 1

Number of subjects expected to 22 (13.7%) 9 (5.5%) 31 (9.5%)

complete

Number of subjects completed 17 (77.3%) 7 (77.8%) 24 (77.4%)
Cycle 39 Day 1

Number of subjects expected to 18 (11.2%) 8 (4.9%) 26 (8.0%)

complete

Number of subjects completed 14 (77.8%) 5 (62.5%) 19 (73.1%)
Cycle 41 Day 1

Number of subjects expected to 16 (9.9%) 7 (4.3%) 23 (7.1%)

complete

Number of subjects completed 13 (81.2%) 4 (57.1%) 17 (73.9%)
Cycle 43 Day 1

Number of subjects expected to 14 (8.7%) 6 (3.7%) 20 (6.2%)

complete

Number of subjects completed 13 (92.9%) 4 (66.7%) 17 (85.0%)
Cycle 45 Day 1

Number of subjects expected to 11 (6.8%) 4 (2.4%) 15 (4.6%)

complete

Number of subjects completed 7 (63.6%) 3 (75.0%) 10 (66.7%)
Cycle 47 Day 1

Number of subjects expected to 8 (5.0%) 2 (1.2%) 10 (3.1%)

complete

Number of subjects completed 6 (75.0%) 2 (100.0%) 8 (80.0%)
Cycle 49 Day 1

Number of subjects expected to 8 (5.0%) 1 (0.6%) 9 (2.8%)

complete

Number of subjects completed 3 (37.5%) 1 (100.0%) 4 (44.4%)
Cycle 51 Day 1

Number of subjects expected to 4 (2.5%) 1 (0.6%) 5 (1.5%)

complete

Number of subjects completed 2 (50.0%) 1 (100.0%) 3 (60.0%)
Cycle 53 Day 1

Number of subjects expected to 2 (1.2%) 1 (0.6%) 3 (0.9%)

complete

Number of subjects completed 1 (50.0%) 1 (100.0%) 2 (66.7%)
Cycle 55 Day 1

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 1 (100.0%) 1 (100.0%) 2 (100.0%)
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Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Cycle 57 Day 1

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 1 (100.0%) 1 (100.0%) 2 (100.0%)
Cycle 59 Day 1

Number of subjects expected to 0 1 (0.6%) 1 (0.3%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Treatment Discontinuation

Number of subjects expected to 98 (60.9%) 132 (80.5%) 230 (70.8%)

complete

Number of subjects completed 79 (80.6%) 103 (78.0%) 182 (79.1%)
30 Day Safety Follow-up

Number of subjects expected to 38 (23.6%) 45 (27.4%) 83 (25.5%)

complete

Number of subjects completed 32 (84.2%) 40 (88.9%) 72 (86.7%)
Post-Treatment Follow Up Week 16

Number of subjects expected to 10 (6.2%) 6 (3.7%) 16 (4.9%)

complete

Number of subjects completed 9 (90.0%) 5 (83.3%) 14 (87.5%)
Post-Treatment Follow Up Week 24

Number of subjects expected to 4 (2.5%) 1 (0.6%) 5 (1.5%)

complete

Number of subjects completed 2 (50.0%) 0 (0.0%) 2 (40.0%)
Post-Treatment Follow Up Week 32

Number of subjects expected to 3 (1.9%) 1 (0.6%) 4 (1.2%)

complete

Number of subjects completed 1 (33.3%) 0 (0.0%) 1 (25.0%)
Post-Treatment Follow Up Week 40

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Post-Treatment Follow Up Week 48

Number of subjects expected to 2 (1.2%) 1 (0.6%) 3 (0.9%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Post-Treatment Follow Up Week 56

Number of subjects expected to 2 (1.2%) 0 2 (0.6%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 72

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 80

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 88

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 96

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Survival Follow-up Month 3

Number of subjects expected to 83 (51.6%) 115 (70.1%) 198 (60.9%)

complete

Number of subjects completed 19 (22.9%) 19 (16.5%) 38 (19.2%)
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Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)
Survival Follow-up Month 6
Number of subjects expected to 71 (44.1%) 91 (55.5%) 162 (49.8%)
complete
Number of subjects completed 7 (9.9%) 5 (5.5%) 12 (7.4%)
Survival Follow-up Month 9
Number of subjects expected to 51 (31.7%) 73 (44.5%) 124 (38.2%)
complete
Number of subjects completed 5 (9.8%) 2 (2.7%) 7 (5.6%)
Survival Follow-up Month 12
Number of subjects expected to 41 (25.5%) 61 (37.2%) 102 (31.4%)
complete
Number of subjects completed 3 (7.3%) 1(1.6%) 4 (3.9%)
Survival Follow-up Month 15
Number of subjects expected to 36 (22.4%) 49 (29.9%) 85 (26.2%)
complete
Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 18
Number of subjects expected to 29 (18.0%) 43 (26.2%) 72 (22.2%)
complete
Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 21
Number of subjects expected to 21 (13.0%) 33 (20.1%) 54 (16.6%)
complete
Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 24
Number of subjects expected to 14 (8.7%) 24 (14.6%) 38 (11.7%)
complete
Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 27
Number of subjects expected to 8 (5.0%) 20 (12.2%) 28 (8.6%)
complete
Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 30
Number of subjects expected to 3 (1.9%) 15 (9.1%) 18 (5.5%)
complete
Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 33
Number of subjects expected to 2 (1.2%) 9 (5.5%) 11 (3.4%)
complete
Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 36
Number of subjects expected to 0 6 (3.7%) 6 (1.8%)
complete
Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 39
Number of subjects expected to 0 3 (1.8%) 3 (0.9%)
complete
Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 42
Number of subjects expected to 0 3(1.8%) 3 (0.9%)
complete
Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 45
Number of subjects expected to 0 1 (0.6%) 1 (0.3%)
complete
Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
EORTC QLQ-C30: Cognitive
functioning
BASELINE
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Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Number of subjects expected to 160 (99.4%) 164 (100%) 324 (99.7%)

complete

Number of subjects completed 149 (93.1%) 156 (95.1%) 305 (94.1%)
Cycle 2 Day 1

Number of subjects expected to 155 (96.3%) 161 (98.2%) 316 (97.2%)

complete

Number of subjects completed 143 (92.3%) 153 (95.0%) 296 (93.7%)
Cycle 3 Day 1

Number of subjects expected to 149 (92.5%) 145 (88.4%) 294 (90.5%)

complete

Number of subjects completed 137 (91.9%) 133 (91.7%) 270 (91.8%)
Cycle 5 Day 1

Number of subjects expected to 139 (86.3%) 118 (72.0%) 257 (79.1%)

complete

Number of subjects completed 127 (91.4%) 102 (86.4%) 229 (89.1%)
Cycle 7 Day 1

Number of subjects expected to 129 (80.1%) 101 (61.6%) 230 (70.8%)

complete

Number of subjects completed 112 (86.8%) 89 (88.1%) 201 (87.4%)
Cycle 9 Day 1

Number of subjects expected to 117 (72.7%) 84 (51.2%) 201 (61.8%)

complete

Number of subjects completed 104 (88.9%) 74 (88.1%) 178 (88.6%)
Cycle 11 Day 1

Number of subjects expected to 100 (62.1%) 66 (40.2%) 166 (51.1%)

complete

Number of subjects completed 91 (91.0%) 58 (87.9%) 149 (89.8%)
Cycle 13 Day 1

Number of subjects expected to 89 (55.3%) 53 (32.3%) 142 (43.7%)

complete

Number of subjects completed 79 (88.8%) 45 (84.9%) 124 (87.3%)
Cycle 15 Day 1

Number of subjects expected to 81 (50.3%) 46 (28.0%) 127 (39.1%)

complete

Number of subjects completed 73 (90.1%) 41 (89.1%) 114 (89.8%)
Cycle 17 Day 1

Number of subjects expected to 74 (46.0%) 39 (23.8%) 113 (34.8%)

complete

Number of subjects completed 70 (94.6%) 30 (76.9%) 100 (88.5%)
Cycle 19 Day 1

Number of subjects expected to 64 (39.8%) 31 (18.9%) 95 (29.2%)

complete

Number of subjects completed 53 (82.8%) 24 (77.4%) 77 (81.1%)
Cycle 21 Day 1

Number of subjects expected to 59 (36.6%) 29 (17.7%) 88 (27.1%)

complete

Number of subjects completed 51 (86.4%) 23 (79.3%) 74 (84.1%)
Cycle 23 Day 1

Number of subjects expected to 58 (36.0%) 26 (15.9%) 84 (25.8%)

complete

Number of subjects completed 52 (89.7%) 20 (76.9%) 72 (85.7%)
Cycle 25 Day 1

Number of subjects expected to 48 (29.8%) 24 (14.6%) 72 (22.2%)

complete

Number of subjects completed 43 (89.6%) 19 (79.2%) 62 (86.1%)
Cycle 27 Day 1

Number of subjects expected to 44 (27.3%) 22 (13.4%) 66 (20.3%)

complete

Number of subjects completed 39 (88.6%) 17 (77.3%) 56 (84.8%)
Cycle 29 Day 1
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Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Number of subjects expected to 40 (24.8%) 18 (11.0%) 58 (17.8%)

complete

Number of subjects completed 32 (80.0%) 17 (94.4%) 49 (84.5%)
Cycle 31 Day 1

Number of subjects expected to 34 (21.1%) 14 (8.5%) 48 (14.8%)

complete

Number of subjects completed 29 (85.3%) 11 (78.6%) 40 (83.3%)
Cycle 33 Day 1

Number of subjects expected to 27 (16.8%) 10 (6.1%) 37 (11.4%)

complete

Number of subjects completed 21 (77.8%) 9 (90.0%) 30 (81.1%)
Cycle 35 Day 1

Number of subjects expected to 24 (14.9%) 10 (6.1%) 34 (10.5%)

complete

Number of subjects completed 18 (75.0%) 9 (90.0%) 27 (79.4%)
Cycle 37 Day 1

Number of subjects expected to 22 (13.7%) 9 (5.5%) 31 (9.5%)

complete

Number of subjects completed 17 (77.3%) 7 (77.8%) 24 (77.4%)
Cycle 39 Day 1

Number of subjects expected to 18 (11.2%) 8 (4.9%) 26 (8.0%)

complete

Number of subjects completed 14 (77.8%) 5 (62.5%) 19 (73.1%)
Cycle 41 Day 1

Number of subjects expected to 16 (9.9%) 7 (4.3%) 23 (7.1%)

complete

Number of subjects completed 13 (81.2%) 4 (57.1%) 17 (73.9%)
Cycle 43 Day 1

Number of subjects expected to 14 (8.7%) 6 (3.7%) 20 (6.2%)

complete

Number of subjects completed 13 (92.9%) 4 (66.7%) 17 (85.0%)
Cycle 45 Day 1

Number of subjects expected to 11 (6.8%) 4 (2.4%) 15 (4.6%)

complete

Number of subjects completed 7 (63.6%) 3 (75.0%) 10 (66.7%)
Cycle 47 Day 1

Number of subjects expected to 8 (5.0%) 2 (1.2%) 10 (3.1%)

complete

Number of subjects completed 6 (75.0%) 2 (100.0%) 8 (80.0%)
Cycle 49 Day 1

Number of subjects expected to 8 (5.0%) 1 (0.6%) 9 (2.8%)

complete

Number of subjects completed 3 (37.5%) 1 (100.0%) 4 (44.4%)
Cycle 51 Day 1

Number of subjects expected to 4 (2.5%) 1 (0.6%) 5 (1.5%)

complete

Number of subjects completed 2 (50.0%) 1 (100.0%) 3 (60.0%)
Cycle 53 Day 1

Number of subjects expected to 2 (1.2%) 1 (0.6%) 3 (0.9%)

complete

Number of subjects completed 1 (50.0%) 1 (100.0%) 2 (66.7%)
Cycle 55 Day 1

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 1 (100.0%) 1 (100.0%) 2 (100.0%)
Cycle 57 Day 1

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 1 (100.0%) 1 (100.0%) 2 (100.0%)
Cycle 59 Day 1
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Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Number of subjects expected to 0 1 (0.6%) 1 (0.3%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Treatment Discontinuation

Number of subjects expected to 98 (60.9%) 132 (80.5%) 230 (70.8%)

complete

Number of subjects completed 79 (80.6%) 103 (78.0%) 182 (79.1%)
30 Day Safety Follow-up

Number of subjects expected to 38 (23.6%) 45 (27.4%) 83 (25.5%)

complete

Number of subjects completed 32 (84.2%) 40 (88.9%) 72 (86.7%)
Post-Treatment Follow Up Week 16

Number of subjects expected to 10 (6.2%) 6 (3.7%) 16 (4.9%)

complete

Number of subjects completed 9 (90.0%) 5 (83.3%) 14 (87.5%)
Post-Treatment Follow Up Week 24

Number of subjects expected to 4 (2.5%) 1 (0.6%) 5 (1.5%)

complete

Number of subjects completed 2 (50.0%) 0 (0.0%) 2 (40.0%)
Post-Treatment Follow Up Week 32

Number of subjects expected to 3 (1.9%) 1 (0.6%) 4 (1.2%)

complete

Number of subjects completed 1 (33.3%) 0 (0.0%) 1 (25.0%)
Post-Treatment Follow Up Week 40

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Post-Treatment Follow Up Week 48

Number of subjects expected to 2 (1.2%) 1 (0.6%) 3 (0.9%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Post-Treatment Follow Up Week 56

Number of subjects expected to 2 (1.2%) 0 2 (0.6%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 72

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 80

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 88

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 96

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Survival Follow-up Month 3

Number of subjects expected to 83 (51.6%) 115 (70.1%) 198 (60.9%)

complete

Number of subjects completed 19 (22.9%) 19 (16.5%) 38 (19.2%)
Survival Follow-up Month 6

Number of subjects expected to 71 (44.1%) 91 (55.5%) 162 (49.8%)

complete

Number of subjects completed 7 (9.9%) 5 (5.5%) 12 (7.4%)
Survival Follow-up Month 9
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Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Number of subjects expected to 51 (31.7%) 73 (44.5%) 124 (38.2%)

complete

Number of subjects completed 5 (9.8%) 2 (2.7%) 7 (5.6%)
Survival Follow-up Month 12

Number of subjects expected to 41 (25.5%) 61 (37.2%) 102 (31.4%)

complete

Number of subjects completed 3 (7.3%) 1(1.6%) 4 (3.9%)
Survival Follow-up Month 15

Number of subjects expected to 36 (22.4%) 49 (29.9%) 85 (26.2%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 18

Number of subjects expected to 29 (18.0%) 43 (26.2%) 72 (22.2%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 21

Number of subjects expected to 21 (13.0%) 33 (20.1%) 54 (16.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 24

Number of subjects expected to 14 (8.7%) 24 (14.6%) 38 (11.7%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 27

Number of subjects expected to 8 (5.0%) 20 (12.2%) 28 (8.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 30

Number of subjects expected to 3 (1.9%) 15 (9.1%) 18 (5.5%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 33

Number of subjects expected to 2 (1.2%) 9 (5.5%) 11 (3.4%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 36

Number of subjects expected to 0 6 (3.7%) 6 (1.8%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 39

Number of subjects expected to 0 3 (1.8%) 3 (0.9%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 42

Number of subjects expected to 0 3(1.8%) 3 (0.9%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 45

Number of subjects expected to 0 1 (0.6%) 1 (0.3%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)

EORTC QLQ-C30: Constipation

BASELINE

Number of subjects expected to 160 (99.4%) 164 (100%) 324 (99.7%)

complete

Number of subjects completed 149 (93.1%) 156 (95.1%) 305 (94.1%)
Cycle 2 Day 1

Number of subjects expected to 155 (96.3%) 161 (98.2%) 316 (97.2%)

complete

Number of subjects completed 143 (92.3%) 153 (95.0%) 296 (93.7%)
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Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Cycle 3Day 1

Number of subjects expected to 149 (92.5%) 145 (88.4%) 294 (90.5%)

complete

Number of subjects completed 137 (91.9%) 133 (91.7%) 270 (91.8%)
Cycle 5 Day 1

Number of subjects expected to 139 (86.3%) 118 (72.0%) 257 (79.1%)

complete

Number of subjects completed 127 (91.4%) 102 (86.4%) 229 (89.1%)
Cycle 7 Day 1

Number of subjects expected to 129 (80.1%) 101 (61.6%) 230 (70.8%)

complete

Number of subjects completed 112 (86.8%) 89 (88.1%) 201 (87.4%)
Cycle 9 Day 1

Number of subjects expected to 117 (72.7%) 84 (51.2%) 201 (61.8%)

complete

Number of subjects completed 104 (88.9%) 74 (88.1%) 178 (88.6%)
Cycle 11 Day 1

Number of subjects expected to 100 (62.1%) 66 (40.2%) 166 (51.1%)

complete

Number of subjects completed 91 (91.0%) 58 (87.9%) 149 (89.8%)
Cycle 13 Day 1

Number of subjects expected to 89 (55.3%) 53 (32.3%) 142 (43.7%)

complete

Number of subjects completed 79 (88.8%) 45 (84.9%) 124 (87.3%)
Cycle 15 Day 1

Number of subjects expected to 81 (50.3%) 46 (28.0%) 127 (39.1%)

complete

Number of subjects completed 73 (90.1%) 41 (89.1%) 114 (89.8%)
Cycle 17 Day 1

Number of subjects expected to 74 (46.0%) 39 (23.8%) 113 (34.8%)

complete

Number of subjects completed 70 (94.6%) 30 (76.9%) 100 (88.5%)
Cycle 19 Day 1

Number of subjects expected to 64 (39.8%) 31 (18.9%) 95 (29.2%)

complete

Number of subjects completed 53 (82.8%) 24 (77.4%) 77 (81.1%)
Cycle 21 Day 1

Number of subjects expected to 59 (36.6%) 29 (17.7%) 88 (27.1%)

complete

Number of subjects completed 51 (86.4%) 23 (79.3%) 74 (84.1%)
Cycle 23 Day 1

Number of subjects expected to 58 (36.0%) 26 (15.9%) 84 (25.8%)

complete

Number of subjects completed 52 (89.7%) 20 (76.9%) 72 (85.7%)
Cycle 25 Day 1

Number of subjects expected to 48 (29.8%) 24 (14.6%) 72 (22.2%)

complete

Number of subjects completed 43 (89.6%) 19 (79.2%) 62 (86.1%)
Cycle 27 Day 1

Number of subjects expected to 44 (27.3%) 22 (13.4%) 66 (20.3%)

complete

Number of subjects completed 39 (88.6%) 17 (77.3%) 56 (84.8%)
Cycle 29 Day 1

Number of subjects expected to 40 (24.8%) 18 (11.0%) 58 (17.8%)

complete

Number of subjects completed 32 (80.0%) 17 (94.4%) 49 (84.5%)
Cycle 31 Day 1

Number of subjects expected to 34 (21.1%) 14 (8.5%) 48 (14.8%)

complete

Number of subjects completed 29 (85.3%) 11 (78.6%) 40 (83.3%)
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Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Cycle 33 Day 1

Number of subjects expected to 27 (16.8%) 10 (6.1%) 37 (11.4%)

complete

Number of subjects completed 21 (77.8%) 9 (90.0%) 30 (81.1%)
Cycle 35 Day 1

Number of subjects expected to 24 (14.9%) 10 (6.1%) 34 (10.5%)

complete

Number of subjects completed 18 (75.0%) 9 (90.0%) 27 (79.4%)
Cycle 37 Day 1

Number of subjects expected to 22 (13.7%) 9 (5.5%) 31 (9.5%)

complete

Number of subjects completed 17 (77.3%) 7 (77.8%) 24 (77.4%)
Cycle 39 Day 1

Number of subjects expected to 18 (11.2%) 8 (4.9%) 26 (8.0%)

complete

Number of subjects completed 14 (77.8%) 5 (62.5%) 19 (73.1%)
Cycle 41 Day 1

Number of subjects expected to 16 (9.9%) 7 (4.3%) 23 (7.1%)

complete

Number of subjects completed 13 (81.2%) 4 (57.1%) 17 (73.9%)
Cycle 43 Day 1

Number of subjects expected to 14 (8.7%) 6 (3.7%) 20 (6.2%)

complete

Number of subjects completed 13 (92.9%) 4 (66.7%) 17 (85.0%)
Cycle 45 Day 1

Number of subjects expected to 11 (6.8%) 4 (2.4%) 15 (4.6%)

complete

Number of subjects completed 7 (63.6%) 3 (75.0%) 10 (66.7%)
Cycle 47 Day 1

Number of subjects expected to 8 (5.0%) 2 (1.2%) 10 (3.1%)

complete

Number of subjects completed 6 (75.0%) 2 (100.0%) 8 (80.0%)
Cycle 49 Day 1

Number of subjects expected to 8 (5.0%) 1 (0.6%) 9 (2.8%)

complete

Number of subjects completed 3 (37.5%) 1 (100.0%) 4 (44.4%)
Cycle 51 Day 1

Number of subjects expected to 4 (2.5%) 1 (0.6%) 5 (1.5%)

complete

Number of subjects completed 2 (50.0%) 1 (100.0%) 3 (60.0%)
Cycle 53 Day 1

Number of subjects expected to 2 (1.2%) 1 (0.6%) 3 (0.9%)

complete

Number of subjects completed 1 (50.0%) 1 (100.0%) 2 (66.7%)
Cycle 55 Day 1

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 1 (100.0%) 1 (100.0%) 2 (100.0%)
Cycle 57 Day 1

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 1 (100.0%) 1 (100.0%) 2 (100.0%)
Cycle 59 Day 1

Number of subjects expected to 0 1 (0.6%) 1 (0.3%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Treatment Discontinuation

Number of subjects expected to 98 (60.9%) 132 (80.5%) 230 (70.8%)

complete

Number of subjects completed 79 (80.6%) 103 (78.0%) 182 (79.1%)
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Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

30 Day Safety Follow-up

Number of subjects expected to 38 (23.6%) 45 (27.4%) 83 (25.5%)

complete

Number of subjects completed 32 (84.2%) 40 (88.9%) 72 (86.7%)
Post-Treatment Follow Up Week 16

Number of subjects expected to 10 (6.2%) 6 (3.7%) 16 (4.9%)

complete

Number of subjects completed 9 (90.0%) 5 (83.3%) 14 (87.5%)
Post-Treatment Follow Up Week 24

Number of subjects expected to 4 (2.5%) 1 (0.6%) 5 (1.5%)

complete

Number of subjects completed 2 (50.0%) 0 (0.0%) 2 (40.0%)
Post-Treatment Follow Up Week 32

Number of subjects expected to 3 (1.9%) 1 (0.6%) 4 (1.2%)

complete

Number of subjects completed 1 (33.3%) 0 (0.0%) 1 (25.0%)
Post-Treatment Follow Up Week 40

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Post-Treatment Follow Up Week 48

Number of subjects expected to 2 (1.2%) 1 (0.6%) 3 (0.9%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Post-Treatment Follow Up Week 56

Number of subjects expected to 2 (1.2%) 0 2 (0.6%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 72

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 80

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 88

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 96

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Survival Follow-up Month 3

Number of subjects expected to 83 (51.6%) 115 (70.1%) 198 (60.9%)

complete

Number of subjects completed 19 (22.9%) 19 (16.5%) 38 (19.2%)
Survival Follow-up Month 6

Number of subjects expected to 71 (44.1%) 91 (55.5%) 162 (49.8%)

complete

Number of subjects completed 7 (9.9%) 5 (5.5%) 12 (7.4%)
Survival Follow-up Month 9

Number of subjects expected to 51 (31.7%) 73 (44.5%) 124 (38.2%)

complete

Number of subjects completed 5 (9.8%) 2 (2.7%) 7 (5.6%)
Survival Follow-up Month 12

Number of subjects expected to 41 (25.5%) 61 (37.2%) 102 (31.4%)

complete

Number of subjects completed 3 (7.3%) 1 (1.6%) 4 (3.9%)
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Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Survival Follow-up Month 15

Number of subjects expected to 36 (22.4%) 49 (29.9%) 85 (26.2%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 18

Number of subjects expected to 29 (18.0%) 43 (26.2%) 72 (22.2%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 21

Number of subjects expected to 21 (13.0%) 33 (20.1%) 54 (16.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 24

Number of subjects expected to 14 (8.7%) 24 (14.6%) 38 (11.7%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 27

Number of subjects expected to 8 (5.0%) 20 (12.2%) 28 (8.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 30

Number of subjects expected to 3 (1.9%) 15 (9.1%) 18 (5.5%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 33

Number of subjects expected to 2 (1.2%) 9 (5.5%) 11 (3.4%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 36

Number of subjects expected to 0 6 (3.7%) 6 (1.8%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 39

Number of subjects expected to 0 3 (1.8%) 3 (0.9%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 42

Number of subjects expected to 0 3 (1.8%) 3 (0.9%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 45

Number of subjects expected to 0 1 (0.6%) 1 (0.3%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)

EORTC QLQ-C30: Diarrhoea

BASELINE

Number of subjects expected to 160 (99.4%) 164 (100%) 324 (99.7%)

complete

Number of subjects completed 149 (93.1%) 156 (95.1%) 305 (94.1%)
Cycle 2 Day 1

Number of subjects expected to 155 (96.3%) 161 (98.2%) 316 (97.2%)

complete

Number of subjects completed 143 (92.3%) 153 (95.0%) 296 (93.7%)
Cycle 3 Day 1

Number of subjects expected to 149 (92.5%) 145 (88.4%) 294 (90.5%)

complete

Number of subjects completed 137 (91.9%) 133 (91.7%) 270 (91.8%)
Cycle 5 Day 1
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Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Number of subjects expected to 139 (86.3%) 118 (72.0%) 257 (79.1%)

complete

Number of subjects completed 127 (91.4%) 102 (86.4%) 229 (89.1%)
Cycle 7 Day 1

Number of subjects expected to 129 (80.1%) 101 (61.6%) 230 (70.8%)

complete

Number of subjects completed 112 (86.8%) 89 (88.1%) 201 (87.4%)
Cycle 9 Day 1

Number of subjects expected to 117 (72.7%) 84 (51.2%) 201 (61.8%)

complete

Number of subjects completed 104 (88.9%) 74 (88.1%) 178 (88.6%)
Cycle 11 Day 1

Number of subjects expected to 100 (62.1%) 66 (40.2%) 166 (51.1%)

complete

Number of subjects completed 91 (91.0%) 58 (87.9%) 149 (89.8%)
Cycle 13 Day 1

Number of subjects expected to 89 (55.3%) 53 (32.3%) 142 (43.7%)

complete

Number of subjects completed 79 (88.8%) 45 (84.9%) 124 (87.3%)
Cycle 15 Day 1

Number of subjects expected to 81 (50.3%) 46 (28.0%) 127 (39.1%)

complete

Number of subjects completed 73 (90.1%) 41 (89.1%) 114 (89.8%)
Cycle 17 Day 1

Number of subjects expected to 74 (46.0%) 39 (23.8%) 113 (34.8%)

complete

Number of subjects completed 70 (94.6%) 30 (76.9%) 100 (88.5%)
Cycle 19 Day 1

Number of subjects expected to 64 (39.8%) 31 (18.9%) 95 (29.2%)

complete

Number of subjects completed 53 (82.8%) 24 (77.4%) 77 (81.1%)
Cycle 21 Day 1

Number of subjects expected to 59 (36.6%) 29 (17.7%) 88 (27.1%)

complete

Number of subjects completed 51 (86.4%) 23 (79.3%) 74 (84.1%)
Cycle 23 Day 1

Number of subjects expected to 58 (36.0%) 26 (15.9%) 84 (25.8%)

complete

Number of subjects completed 52 (89.7%) 20 (76.9%) 72 (85.7%)
Cycle 25 Day 1

Number of subjects expected to 48 (29.8%) 24 (14.6%) 72 (22.2%)

complete

Number of subjects completed 43 (89.6%) 19 (79.2%) 62 (86.1%)
Cycle 27 Day 1

Number of subjects expected to 44 (27.3%) 22 (13.4%) 66 (20.3%)

complete

Number of subjects completed 39 (88.6%) 17 (77.3%) 56 (84.8%)
Cycle 29 Day 1

Number of subjects expected to 40 (24.8%) 18 (11.0%) 58 (17.8%)

complete

Number of subjects completed 32 (80.0%) 17 (94.4%) 49 (84.5%)
Cycle 31 Day 1

Number of subjects expected to 34 (21.1%) 14 (8.5%) 48 (14.8%)

complete

Number of subjects completed 29 (85.3%) 11 (78.6%) 40 (83.3%)
Cycle 33 Day 1

Number of subjects expected to 27 (16.8%) 10 (6.1%) 37 (11.4%)

complete

Number of subjects completed 21 (77.8%) 9 (90.0%) 30 (81.1%)
Cycle 35 Day 1
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Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Number of subjects expected to 24 (14.9%) 10 (6.1%) 34 (10.5%)

complete

Number of subjects completed 18 (75.0%) 9 (90.0%) 27 (79.4%)
Cycle 37 Day 1

Number of subjects expected to 22 (13.7%) 9 (5.5%) 31 (9.5%)

complete

Number of subjects completed 17 (77.3%) 7 (77.8%) 24 (77.4%)
Cycle 39 Day 1

Number of subjects expected to 18 (11.2%) 8 (4.9%) 26 (8.0%)

complete

Number of subjects completed 14 (77.8%) 5 (62.5%) 19 (73.1%)
Cycle 41 Day 1

Number of subjects expected to 16 (9.9%) 7 (4.3%) 23 (7.1%)

complete

Number of subjects completed 13 (81.2%) 4 (57.1%) 17 (73.9%)
Cycle 43 Day 1

Number of subjects expected to 14 (8.7%) 6 (3.7%) 20 (6.2%)

complete

Number of subjects completed 13 (92.9%) 4 (66.7%) 17 (85.0%)
Cycle 45 Day 1

Number of subjects expected to 11 (6.8%) 4 (2.4%) 15 (4.6%)

complete

Number of subjects completed 7 (63.6%) 3 (75.0%) 10 (66.7%)
Cycle 47 Day 1

Number of subjects expected to 8 (5.0%) 2 (1.2%) 10 (3.1%)

complete

Number of subjects completed 6 (75.0%) 2 (100.0%) 8 (80.0%)
Cycle 49 Day 1

Number of subjects expected to 8 (5.0%) 1 (0.6%) 9 (2.8%)

complete

Number of subjects completed 3 (37.5%) 1 (100.0%) 4 (44.4%)
Cycle 51 Day 1

Number of subjects expected to 4 (2.5%) 1 (0.6%) 5 (1.5%)

complete

Number of subjects completed 2 (50.0%) 1 (100.0%) 3 (60.0%)
Cycle 53 Day 1

Number of subjects expected to 2 (1.2%) 1 (0.6%) 3 (0.9%)

complete

Number of subjects completed 1 (50.0%) 1 (100.0%) 2 (66.7%)
Cycle 55 Day 1

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 1 (100.0%) 1 (100.0%) 2 (100.0%)
Cycle 57 Day 1

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 1 (100.0%) 1 (100.0%) 2 (100.0%)
Cycle 59 Day 1

Number of subjects expected to 0 1 (0.6%) 1 (0.3%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Treatment Discontinuation

Number of subjects expected to 98 (60.9%) 132 (80.5%) 230 (70.8%)

complete

Number of subjects completed 78 (79.6%) 103 (78.0%) 181 (78.7%)
30 Day Safety Follow-up

Number of subjects expected to 38 (23.6%) 45 (27.4%) 83 (25.5%)

complete

Number of subjects completed 32 (84.2%) 40 (88.9%) 72 (86.7%)
Post-Treatment Follow Up Week 16
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Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Number of subjects expected to 10 (6.2%) 6 (3.7%) 16 (4.9%)

complete

Number of subjects completed 9 (90.0%) 5 (83.3%) 14 (87.5%)
Post-Treatment Follow Up Week 24

Number of subjects expected to 4 (2.5%) 1 (0.6%) 5 (1.5%)

complete

Number of subjects completed 2 (50.0%) 0 (0.0%) 2 (40.0%)
Post-Treatment Follow Up Week 32

Number of subjects expected to 3 (1.9%) 1 (0.6%) 4 (1.2%)

complete

Number of subjects completed 1 (33.3%) 0 (0.0%) 1 (25.0%)
Post-Treatment Follow Up Week 40

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Post-Treatment Follow Up Week 48

Number of subjects expected to 2 (1.2%) 1 (0.6%) 3 (0.9%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Post-Treatment Follow Up Week 56

Number of subjects expected to 2 (1.2%) 0 2 (0.6%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 72

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 80

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 88

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 96

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Survival Follow-up Month 3

Number of subjects expected to 83 (51.6%) 115 (70.1%) 198 (60.9%)

complete

Number of subjects completed 19 (22.9%) 19 (16.5%) 38 (19.2%)
Survival Follow-up Month 6

Number of subjects expected to 71 (44.1%) 91 (55.5%) 162 (49.8%)

complete

Number of subjects completed 7 (9.9%) 5 (5.5%) 12 (7.4%)
Survival Follow-up Month 9

Number of subjects expected to 51 (31.7%) 73 (44.5%) 124 (38.2%)

complete

Number of subjects completed 5 (9.8%) 2 (2.7%) 7 (5.6%)
Survival Follow-up Month 12

Number of subjects expected to 41 (25.5%) 61 (37.2%) 102 (31.4%)

complete

Number of subjects completed 3 (7.3%) 1 (1.6%) 4 (3.9%)
Survival Follow-up Month 15

Number of subjects expected to 36 (22.4%) 49 (29.9%) 85 (26.2%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 18
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(N=161) (N=164) (N=325)

Number of subjects expected to 29 (18.0%) 43 (26.2%) 72 (22.2%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 21

Number of subjects expected to 21 (13.0%) 33 (20.1%) 54 (16.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 24

Number of subjects expected to 14 (8.7%) 24 (14.6%) 38 (11.7%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 27

Number of subjects expected to 8 (5.0%) 20 (12.2%) 28 (8.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 30

Number of subjects expected to 3 (1.9%) 15 (9.1%) 18 (5.5%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 33

Number of subjects expected to 2 (1.2%) 9 (5.5%) 11 (3.4%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 36

Number of subjects expected to 0 6 (3.7%) 6 (1.8%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 39

Number of subjects expected to 0 3 (1.8%) 3 (0.9%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 42

Number of subjects expected to 0 3 (1.8%) 3 (0.9%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 45

Number of subjects expected to 0 1 (0.6%) 1 (0.3%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)

EORTC QLQ-C30: Dyspnoea

BASELINE

Number of subjects expected to 160 (99.4%) 164 (100%) 324 (99.7%)

complete

Number of subjects completed 149 (93.1%) 156 (95.1%) 305 (94.1%)
Cycle 2 Day 1

Number of subjects expected to 155 (96.3%) 161 (98.2%) 316 (97.2%)

complete

Number of subjects completed 143 (92.3%) 153 (95.0%) 296 (93.7%)
Cycle 3 Day 1

Number of subjects expected to 149 (92.5%) 145 (88.4%) 294 (90.5%)

complete

Number of subjects completed 137 (91.9%) 133 (91.7%) 270 (91.8%)
Cycle 5 Day 1

Number of subjects expected to 139 (86.3%) 118 (72.0%) 257 (79.1%)

complete

Number of subjects completed 127 (91.4%) 102 (86.4%) 229 (89.1%)
Cycle 7 Day 1

Number of subjects expected to 129 (80.1%) 101 (61.6%) 230 (70.8%)

complete

Number of subjects completed 111 (86.0%) 89 (88.1%) 200 (87.0%)
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Cycle 9 Day 1

Number of subjects expected to 117 (72.7%) 84 (51.2%) 201 (61.8%)

complete

Number of subjects completed 104 (88.9%) 74 (88.1%) 178 (88.6%)
Cycle 11 Day 1

Number of subjects expected to 100 (62.1%) 66 (40.2%) 166 (51.1%)

complete

Number of subjects completed 91 (91.0%) 58 (87.9%) 149 (89.8%)
Cycle 13 Day 1

Number of subjects expected to 89 (55.3%) 53 (32.3%) 142 (43.7%)

complete

Number of subjects completed 79 (88.8%) 45 (84.9%) 124 (87.3%)
Cycle 15 Day 1

Number of subjects expected to 81 (50.3%) 46 (28.0%) 127 (39.1%)

complete

Number of subjects completed 73 (90.1%) 41 (89.1%) 114 (89.8%)
Cycle 17 Day 1

Number of subjects expected to 74 (46.0%) 39 (23.8%) 113 (34.8%)

complete

Number of subjects completed 70 (94.6%) 30 (76.9%) 100 (88.5%)
Cycle 19 Day 1

Number of subjects expected to 64 (39.8%) 31 (18.9%) 95 (29.2%)

complete

Number of subjects completed 53 (82.8%) 24 (77.4%) 77 (81.1%)
Cycle 21 Day 1

Number of subjects expected to 59 (36.6%) 29 (17.7%) 88 (27.1%)

complete

Number of subjects completed 51 (86.4%) 23 (79.3%) 74 (84.1%)
Cycle 23 Day 1

Number of subjects expected to 58 (36.0%) 26 (15.9%) 84 (25.8%)

complete

Number of subjects completed 52 (89.7%) 20 (76.9%) 72 (85.7%)
Cycle 25 Day 1

Number of subjects expected to 48 (29.8%) 24 (14.6%) 72 (22.2%)

complete

Number of subjects completed 43 (89.6%) 19 (79.2%) 62 (86.1%)
Cycle 27 Day 1

Number of subjects expected to 44 (27.3%) 22 (13.4%) 66 (20.3%)

complete

Number of subjects completed 39 (88.6%) 17 (77.3%) 56 (84.8%)
Cycle 29 Day 1

Number of subjects expected to 40 (24.8%) 18 (11.0%) 58 (17.8%)

complete

Number of subjects completed 32 (80.0%) 17 (94.4%) 49 (84.5%)
Cycle 31 Day 1

Number of subjects expected to 34 (21.1%) 14 (8.5%) 48 (14.8%)

complete

Number of subjects completed 29 (85.3%) 11 (78.6%) 40 (83.3%)
Cycle 33 Day 1

Number of subjects expected to 27 (16.8%) 10 (6.1%) 37 (11.4%)

complete

Number of subjects completed 21 (77.8%) 9 (90.0%) 30 (81.1%)
Cycle 35 Day 1

Number of subjects expected to 24 (14.9%) 10 (6.1%) 34 (10.5%)

complete

Number of subjects completed 18 (75.0%) 9 (90.0%) 27 (79.4%)
Cycle 37 Day 1

Number of subjects expected to 22 (13.7%) 9 (5.5%) 31 (9.5%)

complete

Number of subjects completed 17 (77.3%) 7 (77.8%) 24 (77.4%)
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(N=161) (N=164) (N=325)

Cycle 39 Day 1

Number of subjects expected to 18 (11.2%) 8 (4.9%) 26 (8.0%)

complete

Number of subjects completed 14 (77.8%) 5 (62.5%) 19 (73.1%)
Cycle 41 Day 1

Number of subjects expected to 16 (9.9%) 7 (4.3%) 23 (7.1%)

complete

Number of subjects completed 13 (81.2%) 4 (57.1%) 17 (73.9%)
Cycle 43 Day 1

Number of subjects expected to 14 (8.7%) 6 (3.7%) 20 (6.2%)

complete

Number of subjects completed 13 (92.9%) 4 (66.7%) 17 (85.0%)
Cycle 45 Day 1

Number of subjects expected to 11 (6.8%) 4 (2.4%) 15 (4.6%)

complete

Number of subjects completed 7 (63.6%) 3 (75.0%) 10 (66.7%)
Cycle 47 Day 1

Number of subjects expected to 8 (5.0%) 2 (1.2%) 10 (3.1%)

complete

Number of subjects completed 6 (75.0%) 2 (100.0%) 8 (80.0%)
Cycle 49 Day 1

Number of subjects expected to 8 (5.0%) 1 (0.6%) 9 (2.8%)

complete

Number of subjects completed 3 (37.5%) 1 (100.0%) 4 (44.4%)
Cycle 51 Day 1

Number of subjects expected to 4 (2.5%) 1 (0.6%) 5 (1.5%)

complete

Number of subjects completed 2 (50.0%) 1 (100.0%) 3 (60.0%)
Cycle 53 Day 1

Number of subjects expected to 2 (1.2%) 1 (0.6%) 3 (0.9%)

complete

Number of subjects completed 1 (50.0%) 1 (100.0%) 2 (66.7%)
Cycle 55 Day 1

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 1 (100.0%) 1 (100.0%) 2 (100.0%)
Cycle 57 Day 1

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 1 (100.0%) 1 (100.0%) 2 (100.0%)
Cycle 59 Day 1

Number of subjects expected to 0 1 (0.6%) 1 (0.3%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Treatment Discontinuation

Number of subjects expected to 98 (60.9%) 132 (80.5%) 230 (70.8%)

complete

Number of subjects completed 79 (80.6%) 103 (78.0%) 182 (79.1%)
30 Day Safety Follow-up

Number of subjects expected to 38 (23.6%) 45 (27.4%) 83 (25.5%)

complete

Number of subjects completed 32 (84.2%) 40 (88.9%) 72 (86.7%)
Post-Treatment Follow Up Week 16

Number of subjects expected to 10 (6.2%) 6 (3.7%) 16 (4.9%)

complete

Number of subjects completed 9 (90.0%) 5 (83.3%) 14 (87.5%)
Post-Treatment Follow Up Week 24

Number of subjects expected to 4 (2.5%) 1 (0.6%) 5 (1.5%)

complete

Number of subjects completed 2 (50.0%) 0 (0.0%) 2 (40.0%)
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Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Post-Treatment Follow Up Week 32

Number of subjects expected to 3 (1.9%) 1 (0.6%) 4 (1.2%)

complete

Number of subjects completed 1 (33.3%) 0 (0.0%) 1 (25.0%)
Post-Treatment Follow Up Week 40

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Post-Treatment Follow Up Week 48

Number of subjects expected to 2 (1.2%) 1 (0.6%) 3 (0.9%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Post-Treatment Follow Up Week 56

Number of subjects expected to 2 (1.2%) 0 2 (0.6%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 72

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 80

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 88

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 96

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Survival Follow-up Month 3

Number of subjects expected to 83 (51.6%) 115 (70.1%) 198 (60.9%)

complete

Number of subjects completed 19 (22.9%) 19 (16.5%) 38 (19.2%)
Survival Follow-up Month 6

Number of subjects expected to 71 (44.1%) 91 (55.5%) 162 (49.8%)

complete

Number of subjects completed 7 (9.9%) 5 (5.5%) 12 (7.4%)
Survival Follow-up Month 9

Number of subjects expected to 51 (31.7%) 73 (44.5%) 124 (38.2%)

complete

Number of subjects completed 5 (9.8%) 2 (2.7%) 7 (5.6%)
Survival Follow-up Month 12

Number of subjects expected to 41 (25.5%) 61 (37.2%) 102 (31.4%)

complete

Number of subjects completed 3 (7.3%) 1(1.6%) 4 (3.9%)
Survival Follow-up Month 15

Number of subjects expected to 36 (22.4%) 49 (29.9%) 85 (26.2%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 18

Number of subjects expected to 29 (18.0%) 43 (26.2%) 72 (22.2%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 21

Number of subjects expected to 21 (13.0%) 33 (20.1%) 54 (16.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
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Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)
Survival Follow-up Month 24
Number of subjects expected to 14 (8.7%) 24 (14.6%) 38 (11.7%)
complete
Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 27
Number of subjects expected to 8 (5.0%) 20 (12.2%) 28 (8.6%)
complete
Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 30
Number of subjects expected to 3 (1.9%) 15 (9.1%) 18 (5.5%)
complete
Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 33
Number of subjects expected to 2 (1.2%) 9 (5.5%) 11 (3.4%)
complete
Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 36
Number of subjects expected to 0 6 (3.7%) 6 (1.8%)
complete
Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 39
Number of subjects expected to 0 3(1.8%) 3 (0.9%)
complete
Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 42
Number of subjects expected to 0 3 (1.8%) 3 (0.9%)
complete
Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 45
Number of subjects expected to 0 1 (0.6%) 1 (0.3%)
complete
Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
EORTC QLQ-C30: Emotional
functioning
BASELINE
Number of subjects expected to 160 (99.4%) 164 (100%) 324 (99.7%)
complete
Number of subjects completed 149 (93.1%) 156 (95.1%) 305 (94.1%)
Cycle 2 Day 1
Number of subjects expected to 155 (96.3%) 161 (98.2%) 316 (97.2%)
complete
Number of subjects completed 143 (92.3%) 153 (95.0%) 296 (93.7%)
Cycle 3 Day 1
Number of subjects expected to 149 (92.5%) 145 (88.4%) 294 (90.5%)
complete
Number of subjects completed 137 (91.9%) 133 (91.7%) 270 (91.8%)
Cycle 5 Day 1
Number of subjects expected to 139 (86.3%) 118 (72.0%) 257 (79.1%)
complete
Number of subjects completed 127 (91.4%) 102 (86.4%) 229 (89.1%)
Cycle 7 Day 1
Number of subjects expected to 129 (80.1%) 101 (61.6%) 230 (70.8%)
complete
Number of subjects completed 112 (86.8%) 89 (88.1%) 201 (87.4%)
Cycle 9 Day 1
Number of subjects expected to 117 (72.7%) 84 (51.2%) 201 (61.8%)
complete
Number of subjects completed 104 (88.9%) 74 (88.1%) 178 (88.6%)
Cycle 11 Day 1
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Number of subjects expected to 100 (62.1%) 66 (40.2%) 166 (51.1%)

complete

Number of subjects completed 91 (91.0%) 58 (87.9%) 149 (89.8%)
Cycle 13 Day 1

Number of subjects expected to 89 (55.3%) 53 (32.3%) 142 (43.7%)

complete

Number of subjects completed 79 (88.8%) 45 (84.9%) 124 (87.3%)
Cycle 15 Day 1

Number of subjects expected to 81 (50.3%) 46 (28.0%) 127 (39.1%)

complete

Number of subjects completed 73 (90.1%) 41 (89.1%) 114 (89.8%)
Cycle 17 Day 1

Number of subjects expected to 74 (46.0%) 39 (23.8%) 113 (34.8%)

complete

Number of subjects completed 70 (94.6%) 30 (76.9%) 100 (88.5%)
Cycle 19 Day 1

Number of subjects expected to 64 (39.8%) 31 (18.9%) 95 (29.2%)

complete

Number of subjects completed 53 (82.8%) 24 (77.4%) 77 (81.1%)
Cycle 21 Day 1

Number of subjects expected to 59 (36.6%) 29 (17.7%) 88 (27.1%)

complete

Number of subjects completed 51 (86.4%) 23 (79.3%) 74 (84.1%)
Cycle 23 Day 1

Number of subjects expected to 58 (36.0%) 26 (15.9%) 84 (25.8%)

complete

Number of subjects completed 52 (89.7%) 20 (76.9%) 72 (85.7%)
Cycle 25 Day 1

Number of subjects expected to 48 (29.8%) 24 (14.6%) 72 (22.2%)

complete

Number of subjects completed 43 (89.6%) 19 (79.2%) 62 (86.1%)
Cycle 27 Day 1

Number of subjects expected to 44 (27.3%) 22 (13.4%) 66 (20.3%)

complete

Number of subjects completed 39 (88.6%) 17 (77.3%) 56 (84.8%)
Cycle 29 Day 1

Number of subjects expected to 40 (24.8%) 18 (11.0%) 58 (17.8%)

complete

Number of subjects completed 32 (80.0%) 17 (94.4%) 49 (84.5%)
Cycle 31 Day 1

Number of subjects expected to 34 (21.1%) 14 (8.5%) 48 (14.8%)

complete

Number of subjects completed 29 (85.3%) 11 (78.6%) 40 (83.3%)
Cycle 33 Day 1

Number of subjects expected to 27 (16.8%) 10 (6.1%) 37 (11.4%)

complete

Number of subjects completed 21 (77.8%) 9 (90.0%) 30 (81.1%)
Cycle 35 Day 1

Number of subjects expected to 24 (14.9%) 10 (6.1%) 34 (10.5%)

complete

Number of subjects completed 18 (75.0%) 9 (90.0%) 27 (79.4%)
Cycle 37 Day 1

Number of subjects expected to 22 (13.7%) 9 (5.5%) 31 (9.5%)

complete

Number of subjects completed 17 (77.3%) 7 (77.8%) 24 (77.4%)
Cycle 39 Day 1

Number of subjects expected to 18 (11.2%) 8 (4.9%) 26 (8.0%)

complete

Number of subjects completed 14 (77.8%) 5 (62.5%) 19 (73.1%)
Cycle 41 Day 1
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Number of subjects expected to 16 (9.9%) 7 (4.3%) 23 (7.1%)

complete

Number of subjects completed 13 (81.2%) 4 (57.1%) 17 (73.9%)
Cycle 43 Day 1

Number of subjects expected to 14 (8.7%) 6 (3.7%) 20 (6.2%)

complete

Number of subjects completed 13 (92.9%) 4 (66.7%) 17 (85.0%)
Cycle 45 Day 1

Number of subjects expected to 11 (6.8%) 4 (2.4%) 15 (4.6%)

complete

Number of subjects completed 7 (63.6%) 3 (75.0%) 10 (66.7%)
Cycle 47 Day 1

Number of subjects expected to 8 (5.0%) 2 (1.2%) 10 (3.1%)

complete

Number of subjects completed 6 (75.0%) 2 (100.0%) 8 (80.0%)
Cycle 49 Day 1

Number of subjects expected to 8 (5.0%) 1 (0.6%) 9 (2.8%)

complete

Number of subjects completed 3 (37.5%) 1 (100.0%) 4 (44.4%)
Cycle 51 Day 1

Number of subjects expected to 4 (2.5%) 1 (0.6%) 5 (1.5%)

complete

Number of subjects completed 2 (50.0%) 1 (100.0%) 3 (60.0%)
Cycle 53 Day 1

Number of subjects expected to 2 (1.2%) 1 (0.6%) 3 (0.9%)

complete

Number of subjects completed 1 (50.0%) 1 (100.0%) 2 (66.7%)
Cycle 55 Day 1

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 1 (100.0%) 1 (100.0%) 2 (100.0%)
Cycle 57 Day 1

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 1 (100.0%) 1 (100.0%) 2 (100.0%)
Cycle 59 Day 1

Number of subjects expected to 0 1 (0.6%) 1 (0.3%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Treatment Discontinuation

Number of subjects expected to 98 (60.9%) 132 (80.5%) 230 (70.8%)

complete

Number of subjects completed 79 (80.6%) 103 (78.0%) 182 (79.1%)
30 Day Safety Follow-up

Number of subjects expected to 38 (23.6%) 45 (27.4%) 83 (25.5%)

complete

Number of subjects completed 32 (84.2%) 40 (88.9%) 72 (86.7%)
Post-Treatment Follow Up Week 16

Number of subjects expected to 10 (6.2%) 6 (3.7%) 16 (4.9%)

complete

Number of subjects completed 9 (90.0%) 5 (83.3%) 14 (87.5%)
Post-Treatment Follow Up Week 24

Number of subjects expected to 4 (2.5%) 1 (0.6%) 5 (1.5%)

complete

Number of subjects completed 2 (50.0%) 0 (0.0%) 2 (40.0%)
Post-Treatment Follow Up Week 32

Number of subjects expected to 3 (1.9%) 1 (0.6%) 4 (1.2%)

complete

Number of subjects completed 1 (33.3%) 0 (0.0%) 1 (25.0%)
Post-Treatment Follow Up Week 40
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Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Post-Treatment Follow Up Week 48

Number of subjects expected to 2 (1.2%) 1 (0.6%) 3 (0.9%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Post-Treatment Follow Up Week 56

Number of subjects expected to 2 (1.2%) 0 2 (0.6%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 72

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 80

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 88

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 96

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Survival Follow-up Month 3

Number of subjects expected to 83 (51.6%) 115 (70.1%) 198 (60.9%)

complete

Number of subjects completed 19 (22.9%) 19 (16.5%) 38 (19.2%)
Survival Follow-up Month 6

Number of subjects expected to 71 (44.1%) 91 (55.5%) 162 (49.8%)

complete

Number of subjects completed 7 (9.9%) 5 (5.5%) 12 (7.4%)
Survival Follow-up Month 9

Number of subjects expected to 51 (31.7%) 73 (44.5%) 124 (38.2%)

complete

Number of subjects completed 5 (9.8%) 2 (2.7%) 7 (5.6%)
Survival Follow-up Month 12

Number of subjects expected to 41 (25.5%) 61 (37.2%) 102 (31.4%)

complete

Number of subjects completed 3 (7.3%) 1 (1.6%) 4 (3.9%)
Survival Follow-up Month 15

Number of subjects expected to 36 (22.4%) 49 (29.9%) 85 (26.2%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 18

Number of subjects expected to 29 (18.0%) 43 (26.2%) 72 (22.2%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 21

Number of subjects expected to 21 (13.0%) 33 (20.1%) 54 (16.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 24

Number of subjects expected to 14 (8.7%) 24 (14.6%) 38 (11.7%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 27
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Number of subjects expected to 8 (5.0%) 20 (12.2%) 28 (8.6%)
complete
Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 30
Number of subjects expected to 3 (1.9%) 15 (9.1%) 18 (5.5%)
complete
Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 33
Number of subjects expected to 2 (1.2%) 9 (5.5%) 11 (3.4%)
complete
Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 36
Number of subjects expected to 0 6 (3.7%) 6 (1.8%)
complete
Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 39
Number of subjects expected to 0 3 (1.8%) 3 (0.9%)
complete
Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 42
Number of subjects expected to 0 3(1.8%) 3 (0.9%)
complete
Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 45
Number of subjects expected to 0 1 (0.6%) 1 (0.3%)
complete
Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
EORTC QLQ-C30: Fatigue
BASELINE
Number of subjects expected to 160 (99.4%) 164 (100%) 324 (99.7%)
complete
Number of subjects completed 149 (93.1%) 156 (95.1%) 305 (94.1%)
Cycle 2 Day 1
Number of subjects expected to 155 (96.3%) 161 (98.2%) 316 (97.2%)
complete
Number of subjects completed 143 (92.3%) 153 (95.0%) 296 (93.7%)
Cycle 3 Day 1
Number of subjects expected to 149 (92.5%) 145 (88.4%) 294 (90.5%)
complete
Number of subjects completed 137 (91.9%) 133 (91.7%) 270 (91.8%)
Cycle 5 Day 1
Number of subjects expected to 139 (86.3%) 118 (72.0%) 257 (79.1%)
complete
Number of subjects completed 127 (91.4%) 102 (86.4%) 229 (89.1%)
Cycle 7 Day 1
Number of subjects expected to 129 (80.1%) 101 (61.6%) 230 (70.8%)
complete
Number of subjects completed 112 (86.8%) 89 (88.1%) 201 (87.4%)
Cycle 9 Day 1
Number of subjects expected to 117 (72.7%) 84 (51.2%) 201 (61.8%)
complete
Number of subjects completed 104 (88.9%) 74 (88.1%) 178 (88.6%)
Cycle 11 Day 1
Number of subjects expected to 100 (62.1%) 66 (40.2%) 166 (51.1%)
complete
Number of subjects completed 91 (91.0%) 58 (87.9%) 149 (89.8%)
Cycle 13 Day 1
Number of subjects expected to 89 (55.3%) 53 (32.3%) 142 (43.7%)
complete
Number of subjects completed 79 (88.8%) 45 (84.9%) 124 (87.3%)
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Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Cycle 15 Day 1

Number of subjects expected to 81 (50.3%) 46 (28.0%) 127 (39.1%)

complete

Number of subjects completed 73 (90.1%) 41 (89.1%) 114 (89.8%)
Cycle 17 Day 1

Number of subjects expected to 74 (46.0%) 39 (23.8%) 113 (34.8%)

complete

Number of subjects completed 70 (94.6%) 30 (76.9%) 100 (88.5%)
Cycle 19 Day 1

Number of subjects expected to 64 (39.8%) 31 (18.9%) 95 (29.2%)

complete

Number of subjects completed 53 (82.8%) 24 (77.4%) 77 (81.1%)
Cycle 21 Day 1

Number of subjects expected to 59 (36.6%) 29 (17.7%) 88 (27.1%)

complete

Number of subjects completed 51 (86.4%) 23 (79.3%) 74 (84.1%)
Cycle 23 Day 1

Number of subjects expected to 58 (36.0%) 26 (15.9%) 84 (25.8%)

complete

Number of subjects completed 52 (89.7%) 20 (76.9%) 72 (85.7%)
Cycle 25 Day 1

Number of subjects expected to 48 (29.8%) 24 (14.6%) 72 (22.2%)

complete

Number of subjects completed 43 (89.6%) 19 (79.2%) 62 (86.1%)
Cycle 27 Day 1

Number of subjects expected to 44 (27.3%) 22 (13.4%) 66 (20.3%)

complete

Number of subjects completed 39 (88.6%) 17 (77.3%) 56 (84.8%)
Cycle 29 Day 1

Number of subjects expected to 40 (24.8%) 18 (11.0%) 58 (17.8%)

complete

Number of subjects completed 32 (80.0%) 17 (94.4%) 49 (84.5%)
Cycle 31 Day 1

Number of subjects expected to 34 (21.1%) 14 (8.5%) 48 (14.8%)

complete

Number of subjects completed 29 (85.3%) 11 (78.6%) 40 (83.3%)
Cycle 33 Day 1

Number of subjects expected to 27 (16.8%) 10 (6.1%) 37 (11.4%)

complete

Number of subjects completed 21 (77.8%) 9 (90.0%) 30 (81.1%)
Cycle 35 Day 1

Number of subjects expected to 24 (14.9%) 10 (6.1%) 34 (10.5%)

complete

Number of subjects completed 18 (75.0%) 9 (90.0%) 27 (79.4%)
Cycle 37 Day 1

Number of subjects expected to 22 (13.7%) 9 (5.5%) 31 (9.5%)

complete

Number of subjects completed 17 (77.3%) 7 (77.8%) 24 (77.4%)
Cycle 39 Day 1

Number of subjects expected to 18 (11.2%) 8 (4.9%) 26 (8.0%)

complete

Number of subjects completed 14 (77.8%) 5 (62.5%) 19 (73.1%)
Cycle 41 Day 1

Number of subjects expected to 16 (9.9%) 7 (4.3%) 23 (7.1%)

complete

Number of subjects completed 13 (81.2%) 4 (57.1%) 17 (73.9%)
Cycle 43 Day 1

Number of subjects expected to 14 (8.7%) 6 (3.7%) 20 (6.2%)

complete

Number of subjects completed 13 (92.9%) 4 (66.7%) 17 (85.0%)

Inavolisib (Itovebi® 74 von 1864



Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Cycle 45 Day 1

Number of subjects expected to 11 (6.8%) 4 (2.4%) 15 (4.6%)

complete

Number of subjects completed 7 (63.6%) 3 (75.0%) 10 (66.7%)
Cycle 47 Day 1

Number of subjects expected to 8 (5.0%) 2 (1.2%) 10 (3.1%)

complete

Number of subjects completed 6 (75.0%) 2 (100.0%) 8 (80.0%)
Cycle 49 Day 1

Number of subjects expected to 8 (5.0%) 1 (0.6%) 9 (2.8%)

complete

Number of subjects completed 3 (37.5%) 1 (100.0%) 4 (44.4%)
Cycle 51 Day 1

Number of subjects expected to 4 (2.5%) 1 (0.6%) 5 (1.5%)

complete

Number of subjects completed 2 (50.0%) 1 (100.0%) 3 (60.0%)
Cycle 53 Day 1

Number of subjects expected to 2 (1.2%) 1 (0.6%) 3 (0.9%)

complete

Number of subjects completed 1 (50.0%) 1 (100.0%) 2 (66.7%)
Cycle 55 Day 1

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 1 (100.0%) 1 (100.0%) 2 (100.0%)
Cycle 57 Day 1

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 1 (100.0%) 1 (100.0%) 2 (100.0%)
Cycle 59 Day 1

Number of subjects expected to 0 1 (0.6%) 1 (0.3%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Treatment Discontinuation

Number of subjects expected to 98 (60.9%) 132 (80.5%) 230 (70.8%)

complete

Number of subjects completed 79 (80.6%) 103 (78.0%) 182 (79.1%)
30 Day Safety Follow-up

Number of subjects expected to 38 (23.6%) 45 (27.4%) 83 (25.5%)

complete

Number of subjects completed 32 (84.2%) 40 (88.9%) 72 (86.7%)
Post-Treatment Follow Up Week 16

Number of subjects expected to 10 (6.2%) 6 (3.7%) 16 (4.9%)

complete

Number of subjects completed 9 (90.0%) 5 (83.3%) 14 (87.5%)
Post-Treatment Follow Up Week 24

Number of subjects expected to 4 (2.5%) 1 (0.6%) 5 (1.5%)

complete

Number of subjects completed 2 (50.0%) 0 (0.0%) 2 (40.0%)
Post-Treatment Follow Up Week 32

Number of subjects expected to 3 (1.9%) 1 (0.6%) 4 (1.2%)

complete

Number of subjects completed 1 (33.3%) 0 (0.0%) 1 (25.0%)
Post-Treatment Follow Up Week 40

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Post-Treatment Follow Up Week 48

Number of subjects expected to 2 (1.2%) 1 (0.6%) 3 (0.9%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
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Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Post-Treatment Follow Up Week 56

Number of subjects expected to 2 (1.2%) 0 2 (0.6%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 72

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 80

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 88

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 96

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Survival Follow-up Month 3

Number of subjects expected to 83 (51.6%) 115 (70.1%) 198 (60.9%)

complete

Number of subjects completed 19 (22.9%) 19 (16.5%) 38 (19.2%)
Survival Follow-up Month 6

Number of subjects expected to 71 (44.1%) 91 (55.5%) 162 (49.8%)

complete

Number of subjects completed 7 (9.9%) 5 (5.5%) 12 (7.4%)
Survival Follow-up Month 9

Number of subjects expected to 51 (31.7%) 73 (44.5%) 124 (38.2%)

complete

Number of subjects completed 5 (9.8%) 2 (2.7%) 7 (5.6%)
Survival Follow-up Month 12

Number of subjects expected to 41 (25.5%) 61 (37.2%) 102 (31.4%)

complete

Number of subjects completed 3 (7.3%) 1 (1.6%) 4 (3.9%)
Survival Follow-up Month 15

Number of subjects expected to 36 (22.4%) 49 (29.9%) 85 (26.2%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 18

Number of subjects expected to 29 (18.0%) 43 (26.2%) 72 (22.2%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 21

Number of subjects expected to 21 (13.0%) 33 (20.1%) 54 (16.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 24

Number of subjects expected to 14 (8.7%) 24 (14.6%) 38 (11.7%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 27

Number of subjects expected to 8 (5.0%) 20 (12.2%) 28 (8.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 30

Number of subjects expected to 3 (1.9%) 15 (9.1%) 18 (5.5%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
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Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)
Survival Follow-up Month 33
Number of subjects expected to 2 (1.2%) 9 (5.5%) 11 (3.4%)
complete
Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 36
Number of subjects expected to 0 6 (3.7%) 6 (1.8%)
complete
Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 39
Number of subjects expected to 0 3 (1.8%) 3 (0.9%)
complete
Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 42
Number of subjects expected to 0 3 (1.8%) 3 (0.9%)
complete
Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 45
Number of subjects expected to 0 1 (0.6%) 1 (0.3%)
complete
Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
EORTC QLQ-C30: Financial
difficulties
BASELINE
Number of subjects expected to 160 (99.4%) 164 (100%) 324 (99.7%)
complete
Number of subjects completed 149 (93.1%) 156 (95.1%) 305 (94.1%)
Cycle 2 Day 1
Number of subjects expected to 155 (96.3%) 161 (98.2%) 316 (97.2%)
complete
Number of subjects completed 143 (92.3%) 153 (95.0%) 296 (93.7%)
Cycle 3 Day 1
Number of subjects expected to 149 (92.5%) 145 (88.4%) 294 (90.5%)
complete
Number of subjects completed 137 (91.9%) 133 (91.7%) 270 (91.8%)
Cycle 5 Day 1
Number of subjects expected to 139 (86.3%) 118 (72.0%) 257 (79.1%)
complete
Number of subjects completed 127 (91.4%) 102 (86.4%) 229 (89.1%)
Cycle 7 Day 1
Number of subjects expected to 129 (80.1%) 101 (61.6%) 230 (70.8%)
complete
Number of subjects completed 112 (86.8%) 88 (87.1%) 200 (87.0%)
Cycle 9 Day 1
Number of subjects expected to 117 (72.7%) 84 (51.2%) 201 (61.8%)
complete
Number of subjects completed 104 (88.9%) 74 (88.1%) 178 (88.6%)
Cycle 11 Day 1
Number of subjects expected to 100 (62.1%) 66 (40.2%) 166 (51.1%)
complete
Number of subjects completed 91 (91.0%) 58 (87.9%) 149 (89.8%)
Cycle 13 Day 1
Number of subjects expected to 89 (55.3%) 53 (32.3%) 142 (43.7%)
complete
Number of subjects completed 79 (88.8%) 45 (84.9%) 124 (87.3%)
Cycle 15 Day 1
Number of subjects expected to 81 (50.3%) 46 (28.0%) 127 (39.1%)
complete
Number of subjects completed 73 (90.1%) 41 (89.1%) 114 (89.8%)
Cycle 17 Day 1
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Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Number of subjects expected to 74 (46.0%) 39 (23.8%) 113 (34.8%)

complete

Number of subjects completed 70 (94.6%) 30 (76.9%) 100 (88.5%)
Cycle 19 Day 1

Number of subjects expected to 64 (39.8%) 31 (18.9%) 95 (29.2%)

complete

Number of subjects completed 53 (82.8%) 24 (77.4%) 77 (81.1%)
Cycle 21 Day 1

Number of subjects expected to 59 (36.6%) 29 (17.7%) 88 (27.1%)

complete

Number of subjects completed 51 (86.4%) 23 (79.3%) 74 (84.1%)
Cycle 23 Day 1

Number of subjects expected to 58 (36.0%) 26 (15.9%) 84 (25.8%)

complete

Number of subjects completed 52 (89.7%) 20 (76.9%) 72 (85.7%)
Cycle 25 Day 1

Number of subjects expected to 48 (29.8%) 24 (14.6%) 72 (22.2%)

complete

Number of subjects completed 43 (89.6%) 19 (79.2%) 62 (86.1%)
Cycle 27 Day 1

Number of subjects expected to 44 (27.3%) 22 (13.4%) 66 (20.3%)

complete

Number of subjects completed 39 (88.6%) 17 (77.3%) 56 (84.8%)
Cycle 29 Day 1

Number of subjects expected to 40 (24.8%) 18 (11.0%) 58 (17.8%)

complete

Number of subjects completed 32 (80.0%) 17 (94.4%) 49 (84.5%)
Cycle 31 Day 1

Number of subjects expected to 34 (21.1%) 14 (8.5%) 48 (14.8%)

complete

Number of subjects completed 29 (85.3%) 11 (78.6%) 40 (83.3%)
Cycle 33 Day 1

Number of subjects expected to 27 (16.8%) 10 (6.1%) 37 (11.4%)

complete

Number of subjects completed 21 (77.8%) 9 (90.0%) 30 (81.1%)
Cycle 35 Day 1

Number of subjects expected to 24 (14.9%) 10 (6.1%) 34 (10.5%)

complete

Number of subjects completed 18 (75.0%) 9 (90.0%) 27 (79.4%)
Cycle 37 Day 1

Number of subjects expected to 22 (13.7%) 9 (5.5%) 31 (9.5%)

complete

Number of subjects completed 17 (77.3%) 7 (77.8%) 24 (77.4%)
Cycle 39 Day 1

Number of subjects expected to 18 (11.2%) 8 (4.9%) 26 (8.0%)

complete

Number of subjects completed 14 (77.8%) 5 (62.5%) 19 (73.1%)
Cycle 41 Day 1

Number of subjects expected to 16 (9.9%) 7 (4.3%) 23 (7.1%)

complete

Number of subjects completed 13 (81.2%) 4 (57.1%) 17 (73.9%)
Cycle 43 Day 1

Number of subjects expected to 14 (8.7%) 6 (3.7%) 20 (6.2%)

complete

Number of subjects completed 13 (92.9%) 4 (66.7%) 17 (85.0%)
Cycle 45 Day 1

Number of subjects expected to 11 (6.8%) 4 (2.4%) 15 (4.6%)

complete

Number of subjects completed 7 (63.6%) 3 (75.0%) 10 (66.7%)
Cycle 47 Day 1
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Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Number of subjects expected to 8 (5.0%) 2 (1.2%) 10 (3.1%)

complete

Number of subjects completed 6 (75.0%) 2 (100.0%) 8 (80.0%)
Cycle 49 Day 1

Number of subjects expected to 8 (5.0%) 1 (0.6%) 9 (2.8%)

complete

Number of subjects completed 3 (37.5%) 1 (100.0%) 4 (44.4%)
Cycle 51 Day 1

Number of subjects expected to 4 (2.5%) 1 (0.6%) 5 (1.5%)

complete

Number of subjects completed 2 (50.0%) 1 (100.0%) 3 (60.0%)
Cycle 53 Day 1

Number of subjects expected to 2 (1.2%) 1 (0.6%) 3 (0.9%)

complete

Number of subjects completed 1 (50.0%) 1 (100.0%) 2 (66.7%)
Cycle 55 Day 1

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 1 (100.0%) 1 (100.0%) 2 (100.0%)
Cycle 57 Day 1

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 1 (100.0%) 1 (100.0%) 2 (100.0%)
Cycle 59 Day 1

Number of subjects expected to 0 1 (0.6%) 1 (0.3%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Treatment Discontinuation

Number of subjects expected to 98 (60.9%) 132 (80.5%) 230 (70.8%)

complete

Number of subjects completed 79 (80.6%) 103 (78.0%) 182 (79.1%)
30 Day Safety Follow-up

Number of subjects expected to 38 (23.6%) 45 (27.4%) 83 (25.5%)

complete

Number of subjects completed 32 (84.2%) 40 (88.9%) 72 (86.7%)
Post-Treatment Follow Up Week 16

Number of subjects expected to 10 (6.2%) 6 (3.7%) 16 (4.9%)

complete

Number of subjects completed 9 (90.0%) 5 (83.3%) 14 (87.5%)
Post-Treatment Follow Up Week 24

Number of subjects expected to 4 (2.5%) 1 (0.6%) 5 (1.5%)

complete

Number of subjects completed 2 (50.0%) 0 (0.0%) 2 (40.0%)
Post-Treatment Follow Up Week 32

Number of subjects expected to 3 (1.9%) 1 (0.6%) 4 (1.2%)

complete

Number of subjects completed 1 (33.3%) 0 (0.0%) 1 (25.0%)
Post-Treatment Follow Up Week 40

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Post-Treatment Follow Up Week 48

Number of subjects expected to 2 (1.2%) 1 (0.6%) 3 (0.9%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Post-Treatment Follow Up Week 56

Number of subjects expected to 2 (1.2%) 0 2 (0.6%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 72
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Questionnaire

complete
Number of subjects completed

Survival Follow-up Month 6
Number of subjects expected to
complete
Number of subjects completed

Survival Follow-up Month 9
Number of subjects expected to
complete
Number of subjects completed

Survival Follow-up Month 12
Number of subjects expected to
complete
Number of subjects completed

Survival Follow-up Month 15
Number of subjects expected to
complete
Number of subjects completed

Survival Follow-up Month 18
Number of subjects expected to
complete

19 (22.9%)

71 (44.1%)

7 (9.9%)

51 (31.7%)

5 (9.8%)

41 (25.5%)

3 (7.3%)

36 (22.4%)

0 (0.0%)

29 (18.0%)

Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 80

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 88

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 96

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Survival Follow-up Month 3

Number of subjects expected to 83 (51.6%) 115 (70.1%) 198 (60.9%)

19 (16.5%)

91 (55.5%)

5 (5.5%)

73 (44.5%)

2 (2.7%)

61 (37.2%)

1 (1.6%)

49 (29.9%)

0 (0.0%)

43 (26.2%)

38 (19.2%)

162 (49.8%)

12 (7.4%)

124 (38.2%)

7 (5.6%)

102 (31.4%)

4 (3.9%)

85 (26.2%)

0 (0.0%)

72 (22.2%)

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 21

Number of subjects expected to 21 (13.0%) 33 (20.1%) 54 (16.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 24

Number of subjects expected to 14 (8.7%) 24 (14.6%) 38 (11.7%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 27

Number of subjects expected to 8 (5.0%) 20 (12.2%) 28 (8.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 30

Number of subjects expected to 3 (1.9%) 15 (9.1%) 18 (5.5%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 33

Number of subjects expected to 2 (1.2%) 9 (5.5%) 11 (3.4%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 36
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Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)
Number of subjects expected to 0 6 (3.7%) 6 (1.8%)
complete
Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 39
Number of subjects expected to 0 3(1.8%) 3 (0.9%)
complete
Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 42
Number of subjects expected to 0 3 (1.8%) 3 (0.9%)
complete
Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 45
Number of subjects expected to 0 1 (0.6%) 1 (0.3%)
complete
Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
EORTC QLQ-C30: Nausea and
vomiting
BASELINE
Number of subjects expected to 160 (99.4%) 164 (100%) 324 (99.7%)
complete
Number of subjects completed 149 (93.1%) 156 (95.1%) 305 (94.1%)
Cycle 2 Day 1
Number of subjects expected to 155 (96.3%) 161 (98.2%) 316 (97.2%)
complete
Number of subjects completed 143 (92.3%) 153 (95.0%) 296 (93.7%)
Cycle 3Day 1
Number of subjects expected to 149 (92.5%) 145 (88.4%) 294 (90.5%)
complete
Number of subjects completed 137 (91.9%) 133 (91.7%) 270 (91.8%)
Cycle 5 Day 1
Number of subjects expected to 139 (86.3%) 118 (72.0%) 257 (79.1%)
complete
Number of subjects completed 127 (91.4%) 102 (86.4%) 229 (89.1%)
Cycle 7 Day 1
Number of subjects expected to 129 (80.1%) 101 (61.6%) 230 (70.8%)
complete
Number of subjects completed 112 (86.8%) 89 (88.1%) 201 (87.4%)
Cycle 9 Day 1
Number of subjects expected to 117 (72.7%) 84 (51.2%) 201 (61.8%)
complete
Number of subjects completed 104 (88.9%) 74 (88.1%) 178 (88.6%)
Cycle 11 Day 1
Number of subjects expected to 100 (62.1%) 66 (40.2%) 166 (51.1%)
complete
Number of subjects completed 91 (91.0%) 58 (87.9%) 149 (89.8%)
Cycle 13 Day 1
Number of subjects expected to 89 (55.3%) 53 (32.3%) 142 (43.7%)
complete
Number of subjects completed 79 (88.8%) 45 (84.9%) 124 (87.3%)
Cycle 15 Day 1
Number of subjects expected to 81 (50.3%) 46 (28.0%) 127 (39.1%)
complete
Number of subjects completed 73 (90.1%) 41 (89.1%) 114 (89.8%)
Cycle 17 Day 1
Number of subjects expected to 74 (46.0%) 39 (23.8%) 113 (34.8%)
complete
Number of subjects completed 70 (94.6%) 30 (76.9%) 100 (88.5%)
Cycle 19 Day 1
Number of subjects expected to 64 (39.8%) 31 (18.9%) 95 (29.2%)
complete
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Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Number of subjects completed 53 (82.8%) 24 (77.4%) 77 (81.1%)
Cycle 21 Day 1

Number of subjects expected to 59 (36.6%) 29 (17.7%) 88 (27.1%)

complete

Number of subjects completed 51 (86.4%) 23 (79.3%) 74 (84.1%)
Cycle 23 Day 1

Number of subjects expected to 58 (36.0%) 26 (15.9%) 84 (25.8%)

complete

Number of subjects completed 52 (89.7%) 20 (76.9%) 72 (85.7%)
Cycle 25 Day 1

Number of subjects expected to 48 (29.8%) 24 (14.6%) 72 (22.2%)

complete

Number of subjects completed 43 (89.6%) 19 (79.2%) 62 (86.1%)
Cycle 27 Day 1

Number of subjects expected to 44 (27.3%) 22 (13.4%) 66 (20.3%)

complete

Number of subjects completed 39 (88.6%) 17 (77.3%) 56 (84.8%)
Cycle 29 Day 1

Number of subjects expected to 40 (24.8%) 18 (11.0%) 58 (17.8%)

complete

Number of subjects completed 32 (80.0%) 17 (94.4%) 49 (84.5%)
Cycle 31 Day 1

Number of subjects expected to 34 (21.1%) 14 (8.5%) 48 (14.8%)

complete

Number of subjects completed 29 (85.3%) 11 (78.6%) 40 (83.3%)
Cycle 33 Day 1

Number of subjects expected to 27 (16.8%) 10 (6.1%) 37 (11.4%)

complete

Number of subjects completed 21 (77.8%) 9 (90.0%) 30 (81.1%)
Cycle 35 Day 1

Number of subjects expected to 24 (14.9%) 10 (6.1%) 34 (10.5%)

complete

Number of subjects completed 18 (75.0%) 9 (90.0%) 27 (79.4%)
Cycle 37 Day 1

Number of subjects expected to 22 (13.7%) 9 (5.5%) 31 (9.5%)

complete

Number of subjects completed 17 (77.3%) 7 (77.8%) 24 (77.4%)
Cycle 39 Day 1

Number of subjects expected to 18 (11.2%) 8 (4.9%) 26 (8.0%)

complete

Number of subjects completed 14 (77.8%) 5 (62.5%) 19 (73.1%)
Cycle 41 Day 1

Number of subjects expected to 16 (9.9%) 7 (4.3%) 23 (7.1%)

complete

Number of subjects completed 13 (81.2%) 4 (57.1%) 17 (73.9%)
Cycle 43 Day 1

Number of subjects expected to 14 (8.7%) 6 (3.7%) 20 (6.2%)

complete

Number of subjects completed 13 (92.9%) 4 (66.7%) 17 (85.0%)
Cycle 45 Day 1

Number of subjects expected to 11 (6.8%) 4 (2.4%) 15 (4.6%)

complete

Number of subjects completed 7 (63.6%) 3 (75.0%) 10 (66.7%)
Cycle 47 Day 1

Number of subjects expected to 8 (5.0%) 2 (1.2%) 10 (3.1%)

complete

Number of subjects completed 6 (75.0%) 2 (100.0%) 8 (80.0%)
Cycle 49 Day 1

Number of subjects expected to 8 (5.0%) 1 (0.6%) 9 (2.8%)

complete
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Number of subjects completed 3 (37.5%) 1 (100.0%) 4 (44.4%)
Cycle 51 Day 1

Number of subjects expected to 4 (2.5%) 1 (0.6%) 5 (1.5%)

complete

Number of subjects completed 2 (50.0%) 1 (100.0%) 3 (60.0%)
Cycle 53 Day 1

Number of subjects expected to 2 (1.2%) 1 (0.6%) 3 (0.9%)

complete

Number of subjects completed 1 (50.0%) 1 (100.0%) 2 (66.7%)
Cycle 55 Day 1

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 1 (100.0%) 1 (100.0%) 2 (100.0%)
Cycle 57 Day 1

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 1 (100.0%) 1 (100.0%) 2 (100.0%)
Cycle 59 Day 1

Number of subjects expected to 0 1 (0.6%) 1 (0.3%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Treatment Discontinuation

Number of subjects expected to 98 (60.9%) 132 (80.5%) 230 (70.8%)

complete

Number of subjects completed 79 (80.6%) 103 (78.0%) 182 (79.1%)
30 Day Safety Follow-up

Number of subjects expected to 38 (23.6%) 45 (27.4%) 83 (25.5%)

complete

Number of subjects completed 32 (84.2%) 40 (88.9%) 72 (86.7%)
Post-Treatment Follow Up Week 16

Number of subjects expected to 10 (6.2%) 6 (3.7%) 16 (4.9%)

complete

Number of subjects completed 9 (90.0%) 5 (83.3%) 14 (87.5%)
Post-Treatment Follow Up Week 24

Number of subjects expected to 4 (2.5%) 1 (0.6%) 5 (1.5%)

complete

Number of subjects completed 2 (50.0%) 0 (0.0%) 2 (40.0%)
Post-Treatment Follow Up Week 32

Number of subjects expected to 3 (1.9%) 1 (0.6%) 4 (1.2%)

complete

Number of subjects completed 1 (33.3%) 0 (0.0%) 1 (25.0%)
Post-Treatment Follow Up Week 40

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Post-Treatment Follow Up Week 48

Number of subjects expected to 2 (1.2%) 1 (0.6%) 3 (0.9%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Post-Treatment Follow Up Week 56

Number of subjects expected to 2 (1.2%) 0 2 (0.6%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 72

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 80

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Questionnaire

complete
Number of subjects completed

Survival Follow-up Month 6
Number of subjects expected to
complete
Number of subjects completed

Survival Follow-up Month 9
Number of subjects expected to
complete
Number of subjects completed

Survival Follow-up Month 12
Number of subjects expected to
complete
Number of subjects completed

Survival Follow-up Month 15
Number of subjects expected to
complete

19 (22.9%)

71 (44.1%)

7 (9.9%)

51 (31.7%)

5 (9.8%)

41 (25.5%)

3 (7.3%)

36 (22.4%)

Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 88

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 96

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Survival Follow-up Month 3

Number of subjects expected to 83 (51.6%) 115 (70.1%) 198 (60.9%)

19 (16.5%)

91 (55.5%)

5 (5.5%)

73 (44.5%)

2 (2.7%)

61 (37.2%)

1 (1.6%)

49 (29.9%)

38 (19.2%)

162 (49.8%)

12 (7.4%)

124 (38.2%)

7 (5.6%)

102 (31.4%)

4 (3.9%)

85 (26.2%)

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 18

Number of subjects expected to 29 (18.0%) 43 (26.2%) 72 (22.2%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 21

Number of subjects expected to 21 (13.0%) 33 (20.1%) 54 (16.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 24

Number of subjects expected to 14 (8.7%) 24 (14.6%) 38 (11.7%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 27

Number of subjects expected to 8 (5.0%) 20 (12.2%) 28 (8.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 30

Number of subjects expected to 3 (1.9%) 15 (9.1%) 18 (5.5%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 33

Number of subjects expected to 2 (1.2%) 9 (5.5%) 11 (3.4%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 36

Number of subjects expected to 0 6 (3.7%) 6 (1.8%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 39

Number of subjects expected to 0 3(1.8%) 3 (0.9%)

complete
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Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)
Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 42
Number of subjects expected to 0 3(1.8%) 3 (0.9%)
complete
Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 45
Number of subjects expected to 0 1 (0.6%) 1 (0.3%)
complete
Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
EORTC QLQ-C30: Pain
BASELINE
Number of subjects expected to 160 (99.4%) 164 (100%) 324 (99.7%)
complete
Number of subjects completed 149 (93.1%) 156 (95.1%) 305 (94.1%)
Cycle 2 Day 1
Number of subjects expected to 155 (96.3%) 161 (98.2%) 316 (97.2%)
complete
Number of subjects completed 143 (92.3%) 153 (95.0%) 296 (93.7%)
Cycle 3 Day 1
Number of subjects expected to 149 (92.5%) 145 (88.4%) 294 (90.5%)
complete
Number of subjects completed 137 (91.9%) 133 (91.7%) 270 (91.8%)
Cycle 5 Day 1
Number of subjects expected to 139 (86.3%) 118 (72.0%) 257 (79.1%)
complete
Number of subjects completed 127 (91.4%) 102 (86.4%) 229 (89.1%)
Cycle 7 Day 1
Number of subjects expected to 129 (80.1%) 101 (61.6%) 230 (70.8%)
complete
Number of subjects completed 112 (86.8%) 89 (88.1%) 201 (87.4%)
Cycle 9 Day 1
Number of subjects expected to 117 (72.7%) 84 (51.2%) 201 (61.8%)
complete
Number of subjects completed 104 (88.9%) 74 (88.1%) 178 (88.6%)
Cycle 11 Day 1
Number of subjects expected to 100 (62.1%) 66 (40.2%) 166 (51.1%)
complete
Number of subjects completed 91 (91.0%) 58 (87.9%) 149 (89.8%)
Cycle 13 Day 1
Number of subjects expected to 89 (55.3%) 53 (32.3%) 142 (43.7%)
complete
Number of subjects completed 79 (88.8%) 45 (84.9%) 124 (87.3%)
Cycle 15 Day 1
Number of subjects expected to 81 (50.3%) 46 (28.0%) 127 (39.1%)
complete
Number of subjects completed 73 (90.1%) 41 (89.1%) 114 (89.8%)
Cycle 17 Day 1
Number of subjects expected to 74 (46.0%) 39 (23.8%) 113 (34.8%)
complete
Number of subjects completed 70 (94.6%) 30 (76.9%) 100 (88.5%)
Cycle 19 Day 1
Number of subjects expected to 64 (39.8%) 31 (18.9%) 95 (29.2%)
complete
Number of subjects completed 53 (82.8%) 24 (77.4%) 77 (81.1%)
Cycle 21 Day 1
Number of subjects expected to 59 (36.6%) 29 (17.7%) 88 (27.1%)
complete
Number of subjects completed 51 (86.4%) 23 (79.3%) 74 (84.1%)
Cycle 23 Day 1
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Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Number of subjects expected to 58 (36.0%) 26 (15.9%) 84 (25.8%)

complete

Number of subjects completed 52 (89.7%) 20 (76.9%) 72 (85.7%)
Cycle 25 Day 1

Number of subjects expected to 48 (29.8%) 24 (14.6%) 72 (22.2%)

complete

Number of subjects completed 43 (89.6%) 19 (79.2%) 62 (86.1%)
Cycle 27 Day 1

Number of subjects expected to 44 (27.3%) 22 (13.4%) 66 (20.3%)

complete

Number of subjects completed 39 (88.6%) 17 (77.3%) 56 (84.8%)
Cycle 29 Day 1

Number of subjects expected to 40 (24.8%) 18 (11.0%) 58 (17.8%)

complete

Number of subjects completed 32 (80.0%) 17 (94.4%) 49 (84.5%)
Cycle 31 Day 1

Number of subjects expected to 34 (21.1%) 14 (8.5%) 48 (14.8%)

complete

Number of subjects completed 29 (85.3%) 11 (78.6%) 40 (83.3%)
Cycle 33 Day 1

Number of subjects expected to 27 (16.8%) 10 (6.1%) 37 (11.4%)

complete

Number of subjects completed 21 (77.8%) 9 (90.0%) 30 (81.1%)
Cycle 35 Day 1

Number of subjects expected to 24 (14.9%) 10 (6.1%) 34 (10.5%)

complete

Number of subjects completed 18 (75.0%) 9 (90.0%) 27 (79.4%)
Cycle 37 Day 1

Number of subjects expected to 22 (13.7%) 9 (5.5%) 31 (9.5%)

complete

Number of subjects completed 17 (77.3%) 7 (77.8%) 24 (77.4%)
Cycle 39 Day 1

Number of subjects expected to 18 (11.2%) 8 (4.9%) 26 (8.0%)

complete

Number of subjects completed 14 (77.8%) 5 (62.5%) 19 (73.1%)
Cycle 41 Day 1

Number of subjects expected to 16 (9.9%) 7 (4.3%) 23 (7.1%)

complete

Number of subjects completed 13 (81.2%) 4 (57.1%) 17 (73.9%)
Cycle 43 Day 1

Number of subjects expected to 14 (8.7%) 6 (3.7%) 20 (6.2%)

complete

Number of subjects completed 13 (92.9%) 4 (66.7%) 17 (85.0%)
Cycle 45 Day 1

Number of subjects expected to 11 (6.8%) 4 (2.4%) 15 (4.6%)

complete

Number of subjects completed 7 (63.6%) 3 (75.0%) 10 (66.7%)
Cycle 47 Day 1

Number of subjects expected to 8 (5.0%) 2 (1.2%) 10 (3.1%)

complete

Number of subjects completed 6 (75.0%) 2 (100.0%) 8 (80.0%)
Cycle 49 Day 1

Number of subjects expected to 8 (5.0%) 1 (0.6%) 9 (2.8%)

complete

Number of subjects completed 3 (37.5%) 1 (100.0%) 4 (44.4%)
Cycle 51 Day 1

Number of subjects expected to 4 (2.5%) 1 (0.6%) 5 (1.5%)

complete

Number of subjects completed 2 (50.0%) 1 (100.0%) 3 (60.0%)
Cycle 53 Day 1
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Number of subjects expected to 2 (1.2%) 1 (0.6%) 3 (0.9%)

complete

Number of subjects completed 1 (50.0%) 1 (100.0%) 2 (66.7%)
Cycle 55 Day 1

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 1 (100.0%) 1 (100.0%) 2 (100.0%)
Cycle 57 Day 1

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 1 (100.0%) 1 (100.0%) 2 (100.0%)
Cycle 59 Day 1

Number of subjects expected to 0 1 (0.6%) 1 (0.3%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Treatment Discontinuation

Number of subjects expected to 98 (60.9%) 132 (80.5%) 230 (70.8%)

complete

Number of subjects completed 79 (80.6%) 103 (78.0%) 182 (79.1%)
30 Day Safety Follow-up

Number of subjects expected to 38 (23.6%) 45 (27.4%) 83 (25.5%)

complete

Number of subjects completed 32 (84.2%) 40 (88.9%) 72 (86.7%)
Post-Treatment Follow Up Week 16

Number of subjects expected to 10 (6.2%) 6 (3.7%) 16 (4.9%)

complete

Number of subjects completed 9 (90.0%) 5 (83.3%) 14 (87.5%)
Post-Treatment Follow Up Week 24

Number of subjects expected to 4 (2.5%) 1 (0.6%) 5 (1.5%)

complete

Number of subjects completed 2 (50.0%) 0 (0.0%) 2 (40.0%)
Post-Treatment Follow Up Week 32

Number of subjects expected to 3 (1.9%) 1 (0.6%) 4 (1.2%)

complete

Number of subjects completed 1 (33.3%) 0 (0.0%) 1 (25.0%)
Post-Treatment Follow Up Week 40

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Post-Treatment Follow Up Week 48

Number of subjects expected to 2 (1.2%) 1 (0.6%) 3 (0.9%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Post-Treatment Follow Up Week 56

Number of subjects expected to 2 (1.2%) 0 2 (0.6%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 72

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 80

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 88

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 96
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Survival Follow-up Month 3

Number of subjects expected to 83 (51.6%) 115 (70.1%) 198 (60.9%)

complete

Number of subjects completed 19 (22.9%) 19 (16.5%) 38 (19.2%)
Survival Follow-up Month 6

Number of subjects expected to 71 (44.1%) 91 (55.5%) 162 (49.8%)

complete

Number of subjects completed 7 (9.9%) 5 (5.5%) 12 (7.4%)
Survival Follow-up Month 9

Number of subjects expected to 51 (31.7%) 73 (44.5%) 124 (38.2%)

complete

Number of subjects completed 5 (9.8%) 2 (2.7%) 7 (5.6%)
Survival Follow-up Month 12

Number of subjects expected to 41 (25.5%) 61 (37.2%) 102 (31.4%)

complete

Number of subjects completed 3 (7.3%) 1 (1.6%) 4 (3.9%)
Survival Follow-up Month 15

Number of subjects expected to 36 (22.4%) 49 (29.9%) 85 (26.2%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 18

Number of subjects expected to 29 (18.0%) 43 (26.2%) 72 (22.2%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 21

Number of subjects expected to 21 (13.0%) 33 (20.1%) 54 (16.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 24

Number of subjects expected to 14 (8.7%) 24 (14.6%) 38 (11.7%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 27

Number of subjects expected to 8 (5.0%) 20 (12.2%) 28 (8.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 30

Number of subjects expected to 3 (1.9%) 15 (9.1%) 18 (5.5%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 33

Number of subjects expected to 2 (1.2%) 9 (5.5%) 11 (3.4%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 36

Number of subjects expected to 0 6 (3.7%) 6 (1.8%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 39

Number of subjects expected to 0 3 (1.8%) 3 (0.9%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 42

Number of subjects expected to 0 3 (1.8%) 3 (0.9%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 45
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)
Number of subjects expected to 0 1 (0.6%) 1 (0.3%)
complete
Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
EORTC QLQ-C30: Physical
functioning (revised)
BASELINE
Number of subjects expected to 160 (99.4%) 164 (100%) 324 (99.7%)
complete
Number of subjects completed 149 (93.1%) 156 (95.1%) 305 (94.1%)
Cycle 2 Day 1
Number of subjects expected to 155 (96.3%) 161 (98.2%) 316 (97.2%)
complete
Number of subjects completed 143 (92.3%) 153 (95.0%) 296 (93.7%)
Cycle 3 Day 1
Number of subjects expected to 149 (92.5%) 145 (88.4%) 294 (90.5%)
complete
Number of subjects completed 137 (91.9%) 133 (91.7%) 270 (91.8%)
Cycle 5 Day 1
Number of subjects expected to 139 (86.3%) 118 (72.0%) 257 (79.1%)
complete
Number of subjects completed 127 (91.4%) 102 (86.4%) 229 (89.1%)
Cycle 7 Day 1
Number of subjects expected to 129 (80.1%) 101 (61.6%) 230 (70.8%)
complete
Number of subjects completed 112 (86.8%) 89 (88.1%) 201 (87.4%)
Cycle 9 Day 1
Number of subjects expected to 117 (72.7%) 84 (51.2%) 201 (61.8%)
complete
Number of subjects completed 104 (88.9%) 74 (88.1%) 178 (88.6%)
Cycle 11 Day 1
Number of subjects expected to 100 (62.1%) 66 (40.2%) 166 (51.1%)
complete
Number of subjects completed 91 (91.0%) 58 (87.9%) 149 (89.8%)
Cycle 13 Day 1
Number of subjects expected to 89 (55.3%) 53 (32.3%) 142 (43.7%)
complete
Number of subjects completed 79 (88.8%) 45 (84.9%) 124 (87.3%)
Cycle 15 Day 1
Number of subjects expected to 81 (50.3%) 46 (28.0%) 127 (39.1%)
complete
Number of subjects completed 73 (90.1%) 41 (89.1%) 114 (89.8%)
Cycle 17 Day 1
Number of subjects expected to 74 (46.0%) 39 (23.8%) 113 (34.8%)
complete
Number of subjects completed 70 (94.6%) 30 (76.9%) 100 (88.5%)
Cycle 19 Day 1
Number of subjects expected to 64 (39.8%) 31 (18.9%) 95 (29.2%)
complete
Number of subjects completed 53 (82.8%) 24 (77.4%) 77 (81.1%)
Cycle 21 Day 1
Number of subjects expected to 59 (36.6%) 29 (17.7%) 88 (27.1%)
complete
Number of subjects completed 51 (86.4%) 23 (79.3%) 74 (84.1%)
Cycle 23 Day 1
Number of subjects expected to 58 (36.0%) 26 (15.9%) 84 (25.8%)
complete
Number of subjects completed 52 (89.7%) 20 (76.9%) 72 (85.7%)
Cycle 25 Day 1
Number of subjects expected to 48 (29.8%) 24 (14.6%) 72 (22.2%)
complete
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Number of subjects completed 43 (89.6%) 19 (79.2%) 62 (86.1%)
Cycle 27 Day 1

Number of subjects expected to 44 (27.3%) 22 (13.4%) 66 (20.3%)

complete

Number of subjects completed 39 (88.6%) 17 (77.3%) 56 (84.8%)
Cycle 29 Day 1

Number of subjects expected to 40 (24.8%) 18 (11.0%) 58 (17.8%)

complete

Number of subjects completed 32 (80.0%) 17 (94.4%) 49 (84.5%)
Cycle 31 Day 1

Number of subjects expected to 34 (21.1%) 14 (8.5%) 48 (14.8%)

complete

Number of subjects completed 29 (85.3%) 11 (78.6%) 40 (83.3%)
Cycle 33 Day 1

Number of subjects expected to 27 (16.8%) 10 (6.1%) 37 (11.4%)

complete

Number of subjects completed 21 (77.8%) 9 (90.0%) 30 (81.1%)
Cycle 35 Day 1

Number of subjects expected to 24 (14.9%) 10 (6.1%) 34 (10.5%)

complete

Number of subjects completed 18 (75.0%) 9 (90.0%) 27 (79.4%)
Cycle 37 Day 1

Number of subjects expected to 22 (13.7%) 9 (5.5%) 31 (9.5%)

complete

Number of subjects completed 17 (77.3%) 7 (77.8%) 24 (77.4%)
Cycle 39 Day 1

Number of subjects expected to 18 (11.2%) 8 (4.9%) 26 (8.0%)

complete

Number of subjects completed 14 (77.8%) 5 (62.5%) 19 (73.1%)
Cycle 41 Day 1

Number of subjects expected to 16 (9.9%) 7 (4.3%) 23 (7.1%)

complete

Number of subjects completed 13 (81.2%) 4 (57.1%) 17 (73.9%)
Cycle 43 Day 1

Number of subjects expected to 14 (8.7%) 6 (3.7%) 20 (6.2%)

complete

Number of subjects completed 13 (92.9%) 4 (66.7%) 17 (85.0%)
Cycle 45 Day 1

Number of subjects expected to 11 (6.8%) 4 (2.4%) 15 (4.6%)

complete

Number of subjects completed 7 (63.6%) 3 (75.0%) 10 (66.7%)
Cycle 47 Day 1

Number of subjects expected to 8 (5.0%) 2 (1.2%) 10 (3.1%)

complete

Number of subjects completed 6 (75.0%) 2 (100.0%) 8 (80.0%)
Cycle 49 Day 1

Number of subjects expected to 8 (5.0%) 1 (0.6%) 9 (2.8%)

complete

Number of subjects completed 3 (37.5%) 1 (100.0%) 4 (44.4%)
Cycle 51 Day 1

Number of subjects expected to 4 (2.5%) 1 (0.6%) 5 (1.5%)

complete

Number of subjects completed 2 (50.0%) 1 (100.0%) 3 (60.0%)
Cycle 53 Day 1

Number of subjects expected to 2 (1.2%) 1 (0.6%) 3 (0.9%)

complete

Number of subjects completed 1 (50.0%) 1 (100.0%) 2 (66.7%)
Cycle 55 Day 1

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Number of subjects completed 1 (100.0%) 1 (100.0%) 2 (100.0%)
Cycle 57 Day 1

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 1 (100.0%) 1 (100.0%) 2 (100.0%)
Cycle 59 Day 1

Number of subjects expected to 0 1 (0.6%) 1 (0.3%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Treatment Discontinuation

Number of subjects expected to 98 (60.9%) 132 (80.5%) 230 (70.8%)

complete

Number of subjects completed 79 (80.6%) 103 (78.0%) 182 (79.1%)
30 Day Safety Follow-up

Number of subjects expected to 38 (23.6%) 45 (27.4%) 83 (25.5%)

complete

Number of subjects completed 32 (84.2%) 40 (88.9%) 72 (86.7%)
Post-Treatment Follow Up Week 16

Number of subjects expected to 10 (6.2%) 6 (3.7%) 16 (4.9%)

complete

Number of subjects completed 9 (90.0%) 5 (83.3%) 14 (87.5%)
Post-Treatment Follow Up Week 24

Number of subjects expected to 4 (2.5%) 1 (0.6%) 5 (1.5%)

complete

Number of subjects completed 2 (50.0%) 0 (0.0%) 2 (40.0%)
Post-Treatment Follow Up Week 32

Number of subjects expected to 3 (1.9%) 1 (0.6%) 4 (1.2%)

complete

Number of subjects completed 1 (33.3%) 0 (0.0%) 1 (25.0%)
Post-Treatment Follow Up Week 40

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Post-Treatment Follow Up Week 48

Number of subjects expected to 2 (1.2%) 1 (0.6%) 3 (0.9%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Post-Treatment Follow Up Week 56

Number of subjects expected to 2 (1.2%) 0 2 (0.6%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 72

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 80

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 88

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 96

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Survival Follow-up Month 3

Number of subjects expected to 83 (51.6%) 115 (70.1%) 198 (60.9%)

complete
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)
Number of subjects completed 19 (22.9%) 19 (16.5%) 38 (19.2%)
Survival Follow-up Month 6
Number of subjects expected to 71 (44.1%) 91 (55.5%) 162 (49.8%)
complete
Number of subjects completed 7 (9.9%) 5 (5.5%) 12 (7.4%)
Survival Follow-up Month 9
Number of subjects expected to 51 (31.7%) 73 (44.5%) 124 (38.2%)
complete
Number of subjects completed 5 (9.8%) 2 (2.7%) 7 (5.6%)
Survival Follow-up Month 12
Number of subjects expected to 41 (25.5%) 61 (37.2%) 102 (31.4%)
complete
Number of subjects completed 3 (7.3%) 1 (1.6%) 4 (3.9%)
Survival Follow-up Month 15
Number of subjects expected to 36 (22.4%) 49 (29.9%) 85 (26.2%)
complete
Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 18
Number of subjects expected to 29 (18.0%) 43 (26.2%) 72 (22.2%)
complete
Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 21
Number of subjects expected to 21 (13.0%) 33 (20.1%) 54 (16.6%)
complete
Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 24
Number of subjects expected to 14 (8.7%) 24 (14.6%) 38 (11.7%)
complete
Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 27
Number of subjects expected to 8 (5.0%) 20 (12.2%) 28 (8.6%)
complete
Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 30
Number of subjects expected to 3 (1.9%) 15 (9.1%) 18 (5.5%)
complete
Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 33
Number of subjects expected to 2 (1.2%) 9 (5.5%) 11 (3.4%)
complete
Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 36
Number of subjects expected to 0 6 (3.7%) 6 (1.8%)
complete
Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 39
Number of subjects expected to 0 3 (1.8%) 3 (0.9%)
complete
Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 42
Number of subjects expected to 0 3 (1.8%) 3 (0.9%)
complete
Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 45
Number of subjects expected to 0 1 (0.6%) 1 (0.3%)
complete
Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
EORTC QLQ-C30: Global health
status/QolL (revised)
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

BASELINE

Number of subjects expected to 160 (99.4%) 164 (100%) 324 (99.7%)

complete

Number of subjects completed 149 (93.1%) 156 (95.1%) 305 (94.1%)
Cycle 2 Day 1

Number of subjects expected to 155 (96.3%) 161 (98.2%) 316 (97.2%)

complete

Number of subjects completed 143 (92.3%) 153 (95.0%) 296 (93.7%)
Cycle 3Day 1

Number of subjects expected to 149 (92.5%) 145 (88.4%) 294 (90.5%)

complete

Number of subjects completed 137 (91.9%) 133 (91.7%) 270 (91.8%)
Cycle 5 Day 1

Number of subjects expected to 139 (86.3%) 118 (72.0%) 257 (79.1%)

complete

Number of subjects completed 127 (91.4%) 102 (86.4%) 229 (89.1%)
Cycle 7 Day 1

Number of subjects expected to 129 (80.1%) 101 (61.6%) 230 (70.8%)

complete

Number of subjects completed 112 (86.8%) 89 (88.1%) 201 (87.4%)
Cycle 9 Day 1

Number of subjects expected to 117 (72.7%) 84 (51.2%) 201 (61.8%)

complete

Number of subjects completed 104 (88.9%) 74 (88.1%) 178 (88.6%)
Cycle 11 Day 1

Number of subjects expected to 100 (62.1%) 66 (40.2%) 166 (51.1%)

complete

Number of subjects completed 91 (91.0%) 58 (87.9%) 149 (89.8%)
Cycle 13 Day 1

Number of subjects expected to 89 (55.3%) 53 (32.3%) 142 (43.7%)

complete

Number of subjects completed 79 (88.8%) 45 (84.9%) 124 (87.3%)
Cycle 15 Day 1

Number of subjects expected to 81 (50.3%) 46 (28.0%) 127 (39.1%)

complete

Number of subjects completed 73 (90.1%) 41 (89.1%) 114 (89.8%)
Cycle 17 Day 1

Number of subjects expected to 74 (46.0%) 39 (23.8%) 113 (34.8%)

complete

Number of subjects completed 70 (94.6%) 30 (76.9%) 100 (88.5%)
Cycle 19 Day 1

Number of subjects expected to 64 (39.8%) 31 (18.9%) 95 (29.2%)

complete

Number of subjects completed 53 (82.8%) 24 (77.4%) 77 (81.1%)
Cycle 21 Day 1

Number of subjects expected to 59 (36.6%) 29 (17.7%) 88 (27.1%)

complete

Number of subjects completed 51 (86.4%) 23 (79.3%) 74 (84.1%)
Cycle 23 Day 1

Number of subjects expected to 58 (36.0%) 26 (15.9%) 84 (25.8%)

complete

Number of subjects completed 52 (89.7%) 20 (76.9%) 72 (85.7%)
Cycle 25 Day 1

Number of subjects expected to 48 (29.8%) 24 (14.6%) 72 (22.2%)

complete

Number of subjects completed 43 (89.6%) 19 (79.2%) 62 (86.1%)
Cycle 27 Day 1

Number of subjects expected to 44 (27.3%) 22 (13.4%) 66 (20.3%)

complete

Number of subjects completed 39 (88.6%) 17 (77.3%) 56 (84.8%)
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Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Cycle 29 Day 1

Number of subjects expected to 40 (24.8%) 18 (11.0%) 58 (17.8%)

complete

Number of subjects completed 32 (80.0%) 17 (94.4%) 49 (84.5%)
Cycle 31 Day 1

Number of subjects expected to 34 (21.1%) 14 (8.5%) 48 (14.8%)

complete

Number of subjects completed 29 (85.3%) 11 (78.6%) 40 (83.3%)
Cycle 33 Day 1

Number of subjects expected to 27 (16.8%) 10 (6.1%) 37 (11.4%)

complete

Number of subjects completed 21 (77.8%) 9 (90.0%) 30 (81.1%)
Cycle 35 Day 1

Number of subjects expected to 24 (14.9%) 10 (6.1%) 34 (10.5%)

complete

Number of subjects completed 18 (75.0%) 9 (90.0%) 27 (79.4%)
Cycle 37 Day 1

Number of subjects expected to 22 (13.7%) 9 (5.5%) 31 (9.5%)

complete

Number of subjects completed 17 (77.3%) 7 (77.8%) 24 (77.4%)
Cycle 39 Day 1

Number of subjects expected to 18 (11.2%) 8 (4.9%) 26 (8.0%)

complete

Number of subjects completed 14 (77.8%) 5 (62.5%) 19 (73.1%)
Cycle 41 Day 1

Number of subjects expected to 16 (9.9%) 7 (4.3%) 23 (7.1%)

complete

Number of subjects completed 13 (81.2%) 4 (57.1%) 17 (73.9%)
Cycle 43 Day 1

Number of subjects expected to 14 (8.7%) 6 (3.7%) 20 (6.2%)

complete

Number of subjects completed 13 (92.9%) 4 (66.7%) 17 (85.0%)
Cycle 45 Day 1

Number of subjects expected to 11 (6.8%) 4 (2.4%) 15 (4.6%)

complete

Number of subjects completed 7 (63.6%) 3 (75.0%) 10 (66.7%)
Cycle 47 Day 1

Number of subjects expected to 8 (5.0%) 2 (1.2%) 10 (3.1%)

complete

Number of subjects completed 6 (75.0%) 2 (100.0%) 8 (80.0%)
Cycle 49 Day 1

Number of subjects expected to 8 (5.0%) 1 (0.6%) 9 (2.8%)

complete

Number of subjects completed 3 (37.5%) 1 (100.0%) 4 (44.4%)
Cycle 51 Day 1

Number of subjects expected to 4 (2.5%) 1 (0.6%) 5 (1.5%)

complete

Number of subjects completed 2 (50.0%) 1 (100.0%) 3 (60.0%)
Cycle 53 Day 1

Number of subjects expected to 2 (1.2%) 1 (0.6%) 3 (0.9%)

complete

Number of subjects completed 1 (50.0%) 1 (100.0%) 2 (66.7%)
Cycle 55 Day 1

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 1 (100.0%) 1 (100.0%) 2 (100.0%)
Cycle 57 Day 1

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 1 (100.0%) 1 (100.0%) 2 (100.0%)
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Cycle 59 Day 1

Number of subjects expected to 0 1 (0.6%) 1 (0.3%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Treatment Discontinuation

Number of subjects expected to 98 (60.9%) 132 (80.5%) 230 (70.8%)

complete

Number of subjects completed 79 (80.6%) 103 (78.0%) 182 (79.1%)
30 Day Safety Follow-up

Number of subjects expected to 38 (23.6%) 45 (27.4%) 83 (25.5%)

complete

Number of subjects completed 32 (84.2%) 40 (88.9%) 72 (86.7%)
Post-Treatment Follow Up Week 16

Number of subjects expected to 10 (6.2%) 6 (3.7%) 16 (4.9%)

complete

Number of subjects completed 9 (90.0%) 5 (83.3%) 14 (87.5%)
Post-Treatment Follow Up Week 24

Number of subjects expected to 4 (2.5%) 1 (0.6%) 5 (1.5%)

complete

Number of subjects completed 2 (50.0%) 0 (0.0%) 2 (40.0%)
Post-Treatment Follow Up Week 32

Number of subjects expected to 3 (1.9%) 1 (0.6%) 4 (1.2%)

complete

Number of subjects completed 1 (33.3%) 0 (0.0%) 1 (25.0%)
Post-Treatment Follow Up Week 40

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Post-Treatment Follow Up Week 48

Number of subjects expected to 2 (1.2%) 1 (0.6%) 3 (0.9%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Post-Treatment Follow Up Week 56

Number of subjects expected to 2 (1.2%) 0 2 (0.6%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 72

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 80

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 88

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 96

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Survival Follow-up Month 3

Number of subjects expected to 83 (51.6%) 115 (70.1%) 198 (60.9%)

complete

Number of subjects completed 19 (22.9%) 19 (16.5%) 38 (19.2%)
Survival Follow-up Month 6

Number of subjects expected to 71 (44.1%) 91 (55.5%) 162 (49.8%)

complete

Number of subjects completed 7 (9.9%) 5 (5.5%) 12 (7.4%)
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)
Survival Follow-up Month 9
Number of subjects expected to 51 (31.7%) 73 (44.5%) 124 (38.2%)
complete
Number of subjects completed 5 (9.8%) 2 (2.7%) 7 (5.6%)
Survival Follow-up Month 12
Number of subjects expected to 41 (25.5%) 61 (37.2%) 102 (31.4%)
complete
Number of subjects completed 3 (7.3%) 1 (1.6%) 4 (3.9%)
Survival Follow-up Month 15
Number of subjects expected to 36 (22.4%) 49 (29.9%) 85 (26.2%)
complete
Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 18
Number of subjects expected to 29 (18.0%) 43 (26.2%) 72 (22.2%)
complete
Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 21
Number of subjects expected to 21 (13.0%) 33 (20.1%) 54 (16.6%)
complete
Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 24
Number of subjects expected to 14 (8.7%) 24 (14.6%) 38 (11.7%)
complete
Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 27
Number of subjects expected to 8 (5.0%) 20 (12.2%) 28 (8.6%)
complete
Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 30
Number of subjects expected to 3 (1.9%) 15 (9.1%) 18 (5.5%)
complete
Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 33
Number of subjects expected to 2 (1.2%) 9 (5.5%) 11 (3.4%)
complete
Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 36
Number of subjects expected to 0 6 (3.7%) 6 (1.8%)
complete
Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 39
Number of subjects expected to 0 3 (1.8%) 3 (0.9%)
complete
Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 42
Number of subjects expected to 0 3 (1.8%) 3 (0.9%)
complete
Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 45
Number of subjects expected to 0 1 (0.6%) 1 (0.3%)
complete
Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
EORTC QLQ-C30: Role functioning
(revised)
BASELINE
Number of subjects expected to 160 (99.4%) 164 (100%) 324 (99.7%)
complete
Number of subjects completed 149 (93.1%) 156 (95.1%) 305 (94.1%)
Cycle 2 Day 1
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Number of subjects expected to 155 (96.3%) 161 (98.2%) 316 (97.2%)

complete

Number of subjects completed 143 (92.3%) 153 (95.0%) 296 (93.7%)
Cycle 3 Day 1

Number of subjects expected to 149 (92.5%) 145 (88.4%) 294 (90.5%)

complete

Number of subjects completed 137 (91.9%) 133 (91.7%) 270 (91.8%)
Cycle 5 Day 1

Number of subjects expected to 139 (86.3%) 118 (72.0%) 257 (79.1%)

complete

Number of subjects completed 127 (91.4%) 102 (86.4%) 229 (89.1%)
Cycle 7 Day 1

Number of subjects expected to 129 (80.1%) 101 (61.6%) 230 (70.8%)

complete

Number of subjects completed 112 (86.8%) 89 (88.1%) 201 (87.4%)
Cycle 9 Day 1

Number of subjects expected to 117 (72.7%) 84 (51.2%) 201 (61.8%)

complete

Number of subjects completed 104 (88.9%) 74 (88.1%) 178 (88.6%)
Cycle 11 Day 1

Number of subjects expected to 100 (62.1%) 66 (40.2%) 166 (51.1%)

complete

Number of subjects completed 91 (91.0%) 58 (87.9%) 149 (89.8%)
Cycle 13 Day 1

Number of subjects expected to 89 (55.3%) 53 (32.3%) 142 (43.7%)

complete

Number of subjects completed 79 (88.8%) 45 (84.9%) 124 (87.3%)
Cycle 15 Day 1

Number of subjects expected to 81 (50.3%) 46 (28.0%) 127 (39.1%)

complete

Number of subjects completed 73 (90.1%) 41 (89.1%) 114 (89.8%)
Cycle 17 Day 1

Number of subjects expected to 74 (46.0%) 39 (23.8%) 113 (34.8%)

complete

Number of subjects completed 70 (94.6%) 30 (76.9%) 100 (88.5%)
Cycle 19 Day 1

Number of subjects expected to 64 (39.8%) 31 (18.9%) 95 (29.2%)

complete

Number of subjects completed 53 (82.8%) 24 (77.4%) 77 (81.1%)
Cycle 21 Day 1

Number of subjects expected to 59 (36.6%) 29 (17.7%) 88 (27.1%)

complete

Number of subjects completed 51 (86.4%) 23 (79.3%) 74 (84.1%)
Cycle 23 Day 1

Number of subjects expected to 58 (36.0%) 26 (15.9%) 84 (25.8%)

complete

Number of subjects completed 52 (89.7%) 20 (76.9%) 72 (85.7%)
Cycle 25 Day 1

Number of subjects expected to 48 (29.8%) 24 (14.6%) 72 (22.2%)

complete

Number of subjects completed 43 (89.6%) 19 (79.2%) 62 (86.1%)
Cycle 27 Day 1

Number of subjects expected to 44 (27.3%) 22 (13.4%) 66 (20.3%)

complete

Number of subjects completed 39 (88.6%) 17 (77.3%) 56 (84.8%)
Cycle 29 Day 1

Number of subjects expected to 40 (24.8%) 18 (11.0%) 58 (17.8%)

complete

Number of subjects completed 32 (80.0%) 17 (94.4%) 49 (84.5%)
Cycle 31 Day 1
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Number of subjects expected to 34 (21.1%) 14 (8.5%) 48 (14.8%)

complete

Number of subjects completed 29 (85.3%) 11 (78.6%) 40 (83.3%)
Cycle 33 Day 1

Number of subjects expected to 27 (16.8%) 10 (6.1%) 37 (11.4%)

complete

Number of subjects completed 21 (77.8%) 9 (90.0%) 30 (81.1%)
Cycle 35 Day 1

Number of subjects expected to 24 (14.9%) 10 (6.1%) 34 (10.5%)

complete

Number of subjects completed 18 (75.0%) 9 (90.0%) 27 (79.4%)
Cycle 37 Day 1

Number of subjects expected to 22 (13.7%) 9 (5.5%) 31 (9.5%)

complete

Number of subjects completed 17 (77.3%) 7 (77.8%) 24 (77.4%)
Cycle 39 Day 1

Number of subjects expected to 18 (11.2%) 8 (4.9%) 26 (8.0%)

complete

Number of subjects completed 14 (77.8%) 5 (62.5%) 19 (73.1%)
Cycle 41 Day 1

Number of subjects expected to 16 (9.9%) 7 (4.3%) 23 (7.1%)

complete

Number of subjects completed 13 (81.2%) 4 (57.1%) 17 (73.9%)
Cycle 43 Day 1

Number of subjects expected to 14 (8.7%) 6 (3.7%) 20 (6.2%)

complete

Number of subjects completed 13 (92.9%) 4 (66.7%) 17 (85.0%)
Cycle 45 Day 1

Number of subjects expected to 11 (6.8%) 4 (2.4%) 15 (4.6%)

complete

Number of subjects completed 7 (63.6%) 3 (75.0%) 10 (66.7%)
Cycle 47 Day 1

Number of subjects expected to 8 (5.0%) 2 (1.2%) 10 (3.1%)

complete

Number of subjects completed 6 (75.0%) 2 (100.0%) 8 (80.0%)
Cycle 49 Day 1

Number of subjects expected to 8 (5.0%) 1 (0.6%) 9 (2.8%)

complete

Number of subjects completed 3 (37.5%) 1 (100.0%) 4 (44.4%)
Cycle 51 Day 1

Number of subjects expected to 4 (2.5%) 1 (0.6%) 5 (1.5%)

complete

Number of subjects completed 2 (50.0%) 1 (100.0%) 3 (60.0%)
Cycle 53 Day 1

Number of subjects expected to 2 (1.2%) 1 (0.6%) 3 (0.9%)

complete

Number of subjects completed 1 (50.0%) 1 (100.0%) 2 (66.7%)
Cycle 55 Day 1

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 1 (100.0%) 1 (100.0%) 2 (100.0%)
Cycle 57 Day 1

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 1 (100.0%) 1 (100.0%) 2 (100.0%)
Cycle 59 Day 1

Number of subjects expected to 0 1 (0.6%) 1 (0.3%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Treatment Discontinuation
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Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Number of subjects expected to 98 (60.9%) 132 (80.5%) 230 (70.8%)

complete

Number of subjects completed 79 (80.6%) 103 (78.0%) 182 (79.1%)
30 Day Safety Follow-up

Number of subjects expected to 38 (23.6%) 45 (27.4%) 83 (25.5%)

complete

Number of subjects completed 32 (84.2%) 40 (88.9%) 72 (86.7%)
Post-Treatment Follow Up Week 16

Number of subjects expected to 10 (6.2%) 6 (3.7%) 16 (4.9%)

complete

Number of subjects completed 9 (90.0%) 5 (83.3%) 14 (87.5%)
Post-Treatment Follow Up Week 24

Number of subjects expected to 4 (2.5%) 1 (0.6%) 5 (1.5%)

complete

Number of subjects completed 2 (50.0%) 0 (0.0%) 2 (40.0%)
Post-Treatment Follow Up Week 32

Number of subjects expected to 3 (1.9%) 1 (0.6%) 4 (1.2%)

complete

Number of subjects completed 1 (33.3%) 0 (0.0%) 1 (25.0%)
Post-Treatment Follow Up Week 40

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Post-Treatment Follow Up Week 48

Number of subjects expected to 2 (1.2%) 1 (0.6%) 3 (0.9%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Post-Treatment Follow Up Week 56

Number of subjects expected to 2 (1.2%) 0 2 (0.6%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 72

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 80

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 88

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 96

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Survival Follow-up Month 3

Number of subjects expected to 83 (51.6%) 115 (70.1%) 198 (60.9%)

complete

Number of subjects completed 19 (22.9%) 19 (16.5%) 38 (19.2%)
Survival Follow-up Month 6

Number of subjects expected to 71 (44.1%) 91 (55.5%) 162 (49.8%)

complete

Number of subjects completed 7 (9.9%) 5 (5.5%) 12 (7.4%)
Survival Follow-up Month 9

Number of subjects expected to 51 (31.7%) 73 (44.5%) 124 (38.2%)

complete

Number of subjects completed 5 (9.8%) 2 (2.7%) 7 (5.6%)
Survival Follow-up Month 12
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Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Number of subjects expected to 41 (25.5%) 61 (37.2%) 102 (31.4%)

complete

Number of subjects completed 3 (7.3%) 1(1.6%) 4 (3.9%)
Survival Follow-up Month 15

Number of subjects expected to 36 (22.4%) 49 (29.9%) 85 (26.2%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 18

Number of subjects expected to 29 (18.0%) 43 (26.2%) 72 (22.2%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 21

Number of subjects expected to 21 (13.0%) 33 (20.1%) 54 (16.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 24

Number of subjects expected to 14 (8.7%) 24 (14.6%) 38 (11.7%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 27

Number of subjects expected to 8 (5.0%) 20 (12.2%) 28 (8.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 30

Number of subjects expected to 3 (1.9%) 15 (9.1%) 18 (5.5%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 33

Number of subjects expected to 2 (1.2%) 9 (5.5%) 11 (3.4%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 36

Number of subjects expected to 0 6 (3.7%) 6 (1.8%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 39

Number of subjects expected to 0 3 (1.8%) 3 (0.9%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 42

Number of subjects expected to 0 3 (1.8%) 3 (0.9%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 45

Number of subjects expected to 0 1 (0.6%) 1 (0.3%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)

EORTC QLQ-C30: Social functioning

BASELINE

Number of subjects expected to 160 (99.4%) 164 (100%) 324 (99.7%)

complete

Number of subjects completed 149 (93.1%) 156 (95.1%) 305 (94.1%)
Cycle 2 Day 1

Number of subjects expected to 155 (96.3%) 161 (98.2%) 316 (97.2%)

complete

Number of subjects completed 143 (92.3%) 153 (95.0%) 296 (93.7%)
Cycle 3 Day 1

Number of subjects expected to 149 (92.5%) 145 (88.4%) 294 (90.5%)

complete

Number of subjects completed 137 (91.9%) 133 (91.7%) 270 (91.8%)
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Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Cycle 5 Day 1

Number of subjects expected to 139 (86.3%) 118 (72.0%) 257 (79.1%)

complete

Number of subjects completed 127 (91.4%) 102 (86.4%) 229 (89.1%)
Cycle 7 Day 1

Number of subjects expected to 129 (80.1%) 101 (61.6%) 230 (70.8%)

complete

Number of subjects completed 112 (86.8%) 89 (88.1%) 201 (87.4%)
Cycle 9 Day 1

Number of subjects expected to 117 (72.7%) 84 (51.2%) 201 (61.8%)

complete

Number of subjects completed 104 (88.9%) 74 (88.1%) 178 (88.6%)
Cycle 11 Day 1

Number of subjects expected to 100 (62.1%) 66 (40.2%) 166 (51.1%)

complete

Number of subjects completed 91 (91.0%) 58 (87.9%) 149 (89.8%)
Cycle 13 Day 1

Number of subjects expected to 89 (55.3%) 53 (32.3%) 142 (43.7%)

complete

Number of subjects completed 79 (88.8%) 45 (84.9%) 124 (87.3%)
Cycle 15 Day 1

Number of subjects expected to 81 (50.3%) 46 (28.0%) 127 (39.1%)

complete

Number of subjects completed 73 (90.1%) 41 (89.1%) 114 (89.8%)
Cycle 17 Day 1

Number of subjects expected to 74 (46.0%) 39 (23.8%) 113 (34.8%)

complete

Number of subjects completed 70 (94.6%) 30 (76.9%) 100 (88.5%)
Cycle 19 Day 1

Number of subjects expected to 64 (39.8%) 31 (18.9%) 95 (29.2%)

complete

Number of subjects completed 53 (82.8%) 24 (77.4%) 77 (81.1%)
Cycle 21 Day 1

Number of subjects expected to 59 (36.6%) 29 (17.7%) 88 (27.1%)

complete

Number of subjects completed 51 (86.4%) 23 (79.3%) 74 (84.1%)
Cycle 23 Day 1

Number of subjects expected to 58 (36.0%) 26 (15.9%) 84 (25.8%)

complete

Number of subjects completed 52 (89.7%) 20 (76.9%) 72 (85.7%)
Cycle 25 Day 1

Number of subjects expected to 48 (29.8%) 24 (14.6%) 72 (22.2%)

complete

Number of subjects completed 43 (89.6%) 19 (79.2%) 62 (86.1%)
Cycle 27 Day 1

Number of subjects expected to 44 (27.3%) 22 (13.4%) 66 (20.3%)

complete

Number of subjects completed 39 (88.6%) 16 (72.7%) 55 (83.3%)
Cycle 29 Day 1

Number of subjects expected to 40 (24.8%) 18 (11.0%) 58 (17.8%)

complete

Number of subjects completed 32 (80.0%) 17 (94.4%) 49 (84.5%)
Cycle 31 Day 1

Number of subjects expected to 34 (21.1%) 14 (8.5%) 48 (14.8%)

complete

Number of subjects completed 29 (85.3%) 11 (78.6%) 40 (83.3%)
Cycle 33 Day 1

Number of subjects expected to 27 (16.8%) 10 (6.1%) 37 (11.4%)

complete

Number of subjects completed 21 (77.8%) 9 (90.0%) 30 (81.1%)
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Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Cycle 35 Day 1

Number of subjects expected to 24 (14.9%) 10 (6.1%) 34 (10.5%)

complete

Number of subjects completed 18 (75.0%) 9 (90.0%) 27 (79.4%)
Cycle 37 Day 1

Number of subjects expected to 22 (13.7%) 9 (5.5%) 31 (9.5%)

complete

Number of subjects completed 17 (77.3%) 7 (77.8%) 24 (77.4%)
Cycle 39 Day 1

Number of subjects expected to 18 (11.2%) 8 (4.9%) 26 (8.0%)

complete

Number of subjects completed 14 (77.8%) 5 (62.5%) 19 (73.1%)
Cycle 41 Day 1

Number of subjects expected to 16 (9.9%) 7 (4.3%) 23 (7.1%)

complete

Number of subjects completed 13 (81.2%) 4 (57.1%) 17 (73.9%)
Cycle 43 Day 1

Number of subjects expected to 14 (8.7%) 6 (3.7%) 20 (6.2%)

complete

Number of subjects completed 13 (92.9%) 4 (66.7%) 17 (85.0%)
Cycle 45 Day 1

Number of subjects expected to 11 (6.8%) 4 (2.4%) 15 (4.6%)

complete

Number of subjects completed 7 (63.6%) 3 (75.0%) 10 (66.7%)
Cycle 47 Day 1

Number of subjects expected to 8 (5.0%) 2 (1.2%) 10 (3.1%)

complete

Number of subjects completed 6 (75.0%) 2 (100.0%) 8 (80.0%)
Cycle 49 Day 1

Number of subjects expected to 8 (5.0%) 1 (0.6%) 9 (2.8%)

complete

Number of subjects completed 3 (37.5%) 1 (100.0%) 4 (44.4%)
Cycle 51 Day 1

Number of subjects expected to 4 (2.5%) 1 (0.6%) 5 (1.5%)

complete

Number of subjects completed 2 (50.0%) 1 (100.0%) 3 (60.0%)
Cycle 53 Day 1

Number of subjects expected to 2 (1.2%) 1 (0.6%) 3 (0.9%)

complete

Number of subjects completed 1 (50.0%) 1 (100.0%) 2 (66.7%)
Cycle 55 Day 1

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 1 (100.0%) 1 (100.0%) 2 (100.0%)
Cycle 57 Day 1

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 1 (100.0%) 1 (100.0%) 2 (100.0%)
Cycle 59 Day 1

Number of subjects expected to 0 1 (0.6%) 1 (0.3%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Treatment Discontinuation

Number of subjects expected to 98 (60.9%) 132 (80.5%) 230 (70.8%)

complete

Number of subjects completed 79 (80.6%) 103 (78.0%) 182 (79.1%)
30 Day Safety Follow-up

Number of subjects expected to 38 (23.6%) 45 (27.4%) 83 (25.5%)

complete

Number of subjects completed 32 (84.2%) 40 (88.9%) 72 (86.7%)
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Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Post-Treatment Follow Up Week 16

Number of subjects expected to 10 (6.2%) 6 (3.7%) 16 (4.9%)

complete

Number of subjects completed 9 (90.0%) 5 (83.3%) 14 (87.5%)
Post-Treatment Follow Up Week 24

Number of subjects expected to 4 (2.5%) 1 (0.6%) 5 (1.5%)

complete

Number of subjects completed 2 (50.0%) 0 (0.0%) 2 (40.0%)
Post-Treatment Follow Up Week 32

Number of subjects expected to 3 (1.9%) 1 (0.6%) 4 (1.2%)

complete

Number of subjects completed 1 (33.3%) 0 (0.0%) 1 (25.0%)
Post-Treatment Follow Up Week 40

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Post-Treatment Follow Up Week 48

Number of subjects expected to 2 (1.2%) 1 (0.6%) 3 (0.9%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Post-Treatment Follow Up Week 56

Number of subjects expected to 2 (1.2%) 0 2 (0.6%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 72

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 80

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 88

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 96

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Survival Follow-up Month 3

Number of subjects expected to 83 (51.6%) 115 (70.1%) 198 (60.9%)

complete

Number of subjects completed 19 (22.9%) 19 (16.5%) 38 (19.2%)
Survival Follow-up Month 6

Number of subjects expected to 71 (44.1%) 91 (55.5%) 162 (49.8%)

complete

Number of subjects completed 7 (9.9%) 5 (5.5%) 12 (7.4%)
Survival Follow-up Month 9

Number of subjects expected to 51 (31.7%) 73 (44.5%) 124 (38.2%)

complete

Number of subjects completed 5 (9.8%) 2 (2.7%) 7 (5.6%)
Survival Follow-up Month 12

Number of subjects expected to 41 (25.5%) 61 (37.2%) 102 (31.4%)

complete

Number of subjects completed 3 (7.3%) 1 (1.6%) 4 (3.9%)
Survival Follow-up Month 15

Number of subjects expected to 36 (22.4%) 49 (29.9%) 85 (26.2%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
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Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Survival Follow-up Month 18

Number of subjects expected to 29 (18.0%) 43 (26.2%) 72 (22.2%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 21

Number of subjects expected to 21 (13.0%) 33 (20.1%) 54 (16.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 24

Number of subjects expected to 14 (8.7%) 24 (14.6%) 38 (11.7%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 27

Number of subjects expected to 8 (5.0%) 20 (12.2%) 28 (8.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 30

Number of subjects expected to 3 (1.9%) 15 (9.1%) 18 (5.5%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 33

Number of subjects expected to 2 (1.2%) 9 (5.5%) 11 (3.4%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 36

Number of subjects expected to 0 6 (3.7%) 6 (1.8%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 39

Number of subjects expected to 0 3 (1.8%) 3 (0.9%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 42

Number of subjects expected to 0 3 (1.8%) 3 (0.9%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 45

Number of subjects expected to 0 1 (0.6%) 1 (0.3%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)

EORTC QLQ-C30: Insomnia

BASELINE

Number of subjects expected to 160 (99.4%) 164 (100%) 324 (99.7%)

complete

Number of subjects completed 149 (93.1%) 156 (95.1%) 305 (94.1%)
Cycle 2 Day 1

Number of subjects expected to 155 (96.3%) 161 (98.2%) 316 (97.2%)

complete

Number of subjects completed 143 (92.3%) 153 (95.0%) 296 (93.7%)
Cycle 3 Day 1

Number of subjects expected to 149 (92.5%) 145 (88.4%) 294 (90.5%)

complete

Number of subjects completed 137 (91.9%) 133 (91.7%) 270 (91.8%)
Cycle 5 Day 1

Number of subjects expected to 139 (86.3%) 118 (72.0%) 257 (79.1%)

complete

Number of subjects completed 127 (91.4%) 102 (86.4%) 229 (89.1%)
Cycle 7 Day 1
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Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Number of subjects expected to 129 (80.1%) 101 (61.6%) 230 (70.8%)

complete

Number of subjects completed 112 (86.8%) 89 (88.1%) 201 (87.4%)
Cycle 9 Day 1

Number of subjects expected to 117 (72.7%) 84 (51.2%) 201 (61.8%)

complete

Number of subjects completed 104 (88.9%) 74 (88.1%) 178 (88.6%)
Cycle 11 Day 1

Number of subjects expected to 100 (62.1%) 66 (40.2%) 166 (51.1%)

complete

Number of subjects completed 91 (91.0%) 58 (87.9%) 149 (89.8%)
Cycle 13 Day 1

Number of subjects expected to 89 (55.3%) 53 (32.3%) 142 (43.7%)

complete

Number of subjects completed 79 (88.8%) 45 (84.9%) 124 (87.3%)
Cycle 15 Day 1

Number of subjects expected to 81 (50.3%) 46 (28.0%) 127 (39.1%)

complete

Number of subjects completed 73 (90.1%) 41 (89.1%) 114 (89.8%)
Cycle 17 Day 1

Number of subjects expected to 74 (46.0%) 39 (23.8%) 113 (34.8%)

complete

Number of subjects completed 70 (94.6%) 30 (76.9%) 100 (88.5%)
Cycle 19 Day 1

Number of subjects expected to 64 (39.8%) 31 (18.9%) 95 (29.2%)

complete

Number of subjects completed 53 (82.8%) 24 (77.4%) 77 (81.1%)
Cycle 21 Day 1

Number of subjects expected to 59 (36.6%) 29 (17.7%) 88 (27.1%)

complete

Number of subjects completed 51 (86.4%) 23 (79.3%) 74 (84.1%)
Cycle 23 Day 1

Number of subjects expected to 58 (36.0%) 26 (15.9%) 84 (25.8%)

complete

Number of subjects completed 52 (89.7%) 20 (76.9%) 72 (85.7%)
Cycle 25 Day 1

Number of subjects expected to 48 (29.8%) 24 (14.6%) 72 (22.2%)

complete

Number of subjects completed 43 (89.6%) 19 (79.2%) 62 (86.1%)
Cycle 27 Day 1

Number of subjects expected to 44 (27.3%) 22 (13.4%) 66 (20.3%)

complete

Number of subjects completed 39 (88.6%) 17 (77.3%) 56 (84.8%)
Cycle 29 Day 1

Number of subjects expected to 40 (24.8%) 18 (11.0%) 58 (17.8%)

complete

Number of subjects completed 32 (80.0%) 17 (94.4%) 49 (84.5%)
Cycle 31 Day 1

Number of subjects expected to 34 (21.1%) 14 (8.5%) 48 (14.8%)

complete

Number of subjects completed 29 (85.3%) 11 (78.6%) 40 (83.3%)
Cycle 33 Day 1

Number of subjects expected to 27 (16.8%) 10 (6.1%) 37 (11.4%)

complete

Number of subjects completed 21 (77.8%) 9 (90.0%) 30 (81.1%)
Cycle 35 Day 1

Number of subjects expected to 24 (14.9%) 10 (6.1%) 34 (10.5%)

complete

Number of subjects completed 18 (75.0%) 9 (90.0%) 27 (79.4%)
Cycle 37 Day 1
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Questionnaire

complete

Number of subjects completed
Cycle 57 Day 1

Number of subjects expected to

complete

Number of subjects completed
Cycle 59 Day 1

Number of subjects expected to

complete

Number of subjects completed
Treatment Discontinuation

Number of subjects expected to

complete

Number of subjects completed
30 Day Safety Follow-up

Number of subjects expected to

complete

Number of subjects completed
Post-Treatment Follow Up Week 16

Number of subjects expected to

complete

Number of subjects completed

Post-Treatment Follow Up Week 24

1 (100.0%)
1 (0.6%)
1 (100.0%)
0
0 (NA%)
98 (60.9%)
79 (80.6%)
38 (23.6%)
32 (84.2%)
10 (6.2%)

9 (90.0%)

Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Number of subjects expected to 22 (13.7%) 9 (5.5%) 31 (9.5%)

complete

Number of subjects completed 17 (77.3%) 7 (77.8%) 24 (77.4%)
Cycle 39 Day 1

Number of subjects expected to 18 (11.2%) 8 (4.9%) 26 (8.0%)

complete

Number of subjects completed 14 (77.8%) 5 (62.5%) 19 (73.1%)
Cycle 41 Day 1

Number of subjects expected to 16 (9.9%) 7 (4.3%) 23 (7.1%)

complete

Number of subjects completed 13 (81.2%) 4 (57.1%) 17 (73.9%)
Cycle 43 Day 1

Number of subjects expected to 14 (8.7%) 6 (3.7%) 20 (6.2%)

complete

Number of subjects completed 13 (92.9%) 4 (66.7%) 17 (85.0%)
Cycle 45 Day 1

Number of subjects expected to 11 (6.8%) 4 (2.4%) 15 (4.6%)

complete

Number of subjects completed 7 (63.6%) 3 (75.0%) 10 (66.7%)
Cycle 47 Day 1

Number of subjects expected to 8 (5.0%) 2 (1.2%) 10 (3.1%)

complete

Number of subjects completed 6 (75.0%) 2 (100.0%) 8 (80.0%)
Cycle 49 Day 1

Number of subjects expected to 8 (5.0%) 1 (0.6%) 9 (2.8%)

complete

Number of subjects completed 3 (37.5%) 1 (100.0%) 4 (44.4%)
Cycle 51 Day 1

Number of subjects expected to 4 (2.5%) 1 (0.6%) 5 (1.5%)

complete

Number of subjects completed 2 (50.0%) 1 (100.0%) 3 (60.0%)
Cycle 53 Day 1

Number of subjects expected to 2 (1.2%) 1 (0.6%) 3 (0.9%)

complete

Number of subjects completed 1 (50.0%) 1 (100.0%) 2 (66.7%)
Cycle 55 Day 1

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

1 (100.0%)
1 (0.6%)
1 (100.0%)
1 (0.6%)
0 (0.0%)
132 (80.5%)
103 (78.0%)
45 (27.4%)
40 (88.9%)
6 (3.7%)

5 (83.3%)

2 (100.0%)
2 (0.6%)
2 (100.0%)
1 (0.3%)
0 (0.0%)
230 (70.8%)
182 (79.1%)
83 (25.5%)
72 (86.7%)
16 (4.9%)

14 (87.5%)
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Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Number of subjects expected to 4 (2.5%) 1 (0.6%) 5 (1.5%)

complete

Number of subjects completed 2 (50.0%) 0 (0.0%) 2 (40.0%)
Post-Treatment Follow Up Week 32

Number of subjects expected to 3 (1.9%) 1 (0.6%) 4 (1.2%)

complete

Number of subjects completed 1 (33.3%) 0 (0.0%) 1 (25.0%)
Post-Treatment Follow Up Week 40

Number of subjects expected to 1 (0.6%) 1 (0.6%) 2 (0.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Post-Treatment Follow Up Week 48

Number of subjects expected to 2 (1.2%) 1 (0.6%) 3 (0.9%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Post-Treatment Follow Up Week 56

Number of subjects expected to 2 (1.2%) 0 2 (0.6%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 72

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 80

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 88

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Post-Treatment Follow Up Week 96

Number of subjects expected to 1 (0.6%) 0 1 (0.3%)

complete

Number of subjects completed 0 (0.0%) 0 (NA%) 0 (0.0%)
Survival Follow-up Month 3

Number of subjects expected to 83 (51.6%) 115 (70.1%) 198 (60.9%)

complete

Number of subjects completed 19 (22.9%) 19 (16.5%) 38 (19.2%)
Survival Follow-up Month 6

Number of subjects expected to 71 (44.1%) 91 (55.5%) 162 (49.8%)

complete

Number of subjects completed 7 (9.9%) 5 (5.5%) 12 (7.4%)
Survival Follow-up Month 9

Number of subjects expected to 51 (31.7%) 73 (44.5%) 124 (38.2%)

complete

Number of subjects completed 5 (9.8%) 2 (2.7%) 7 (5.6%)
Survival Follow-up Month 12

Number of subjects expected to 41 (25.5%) 61 (37.2%) 102 (31.4%)

complete

Number of subjects completed 3 (7.3%) 1 (1.6%) 4 (3.9%)
Survival Follow-up Month 15

Number of subjects expected to 36 (22.4%) 49 (29.9%) 85 (26.2%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 18

Number of subjects expected to 29 (18.0%) 43 (26.2%) 72 (22.2%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 21
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Questionnaire
Visit Inavo+Palbo+Fulv Pbo+Palbo+Fulv All Patients
(N=161) (N=164) (N=325)

Number of subjects expected to 21 (13.0%) 33 (20.1%) 54 (16.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 24

Number of subjects expected to 14 (8.7%) 24 (14.6%) 38 (11.7%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 27

Number of subjects expected to 8 (5.0%) 20 (12.2%) 28 (8.6%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 30

Number of subjects expected to 3 (1.9%) 15 (9.1%) 18 (5.5%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 33

Number of subjects expected to 2 (1.2%) 9 (5.5%) 11 (3.4%)

complete

Number of subjects completed 0 (0.0%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 36

Number of subjects expected to 0 6 (3.7%) 6 (1.8%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 39

Number of subjects expected to 0 3 (1.8%) 3 (0.9%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 42

Number of subjects expected to 0 3 (1.8%) 3 (0.9%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)
Survival Follow-up Month 45

Number of subjects expected to 0 1 (0.6%) 1 (0.3%)

complete

Number of subjects completed 0 (NA%) 0 (0.0%) 0 (0.0%)

Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant

Program name: programs/tlg/t_gs_compsc.R

Output path:
/ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_v7/output/t_gs_compsc_EORTC_FAS_15NOV2024_415
54.docx

Git repository: https://code.roche.com/studies/clinicalreporting/W041554_HTAGBA_Ovrl_Surv_3382685

Git hash: b6027dbd949ffd3bd010747913d30fe0e2c66bc9

14 APR 2025 06:18 GMT

Inavolisib (Itovebi® 108 von 1864



Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Anhang 4-G1 — Analysen Studie INAVO120; finaler OS-Datenschnitt vom 15. November 2024

2 Patientenberichtete Endpunkte (PRO)

2.1 PRO Items des EORTC QLQ-C30

2.1.2 Werte und Verinderung gegeniiber dem Ausgangswert der PRO Items des EORTC QLQ-C30
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paranmeter: EORTC QLQ C30: d obal health status/ QoL (revised)

| navo+Pal bo+Ful v

Val ue at Visit Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
BASEL| NE
n 149 156
Mean (SD) 65.5 (21.5) 66.3 (20.9)
Medi an 66. 7 66.7
Mn - Mx 0 - 100 0 - 100
Cycle 2 Day 1
n 143 137 153 147
Mean (SD) 65.0 (20.5) -0.3 (18.8) 69.1 (18.1) 2.3 (18.0)
Medi an 66. 7 0.0 66.7 0.0
Mn - Mx 0 - 100 -58 - 50 17 - 100 -67 - 83
Cycle 3 Day 1
n 137 132 133 126
Mean (SD) 67.1 (19.1) 1.5 (20.0) 71.1 (16.0) 5.0 (17.5)
Medi an 66. 7 0.0 66.7 4.2
Mn - Mx 0 - 100 -50 - 100 25 - 100 -33 - 67
Cycle 5 Day 1
n 127 123 102 96
Mean (SD) 67.6 (17.9) 1.9 (20.8) 68.9 (18.6) 1.3 (21.3)
Medi an 66. 7 0.0 66.7 0.0
Mn - Mx 0 - 100 -58 - 50 17 - 100 -50 - 58
Cycle 7 Day 1
n 112 107 89 84
Mean (SD) 69.3 (17.0) 2.9 (20.3) 71.5 (20.6) 3.4 (19.8)
Medi an 66.7 0.0 75.0 0.0
Mn - Mx 8 - 100 -50 - 83 0 - 100 -33 - 58
Cycle 9 Day 1
n 104 101 74 71
Mean (SD) 69.3 (17.5) 2.6 (20.5) 69.5 (15.2) 2.0 (22.0)
Medi an 66. 7 0.0 66.7 0.0
Mn - Mx 33 - 100 -50 - 75 33 - 100 -67 - 42
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa
03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Paranmeter: EORTC Q.Q C30: d obal

heal th status/ QoL (revised)

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 11 Day 1
n 91 87 58 57
Mean (SD) 69.8 (18.2) 2.7 (22.7) 69.1 (14.3) 0.6 (19.7)
Medi an 66. 7 0.0 66.7 0.0
Mn - Mx 17 - 100 -83 - 100 42 - 100 -50 - 42
Cycle 13 Day 1
n 79 75 45 44
Mean (SD) 71.5 (15.4) 3.0 (20.2) 70.0 (17.7) 3.0 (21.9)
Medi an 75.0 0.0 66.7 0.0
Mn - Mx 33 - 100 -50 - 75 0 - 100 -50 - 50
Cycle 15 Day 1
n 73 69 41 40
Mean (SD) 70.9 (16.1) 3.9 (19.8) 69.5 (16.4) 2.5 (21.5)
Medi an 66. 7 0.0 66.7 0.0
Mn - Mx 33 - 100 -42 - 83 33 - 100 -58 - 50
Cycle 17 Day 1
n 70 67 30 29
Mean (SD) 69.8 (16.0) 1.9 (19.6) 71.4 (16.5) 3.7 (21.8)
Medi an 66. 7 0.0 75.0 0.0
Mn - Mx 33 - 100 -50 - 83 42 - 100 -33 - 50
Cycle 19 Day 1
n 53 50 24 23
Mean (SD) 67.1 (17.9) -1.0 (21.1) 70.8 (15.9) 1.4 (19.1)
Medi an 66.7 0.0 66.7 0.0
Mn - Mx 33 - 100 -50 - 83 42 - 100 -33 - 50
Cycle 21 Day 1
n 51 48 23 21
Mean (SD) 70.8 (15.3) 2.6 (19.9) 70.3 (17.6) -0.8 (20.4)
Medi an 66. 7 0.0 75.0 0.0
Mn - Mx 33 - 100 -33 - 83 33 - 100 -50 - 33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Paranmeter: EORTC Q.Q C30: d obal

heal th status/ QoL (revised)

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 23 Day 1
n 52 49 20 19
Mean (SD) 71.8 (13.3) 3.7 (16.3) 71.2 (13.6) 2.2 (22.0)
Medi an 66. 7 0.0 66.7 0.0
Mn - Mx 50 - 100 -17 - 67 42 - 92 -42 - 33
Cycle 25 Day 1
n 43 42 19 18
Mean (SD) 70.0 (16.3) 2.0 (18.9) 75.9 (18.6) 1.9 (19.5)
Medi an 66. 7 0.0 83.3 0.0
Mn - Mx 33 - 100 -25 - 67 33 - 100 -42 - 42
Cycle 27 Day 1
n 39 38 17 16
Mean (SD) 69.9 (21.9) 1.8 (27.2) 75.5 (14.9) -1.0 (19.2)
Medi an 75.0 0.0 83.3 0.0
Mn - Mx 8 - 100 -83 - 83 50 - 100 -33 - 33
Cycle 29 Day 1
n 32 32 17 16
Mean (SD) 71.1 (16.0) -0.3 (18.5) 75.5 (14.9) 1.0 (23.1)
Medi an 66. 7 0.0 83.3 0.0
Mn - Mx 33 - 100 -50 - 33 50 - 100 -50 - 50
Cycle 31 Day 1
n 29 28 11 10
Mean (SD) 69.3 (13.2) -2.1 (17.5) 72.7 (17.5) -0.8 (24.4)
Medi an 66.7 -8.3 83.3 -16.7
Mn - Mx 25 - 92 -33 - 42 42 - 100 -25 - 50
Cycle 33 Day 1
n 21 21 9 8
Mean (SD) 70.6 (16.6) -2.4 (16.3) 75.9 (20.6) 0.0 (25.2)
Medi an 66. 7 0.0 83.3 8.3
Mn - Mx 50 - 100 -25 - 33 33 - 100 -33 - 33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paranmeter: EORTC QLQ C30: d obal health status/ QoL (revised)

Anal ysi s Set

| navo+Pal bo+Ful v
Val ue at Visit

Pbo+Pal bo+Ful v

Change from Baseline Value at Visit Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 35 Day 1

n 18 17 9 8

Mean (SD) 69.0 (12.4) -2.5 (16.6) 76.9 (13.0) -2.1 (20.3)

Medi an 66. 7 -8.3 66. 7 -4.2

Mn - Max 50 - 100 -25 - 33 67 - 100 -33 - 33
Cycle 37 Day 1

n 17 17 7 6

Mean (SD) 72.1 (15.3) -3.4 (16.7) 75.0 (24.1) -6.9 (18.6)

Medi an 75.0 -8.3 83.3 -8.3

Mn - Max 50 - 100 -25 - 33 33 - 100 -33 - 17
Cycle 39 Day 1

n 14 14 5 5

Mean ( SD) 67.9 (17.9) -3.6 (21.9) 70.0 (7.5) -3.3 (21.7)

Medi an 66. 7 -8.3 66. 7 0.0

Mn - Max 33 - 100 -33 - 50 67 - 83 -33 - 17
Cycle 41 Day 1

n 13 13 4 4

Mean ( SD) 70.5 (13.0) -6.4 (13.2) 70.8 (8.3) -4.2 (25.0)

Medi an 66.7 -8.3 66.7 0.0

Mn - Max 50 - 100 -25 - 17 67 - 83 -33 - 17
Cycle 43 Day 1

n 13 13 4 4

Mean (SD) 69.2 (13.8) -6.4 (16.7) 70.8 (39.4) -8.3 (16.7)

Medi an 66.7 -16.7 83.3 0.0

Mn - Max 50 - 83 -25 - 33 17 - 100 -33 -0
Cycle 45 Day 1

n 7 7 3 3

Mean (SD) 63.1 (10.6) -15.5 (14.8) 72.2 (19.2) 0.0 (16.7)

Medi an 66. 7 -16.7 83.3 0.0

Mn - Max 50 - 75 -33 -8 50 - 83 -17 - 17

Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv =

Gt
Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa
03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out

Ful vest r ant

repository: https://code.roche. confstudies/clinicalreporting/ WX1554_Overal | _Survival _Reporting_Event 8219953
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Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paranmeter: EORTC QLQ C30: d obal health status/ QoL (revised)

| navo+Pal bo+Ful v Pbo+Pal bo+Ful v
Val ue at Visit Change from Baseline Value at Visit Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 47 Day 1

n 6 6 2 2

Mean (SD) 72.2 (12.5) -9.7 (16.2) 83.3 (23.6) 0.0 (0.0)

Medi an 66. 7 -8.3 83.3 0.0

Mn - Max 58 - 92 -33 - 17 67 - 100 0-0
Cycle 49 Day 1

n 3 3 1 1

Mean (SD) 69.4 (4.8) -5.6 (12.7) 100.0 (NA) 0.0 (NA)

Medi an 66. 7 -8.3 100.0 0.0

Mn - Max 67 - 75 -17 - 8 100 - 100 0-0
Cycle 51 Day 1

n 2 2 1 1

Mean ( SD) 62.5 (5.9) -20.8 (5.9) 100.0 (NA) 0.0 (NA)

Medi an 62.5 -20.8 100.0 0.0

Mn - Max 58 - 67 -25 - -17 100 - 100 0-0
Cycle 53 Day 1

n 1 1 1 1

Mean ( SD) 75.0 (NA) -16.7 (NA) 83.3 (NA) -16.7 (NA)

Medi an 75.0 -16.7 83.3 -16.7

Mn - Max 75 - 75 -17 - -17 83 - 83 -17 - -17
Cycle 55 Day 1

n 1 1 1 1

Mean ( SD) 75.0 (NA) -16.7 (NA) 100. 0 ( NA) 0.0 (NA)

Medi an 75.0 -16.7 100.0 0.0

Mn - Max 75 - 75 -17 - -17 100 - 100 0-0
Cycle 57 Day 1

n 1 1 1 1

Mean ( SD) 75.0 (NA) -16.7 (NA) 83.3 (NA) -16.7 (NA)

Medi an 75.0 -16.7 83.3 -16.7

Mn - Max 75 - 75 -17 - -17 83 - 83 -17 - -17
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out Page 5 of 105
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Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paranmeter: EORTC QLQ C30: d obal health status/ QoL (revised)

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Treatment Di scontinuation
n 79 77 103 96
Mean (SD) 56.3 (21.4) -7.4 (19.1) 58.8 (21.6) -7.9 (19.8)
Medi an 58.3 -8.3 66. 7 -8.3
Mn - Max 17 - 100 -50 - 50 0 - 100 -58 - 33
Post - Treat ment Fol | ow Up Week 16
n 9 9 5 5
Mean (SD) 52.8 (17.7) -13.0 (26.4) 60.0 (16.0) -8.3 (11.8)
Medi an 50.0 -8.3 66. 7 -8.3
Mn - Max 33 - 83 -50 - 33 33 - 75 -25 - 8
Post - Treat ment Fol | ow Up Week 24
n 2 2 0 0
Mean ( SD) 41.7 (11.8) -16.7 (23.6) NE ( NE) NE (NE)
Medi an 41.7 -16.7 NE NE
Mn - Max 33 - 50 -33-0 NE - NE NE - NE
Post - Treat ment Fol | ow Up Week 32
n 1 1 0 0
Mean ( SD) 16. 7 (NA) -16.7 (NA) NE (NE) NE (NE)
Medi an 16. 7 -16.7 NE NE
Mn - Max 17 - 17 -17 - -17 NE - NE NE - NE
30 Day Safety Fol | ow up
n 32 31 40 38
Mean (SD) 56.0 (24.2) -11.0 (23.5) 56.5 (20.2) -8.6 (22.7)
Medi an 66.7 -8.3 58. 3 -8.3
Mn - Max 0 - 100 -67 - 33 8 - 92 -67 - 42
Survival Followup Mnth 3
n 19 19 19 17
Mean (SD) 59.2 (15.9) -0.9 (21.5) 66.7 (18.8) 0.5 (18.7)
Medi an 66. 7 0.0 66.7 0.0
Mn - Max 17 - 92 -33 - 33 17 - 100 -33 - 33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953
Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Paranmeter: EORTC Q.Q C30: d obal

heal th status/ QoL (revised)

Anal ysi s Set

| navo+Pal bo+Ful v
Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v
Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Survival Follow up Month 6

n 7 7 5 5

Mean (SD) 61.9 (20.9) 8.3 (16.0) 48.3 (22.4) 0.0 (15.6)

Medi an 66. 7 8.3 33.3 8.3

Mn - Max 33 - 83 -17 - 33 33 - 83 -17 - 17
Survival Followup Mnth 9

n 5 5 2 2

Mean (SD) 56.7 (13.7) -11.7 (9.5) 50.0 (23.6) 12.5 (41.2)

Medi an 50.0 -8.3 50.0 12.5

Mn - Max 42 - 75 -25 -0 33 - 67 -17 - 42
Survival Followup Mnth 12

n 3 3 1 1

Mean ( SD) 41.7 (22.0) -13.9 (4.8) 58.3 (NA) 8.3 (NA)

Medi an 50.0 -16.7 58. 3 8.3

Mn - Max 17 - 58 -17 - -8 58 - 58 8 - 8
TIME OF FIRST PD

n 21 19 59 52

Mean ( SD) 61.5 (24.5) -4.4 (26.8) 65.1 (16.7) 1.4 (21.3)

Medi an 66.7 0.0 66.7 0.0

Mn - Max 8 - 100 -67 - 33 33 - 100 -67 - 50
TI ME OF LAST TX DOSE

n 68 61 86 77

Mean (SD) 65.2 (18.1) 0.7 (18.6) 64.0 (17.9) -1.1 (22.3)

Medi an 66.7 0.0 66.7 0.0

Mn - Max 17 - 100 -42 - 50 0 - 100 -67 - 58
I navo = Inavolisib, Pbo = Placebo, Palbo = Pal bociclib, Fulv = Ful vestrant

Gt repository: https://code.roche. con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953
Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GMI

Qut put : / ocean/ har bour / CDT70123/ WD41554/ CSRI nt eri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paranmeter: EORTC QLQ C30: Physical functioning (revised)

| navo+Pal bo+Ful v

Val ue at Visit Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
BASEL| NE
n 149 156
Mean (SD) 80.4 (18.5) 80.2 (19.1)
Medi an 86.7 86.7
Mn - Mx 13 - 100 0 - 100
Cycle 2 Day 1
n 143 137 153 147
Mean (SD) 78.7 (19.7) -1.2 (14.3) 81.3 (15.1) 0.7 (14.3)
Medi an 80.0 0.0 80.0 0.0
Mn - Mx 20 - 100 -40 - 40 40 - 100 -40 - 53
Cycle 3 Day 1
n 137 132 133 126
Mean (SD) 81.1 (19.6) 0.7 (15.6) 81.7 (15.8) 1.9 (15.1)
Medi an 86.7 0.0 86.7 0.0
Mn - Mx 13 - 100 -40 - 47 27 - 100 -53 - 60
Cycle 5 Day 1
n 127 123 102 96
Mean (SD) 82.5 (18.2) 1.5 (16.9) 81.7 (16.5) 1.2 (15.1)
Medi an 86.7 0.0 86.7 0.0
Mn - Mx 20 - 100 -67 - 47 27 - 100 -33 - 60
Cycle 7 Day 1
n 112 107 89 84
Mean (SD) 81.7 (18.5) 0.3 (17.4) 84.3 (14.7) 3.2 (14.5)
Medi an 86.7 0.0 86.7 0.0
Mn - Mx 20 - 100 -47 - 53 33 - 100 -27 - 60
Cycle 9 Day 1
n 104 101 74 71
Mean (SD) 81.5 (19.2) 0.1 (15.6) 83.6 (17.7) 2.0 (12.5)
Medi an 86.7 0.0 86.7 0.0
Mn - Mx 20 - 100 -73 - 33 27 - 100 -27 - 33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa
03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Paranmeter: EORTC QLQ C30: Physi cal

functioning (revised)

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 11 Day 1
n 91 87 58 57
Mean (SD) 81.9 (19.0) 0.3 (15.5) 83.0 (15.6) 2.7 (14.9)
Medi an 86.7 0.0 80.0 0.0
Mn - Mx 27 - 100 -47 - 33 40 - 100 -27 - 40
Cycle 13 Day 1
n 79 75 45 44
Mean (SD) 83.5 (19.0) 2.2 (16.9) 82.2 (15.4) 0.3 (17.2)
Medi an 93.3 0.0 80.0 0.0
Mn - Mx 7 - 100 -87 - 33 33 - 100 -40 - 40
Cycle 15 Day 1
n 73 69 41 40
Mean (SD) 82.4 (19.3) 1.7 (17.0) 82.4 (16.2) 1.3 (18.7)
Medi an 86.7 0.0 86.7 0.0
Mn - Mx 13 - 100 -80 - 40 33 - 100 -47 - 40
Cycle 17 Day 1
n 70 67 30 29
Mean (SD) 84.2 (17.3) 1.9 (16.1) 82.2 (14.7) 5.3 (15.8)
Medi an 86.7 0.0 80.0 0.0
Mn - Mx 13 - 100 -80 - 40 60 - 100 -27 - 33
Cycle 19 Day 1
n 53 50 24 23
Mean (SD) 83.8 (15.7) 2.9 (15.4) 83.9 (12.1) 4.6 (17.0)
Medi an 86.7 0.0 86.7 0.0
Mn - Mx 33 - 100 -20 - 53 60 - 100 -27 - 33
Cycle 21 Day 1
n 51 48 23 21
Mean (SD) 83.9 (18.1) 1.4 (20.6) 82.6 (15.3) 1.0 (14.2)
Medi an 86.7 0.0 86.7 0.0
Mn - Mx 13 - 100 -80 - 67 47 - 100 -20 - 27
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Paranmeter: EORTC QLQ C30: Physi cal

functioning (revised)

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 23 Day 1
n 52 49 20 19
Mean (SD) 82.9 (19.2) 0.8 (18.5) 85.3 (12.5) 4.9 (11.7)
Medi an 86.7 0.0 86.7 6.7
Mn - Mx 13 - 100 -80 - 33 60 - 100 -13 - 27
Cycle 25 Day 1
n 43 42 19 18
Mean (SD) 83.6 (16.7) 2.4 (18.8) 83.9 (18.8) 0.4 (12.6)
Medi an 86.7 0.0 93.3 0.0
Mn - Mx 27 - 100 -67 - 60 27 - 100 -13 - 27
Cycle 27 Day 1
n 39 38 17 16
Mean (SD) 81.7 (16.9) 1.1 (17.2) 83.9 (14.7) -2.5 (12.6)
Medi an 80.0 0.0 86.7 -3.3
Mn - Mx 33 - 100 -40 - 40 47 - 100 -20 - 27
Cycle 29 Day 1
n 32 32 17 16
Mean (SD) 81.7 (17.1) 0.6 (20.9) 83.6 (17.0) -0.3 (15.9)
Medi an 86.7 0.0 86.7 0.0
Mn - Mx 33 - 100 -40 - 73 47 - 100 -20 - 33
Cycle 31 Day 1
n 29 28 11 10
Mean (SD) 82.5 (15.6) 0.7 (15.9) 84.8 (15.2) 6.0 (19.5)
Medi an 86.7 0.0 86.7 10.0
Mn - Mx 40 - 100 -40 - 33 60 - 100 -20 - 27
Cycle 33 Day 1
n 21 21 9 8
Mean (SD) 87.0 (12.6) 5.4 (13.6) 81.5 (20.2) 3.3 (21.1)
Medi an 93.3 0.0 86.7 3.3
Mn - Mx 53 - 100 -20 - 40 47 - 100 -27 - 27
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Paranmeter: EORTC QLQ C30: Physi cal

functioning (revised)

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 35 Day 1
n 18 17 9 8
Mean (SD) 84.4 (14.1) 7.8 (12.1) 88.1 (12.4) 5.8 (18.7)
Medi an 86.7 0.0 93.3 6.7
Mn - Mx 53 - 100 -7 - 33 60 - 100 -20 - 33
Cycle 37 Day 1
n 17 17 7 6
Mean (SD) 83.9 (18.3) 4.3 (18.4) 87.6 (14.1) 7.8 (26.1)
Medi an 86.7 0.0 93.3 6.7
Mn - Mx 33 - 100 -40 - 33 67 - 100 -27 - 47
Cycle 39 Day 1
n 14 14 5 5
Mean (SD) 80.5 (17.4) 0.5 (14.4) 82.7 (13.0) 6.7 (26.2)
Medi an 83.3 -3.3 86.7 0.0
Mn - Mx 40 - 100 -27 - 20 67 - 100 -27 - 33
Cycle 41 Day 1
n 13 13 4 4
Mean (SD) 82.1 (15.7) 0.0 (12.5) 86.7 (18.9) 11.7 (35.8)
Medi an 86.7 0.0 93.3 16. 7
Mn - Mx 47 - 100 -27 - 20 60 - 100 -33 - 47
Cycle 43 Day 1
n 13 13 4 4
Mean (SD) 85.1 (15.4) 3.1 (16.7) 77.5 (19.5) -4.2 (5.0)
Medi an 86.7 0.0 78.3 -3.3
Mn - Mx 40 - 100 -33 - 33 53 - 100 -10 - 0
Cycle 45 Day 1
n 7 7 3 3
Mean (SD) 80.0 (14.4) 0.0 (12.2) 77.8 (3.8) 2.2 (21.4)
Medi an 86.7 6.7 80.0 -6.7
Mn - Mx 53 - 93 -20 - 13 73 - 80 -13 - 27
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paranmeter: EORTC QLQ C30: Physical functioning (revised)

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 47 Day 1
n 6 6 2 2
Mean (SD) 80.0 (12.6) -2.2 (12.4) 66.7 (9.4) -20.0 (0.0)
Medi an 80.0 -3.3 66.7 -20.0
Mn - Mx 60 - 93 -13 - 20 60 - 73 -20 - -20
Cycle 49 Day 1
n 3 3 1 1
Mean (SD) 80.0 (13.3) 2.2 (10.2) 86.7 (NA) -6.7 (NA)
Medi an 80.0 0.0 86.7 -6.7
Mn - Mx 67 - 93 -7 - 13 87 - 87 -7 - -7
Cycle 51 Day 1
n 2 2 1 1
Mean (SD) 80.0 (18.9) -3.3(4.7) 86.7 (NA) -6.7 (NA)
Medi an 80.0 -3.3 86.7 -6.7
Mn - Mx 67 - 93 -7 -0 87 - 87 -7 - -7
Cycle 53 Day 1
n 1 1 1 1
Mean (SD) 93.3 (NA) 0.0 (NA) 100.0 (NA) 6.7 (NA)
Medi an 93.3 0.0 100.0 6.7
Mn - Mx 93 - 93 0-0 100 - 100 7-7
Cycle 55 Day 1
n 1 1 1 1
Mean (SD) 93.3 (N4 0.0 (NA) 73.3 (NA) -20.0 (N4
Medi an 93.3 0.0 73.3 -20.0
Mn - Mx 93 - 93 0-0 73 - 73 -20 - -20
Cycle 57 Day 1
n 1 1 1 1
Mean (SD) 93.3 (N4 0.0 (NA) 100.0 (NA) 6.7 (NA)
Medi an 93.3 0.0 100.0 6.7
Mn - Mx 93 - 93 0-0 100 - 100 7-7
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI
Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paranmeter: EORTC QLQ C30: Physical functioning (revised)

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Treatment Di scontinuation
n 79 77 103 96
Mean (SD) 72.2 (25.3) -7.2 (23.3) 76.1 (22.3) -4.7 (18.9)
Medi an 80.0 -6.7 80.0 -3.3
Mn - Max 0 - 100 -80 - 80 0 - 100 -73 - 47
Post - Treat ment Fol | ow Up Week 16
n 9 9 5 5
Mean (SD) 77.0 (19.2) 1.5 (21.5) 72.0 (17.9) 0.0 (19.4)
Medi an 80.0 0.0 80.0 -6.7
Mn - Max 47 - 100 -47 - 27 40 - 80 -13 - 33
Post - Treat ment Fol | ow Up Week 24
n 2 2 0 0
Mean ( SD) 63.3 (33.0) -6.7 (0.0) NE ( NE) NE (NE)
Medi an 63.3 -6.7 NE NE
Mn - Max 40 - 87 -7 - -7 NE - NE NE - NE
Post - Treat ment Fol | ow Up Week 32
n 1 1 0 0
Mean ( SD) 13.3 (NA) -33.3 (N\NA) NE (NE) NE (NE)
Medi an 13.3 -33.3 NE NE
Mn - Max 13 - 13 -33 - -33 NE - NE NE - NE
30 Day Safety Fol | ow up
n 32 31 40 38
Mean (SD) 72.5 (26.1) -4.7 (25.4) 71.2 (23.5) -7.9 (21.6)
Medi an 80.0 0.0 76.7 -6.7
Mn - Max 0 - 100 -60 - 60 0 - 100 -67 - 27
Survival Followup Mnth 3
n 19 19 19 17
Mean (SD) 80.4 (16.3) -3.9 (16.1) 78.9 (17.1) -2.0 (19.3)
Medi an 86.7 0.0 86.7 0.0
Mn - Max 33 - 100 -47 - 27 40 - 100 -33 - 60
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953
Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paranmeter: EORTC QLQ C30: Physical functioning (revised)

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Survival Follow up Month 6
n 7 7 5 5
Mean (SD) 78.1 (26.6) 0.0 (26.4) 65.3 (15.9) 0.0 (20.5)
Medi an 86.7 6.7 66. 7 -6.7
Mn - Max 20 - 100 -53 - 20 47 - 87 -27 - 27
Survival Followup Mnth 9
n 5 5 2 2
Mean (SD) 62.7 (26.1) -16.0 (20.9) 63.3 (14.1) 10.0 (42.4)
Medi an 66. 7 -20.0 63.3 10.0
Mn - Max 27 - 87 -47 - 7 53 - 73 -20 - 40
Survival Followup Mnth 12
n 3 3 1 1
Mean ( SD) 62.2 (16.8) -22.2 (13.9) 80.0 (NA) 0.0 (NA)
Medi an 60.0 -26.7 80.0 0.0
Mn - Max 47 - 80 -33 - -7 80 - 80 0-0
TIME OF FIRST PD
n 21 19 59 52
Mean ( SD) 77.5 (22.0) 0.4 (26.9) 77.3 (18.1) -1.9 (13.0)
Medi an 80.0 0.0 80.0 0.0
Mn - Max 13 - 100 -40 - 73 33 - 100 -27 - 33
TI ME OF LAST TX DOSE
n 68 61 86 77
Mean (SD) 79.1 (19.3) -1.5 (19.4) 77.6 (19.1) -0.4 (15.7)
Medi an 80.0 0.0 80.0 0.0
Mn - Max 20 - 100 -47 - 73 0 - 100 -27 - 60
I navo = Inavolisib, Pbo = Placebo, Palbo = Pal bociclib, Fulv = Ful vestrant

Gt repository: https://code.roche. con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953
Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GMI

Qut put : / ocean/ har bour / CDT70123/ WD41554/ CSRI nt eri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paranmeter: EORTC QLQ C30: Rol e functioning (revised)

| navo+Pal bo+Ful v
Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
BASEL| NE
n 149 156
Mean (SD) 80.2 (25.8) 78.8 (25.6)
Medi an 83.3 83.3
Mn - Mx 0 - 100 0 - 100
Cycle 2 Day 1
n 143 137 153 147
Mean (SD) 77.3 (24.7) -2.3 (23.6) 79.2 (22.3) -0.3 (18.8)
Medi an 83.3 0.0 83.3 0.0
Mn - Mx 0 - 100 -83 - 67 0 - 100 -67 - 50
Cycle 3 Day 1
n 137 132 133 126
Mean (SD) 80.3 (23.6) -0.0 (24.5) 81.2 (20.2) 3.6 (20.2)
Medi an 83.3 0.0 83.3 0.0
Mn - Mx 0 - 100 -67 - 67 0 - 100 -33 - 50
Cycle 5 Day 1
n 127 123 102 96
Mean (SD) 81.6 (23.0) 1.8 (23.0) 78.6 (24.6) 0.2 (23.6)
Medi an 100.0 0.0 83.3 0.0
Mn - Mx 17 - 100 -67 - 83 0 - 100 -50 - 50
Cycle 7 Day 1
n 112 107 89 84
Mean (SD) 81.5 (23.1) 2.2 (24.2) 79.2 (27.1) -0.4 (23.6)
Medi an 91.7 0.0 83.3 0.0
Mn - Mx 0 - 100 -83 - 83 0 - 100 -83 - 67
Cycle 9 Day 1
n 104 101 74 71
Mean (SD) 81.1 (24.3) 0.5 (24.1) 79.5 (24.8) 1.2 (21.1)
Medi an 100.0 0.0 83.3 0.0
Mn - Mx 0 - 100 -67 - 100 0 - 100 -67 - 50
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa
03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Paranmeter: EORTC QLQ C30: Rol e functioning (revised)

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 11 Day 1

n 91 87 58 57

Mean (SD) 78.9 (25.9) -1.3 (27.5) 83.0 (21.3) 4.4 (19.3)

Medi an 83.3 0.0 91.7 0.0

Mn - Mx 0 - 100 -100 - 83 17 - 100 -33 - 50
Cycle 13 Day 1

n 79 75 45 44

Mean (SD) 80.8 (21.5) -1.1 (26.5) 79.3 (23.1) 1.1 (21.4)

Medi an 83.3 0.0 83.3 0.0

Mn - Mx 0 - 100 -67 - 100 17 - 100 -50 - 50
Cycle 15 Day 1

n 73 69 41 40

Mean (SD) 82.9 (20.6) 2.4 (26.4) 77.6 (23.7) 0.4 (26.6)

Medi an 100.0 0.0 83.3 0.0

Mn - Mx 17 - 100 -50 - 100 17 - 100 -67 - 50
Cycle 17 Day 1

n 70 67 30 29

Mean (SD) 83.1 (21.3) 2.2 (25.6) 80.0 (20.7) 7.5 (25.8)

Medi an 83.3 0.0 83.3 0.0

Mn - Mx 0 - 100 -67 - 100 17 - 100 -33 - 67
Cycle 19 Day 1

n 53 50 24 23

Mean (SD) 81.1 (19.6) 1.0 (28.7) 85.4 (15.8) 8.0 (24.0)

Medi an 83.3 0.0 91.7 0.0

Mn - Mx 33 - 100 -33 - 100 67 - 100 -33 - 50
Cycle 21 Day 1

n 51 48 23 21

Mean (SD) 82.0 (24.2) 2.1 (30.3) 82.6 (17.8) 7.1 (20.1)

Medi an 100.0 0.0 83.3 0.0

Mn - Mx 0 - 100 -67 - 100 50 - 100 -33 - 50
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa
03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Paranmeter: EORTC QLQ C30: Rol e functioning (revised)

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 23 Day 1
n 52 49 20 19
Mean (SD) 81.1 (19.8) 1.0 (29.5) 85.8 (18.2) 8.8 (29.1)
Medi an 83.3 0.0 91.7 0.0
Mn - Mx 17 - 100 -50 - 100 33 - 100 -50 - 50
Cycle 25 Day 1
n 43 42 19 18
Mean (SD) 82.6 (20.2) 4.4 (30.1) 86.0 (19.5) 8.3 (23.0)
Medi an 100.0 0.0 100.0 0.0
Mn - Mx 17 - 100 -50 - 100 33 - 100 -33 - 50
Cycle 27 Day 1
n 39 38 17 16
Mean (SD) 81.6 (23.8) 2.6 (25.3) 89.2 (15.5) 7.3 (23.5)
Medi an 100.0 0.0 100.0 0.0
Mn - Mx 17 - 100 -50 - 67 50 - 100 -33 - 50
Cycle 29 Day 1
n 32 32 17 16
Mean (SD) 80.2 (24.1) 0.0 (29.0) 85.3 (16.5) 6.2 (23.5)
Medi an 100.0 0.0 100.0 0.0
Mn - Mx 33 - 100 -50 - 83 67 - 100 -33 - 50
Cycle 31 Day 1
n 29 28 11 10
Mean (SD) 82.8 (20.2) 2.4 (26.7) 81.8 (21.7) 10.0 (33.5)
Medi an 100.0 0.0 83.3 16. 7
Mn - Mx 33 - 100 -67 - 67 33 - 100 -67 - 50
Cycle 33 Day 1
n 21 21 9 8
Mean (SD) 86.5 (25.1) 2.4 (29.5) 85.2 (17.6) 16.7 (15.4)
Medi an 100.0 0.0 83.3 16.7
Mn - Mx 0 - 100 -83 - 50 50 - 100 0 - 33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa
03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Paranmeter: EORTC QLQ C30: Rol e functioning (revised)

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 35 Day 1
n 18 17 9 8
Mean (SD) 80.6 (20.8) 4.9 (24.8) 87.0 (16.2) 14.6 (20.8)
Medi an 83.3 0.0 100.0 16. 7
Mn - Mx 50 - 100 -33 - 50 67 - 100 -17 - 50
Cycle 37 Day 1
n 17 17 7 6
Mean (SD) 82.4 (26.7) 1.0 (29.7) 88.1 (12.6) 16.7 (18.3)
Medi an 100.0 0.0 83.3 16. 7
Mn - Mx 0 - 100 -67 - 33 67 - 100 0 - 33
Cycle 39 Day 1
n 14 14 5 5
Mean (SD) 76.2 (16.9) -0.0 (31.4) 93.3 (14.9) 33.3 (23.6)
Medi an 66. 7 0.0 100.0 50.0
Mn - Mx 50 - 100 -33 - 67 67 - 100 0 - 50
Cycle 41 Day 1
n 13 13 4 4
Mean (SD) 74.4 (17.5) -5.1 (26.7) 95.8 (8.3) 33.3 (23.6)
Medi an 66. 7 -16.7 100.0 41.7
Mn - Mx 50 - 100 -33 - 33 83 - 100 0 - 50
Cycle 43 Day 1
n 13 13 4 4
Mean (SD) 83.3 (21.5) 5.1 (26.7) 87.5 (16.0) 25.0 (21.5)
Medi an 100.0 0.0 91.7 25.0
Mn - Mx 33 - 100 -33 - 33 67 - 100 0 - 50
Cycle 45 Day 1
n 7 7 3 3
Mean (SD) 71.4 (20.9) -4.8 (24.9) 88.9 (9.6) 38.9 (9.6)
Medi an 66. 7 0.0 83.3 33.3
Mn - Mx 50 - 100 -33 - 33 83 - 100 33 - 50
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa
03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paranmeter: EORTC QLQ C30: Rol e functioning (revised)

| navo+Pal bo+Ful v Pbo+Pal bo+Ful v
Val ue at Visit Change from Baseline Value at Visit Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 47 Day 1

n 6 6 2 2

Mean (SD) 72.2 (13.6) -11.1 (27.2) 66.7 (0.0) 16.7 (0.0)

Medi an 66. 7 -16.7 66. 7 16.7

Mn - Max 67 - 100 -33 - 33 67 - 67 17 - 17
Cycle 49 Day 1

n 3 3 1 1

Mean (SD) 77.8 (19.2) 11.1 (19.2) 83.3 (NA) 33.3 (NA)

Medi an 66. 7 0.0 83.3 33.3

Mn - Max 67 - 100 0 - 33 83 - 83 33 - 33
Cycle 51 Day 1

n 2 2 1 1

Mean ( SD) 83.3 (23.6) 0.0 (0.0) 83.3 (NA) 33.3 (NA)

Medi an 83.3 0.0 83.3 33.3

Mn - Max 67 - 100 0-0 83 - 83 33 - 33
Cycle 53 Day 1

n 1 1 1 1

Mean ( SD) 100. 0 (NA) 0.0 (NA) 100.0 (NA) 50.0 (NA)

Medi an 100.0 0.0 100.0 50.0

Mn - Max 100 - 100 0-0 100 - 100 50 - 50
Cycle 55 Day 1

n 1 1 1 1

Mean ( SD) 100.0 (NA) 0.0 (NA&) 83.3 (NA) 33.3 (NA)

Medi an 100.0 0.0 83.3 33.3

Mn - Max 100 - 100 0-0 83 - 83 33 - 33
Cycle 57 Day 1

n 1 1 1 1

Mean ( SD) 100.0 (NA) 0.0 (NA) 100. 0 ( NA) 50.0 (NA)

Medi an 100.0 0.0 100.0 50.0

Mn - Max 100 - 100 0-0 100 - 100 50 - 50
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out Page 19 of 105
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full
10JAN2025

Prot ocol :
Par anet er :

W41554, CCOD: 15NOV2024, Data Snapshot:
EORTC QLQ C30: Rol e functioning (revised)

Anal ysi s Set

| navo+Pal bo+Ful v

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Treatment Di scontinuation
n 79 77 103 96
Mean (SD) 69.2 (29.4) -8.2 (32.4) 73.8 (27.0) -7.5 (23.6)
Medi an 66. 7 0.0 66. 7 0.0
Mn - Max 0 - 100 -100 - 83 0 - 100 -83 - 50
Post - Treat ment Fol | ow Up Week 16
n 9 9 5 5
Mean (SD) 75.9 (25.2) -3.7 (29.8) 56.7 (36.5) -13.3 (13.9)
Medi an 66. 7 0.0 66. 7 -16.7
Mn - Max 33 - 100 -67 - 33 0 - 100 -33 -0
Post - Treat ment Fol | ow Up Week 24
n 2 2 0 0
Mean ( SD) 75.0 (35.4) 0.0 (0.0) NE ( NE) NE (NE)
Medi an 75.0 0.0 NE NE
Mn - Max 50 - 100 0-0 NE - NE NE - NE
Post - Treat ment Fol | ow Up Week 32
n 1 1 0 0
Mean ( SD) 50.0 (NA) 0.0 (NA) NE (NE) NE (NE)
Medi an 50.0 0.0 NE NE
Mn - Max 50 - 50 0-0 NE - NE NE - NE
30 Day Safety Fol | ow up
n 32 31 40 38
Mean (SD) 72.9 (33.5) -4.3 (35.7) 63.3 (27.5) -15.4 (26.1)
Medi an 91.7 0.0 66.7 -16.7
Mn - Max 0 - 100 -67 - 67 0 - 100 -83 - 33
Survival Followup Mnth 3
n 19 19 19 17
Mean (SD) 79.8 (18.1) -0.9 (32.6) 71.9 (20.1) -8.8 (27.7)
Medi an 83.3 0.0 66.7 -16.7
Mn - Max 50 - 100 -50 - 67 33 - 100 -33 - 67
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa
03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full
10JAN2025

Prot ocol :
Par anet er :

W41554, CCOD: 15NOV2024, Data Snapshot:
EORTC QLQ C30: Rol e functioning (revised)

Anal ysi s Set

| navo+Pal bo+Ful v
Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v
Val ue at Visit Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Survival Follow up Month 6

n 7 7 5 5

Mean (SD) 66.7 (25.5) -0.0 (41.9) 56.7 (14.9) -3.3 (29.8)

Medi an 66. 7 0.0 66. 7 0.0

Mn - Max 17 - 100 -67 - 50 33 - 67 -33 - 33
Survival Followup Mnth 9

n 5 5 2 2

Mean (SD) 60.0 (36.5) -26.7 (38.4) 50.0 (23.6) 8.3 (58.9)

Medi an 66. 7 -33.3 50.0 8.3

Mn - Max 0 - 100 -83 - 17 33 - 67 -33 - 50
Survival Followup Mnth 12

n 3 3 1 1

Mean ( SD) 50.0 (16.7) -27.8 (25.5) 50.0 (NA) -16.7 (NA)

Medi an 50.0 -33.3 50.0 -16.7

Mn - Max 33 - 67 -50 - 0 50 - 50 -17 - -17
TIME OF FIRST PD

n 21 19 59 52

Mean ( SD) 74.6 (28.2) -2.6 (32.5) 76.0 (26.1) -2.9 (21.3)

Medi an 66.7 0.0 83.3 0.0

Mn - Max 0 - 100 -67 - 83 0 - 100 -67 - 50
TI ME OF LAST TX DOSE

n 68 61 86 77

Mean (SD) 80.6 (23.7) -0.0 (32.1) 76.9 (24.8) -1.3 (21.8)

Medi an 91.7 0.0 83.3 0.0

Mn - Max 0 - 100 -83 - 100 0 - 100 -67 - 50
I navo = Inavolisib, Pbo = Placebo, Palbo = Pal bociclib, Fulv = Ful vestrant

Gt repository: https://code.roche. con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash:

142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GMI

Qut put : / ocean/ har bour / CDT70123/ WD41554/ CSRI nt eri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paranmeter: EORTC QLQ C30: Enotional functioning

| navo+Pal bo+Ful v

Val ue at Visit Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
BASEL| NE
n 149 156
Mean (SD) 73.2 (20.4) 73.5 (21.6)
Medi an 75.0 75.0
Mn - Mx 17 - 100 0 - 100
Cycle 2 Day 1
n 143 137 153 147
Mean (SD) 78.0 (21.0) 4.8 (20.2) 80.3 (18.4) 6.6 (18.7)
Medi an 83.3 0.0 83.3 8.3
Mn - Mx 0 - 100 -67 - 83 0 - 100 -33 - 67
Cycle 3 Day 1
n 137 132 133 126
Mean (SD) 79.7 (19.5) 5.7 (19.6) 77.9 (16.3) 4.2 (15.0)
Medi an 83.3 0.0 75.0 0.0
Mn - Mx 8 - 100 -58 - 75 33 - 100 -33 - 58
Cycle 5 Day 1
n 127 123 102 96
Mean (SD) 79.3 (21.1) 6.4 (20.0) 77.8 (19.0) 5.6 (18.3)
Medi an 83.3 8.3 75.0 0.0
Mn - Mx 0 - 100 -58 - 58 8 - 100 -33 - 58
Cycle 7 Day 1
n 112 107 89 84
Mean (SD) 79.0 (22.1) 5.9 (21.8) 79.8 (18.2) 7.6 (18.2)
Medi an 83.3 8.3 83.3 8.3
Mn - Mx 0 - 100 -58 - 83 25 - 100 -42 - 58
Cycle 9 Day 1
n 104 101 74 71
Mean (SD) 76.3 (20.9) 1.7 (19.2) 77.1 (19.7) 4.3 (17.4)
Medi an 75.0 0.0 75.0 0.0
Mn - Mx 8 - 100 -67 - 58 25 - 100 -42 - 42
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa
03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Par aneter: EORTC Q.Q C30: Envotional

functioning

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 11 Day 1
n 91 87 58 57
Mean (SD) 76.7 (21.8) 2.5 (23.1) 77.3 (20.6) 3.7 (18.0)
Medi an 83.3 8.3 75.0 0.0
Mn - Mx 8 - 100 -67 - 75 25 - 100 -42 - 67
Cycle 13 Day 1
n 79 75 45 44
Mean (SD) 78.0 (22.4) 2.9 (22.1) 76.3 (21.5) 3.0 (24.9)
Medi an 83.3 8.3 75.0 0.0
Mn - Mx 8 - 100 -58 - 67 0 - 100 -67 - 100
Cycle 15 Day 1
n 73 69 41 40
Mean (SD) 78.3 (18.9) 3.9 (22.5) 74.8 (22.3) -0.6 (17.0)
Medi an 83.3 0.0 75.0 0.0
Mn - Mx 8 - 100 -50 - 67 17 - 100 -58 - 25
Cycle 17 Day 1
n 70 67 30 29
Mean (SD) 77.9 (21.9) 2.6 (21.4) 79.2 (19.4) 5.2 (11.9)
Medi an 75.0 0.0 83.3 8.3
Mn - Mx 8 - 100 -67 - 50 33 - 100 -25 - 33
Cycle 19 Day 1
n 53 50 24 23
Mean (SD) 75.6 (17.7) 1.2 (16.1) 83.3 (20.1) 7.2 (13.1)
Medi an 75.0 0.0 91.7 8.3
Mn - Mx 17 - 100 -25 - 42 42 - 100 -25 - 33
Cycle 21 Day 1
n 51 48 23 21
Mean (SD) 76.8 (20.8) 1.6 (22.5) 80.1 (19.7) 6.0 (11.5)
Medi an 75.0 0.0 91.7 8.3
Mn - Mx 17 - 100 -50 - 50 33 - 100 -17 - 33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953
Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Par aneter: EORTC Q.Q C30: Envotional

functioning

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 23 Day 1
n 52 49 20 19
Mean (SD) 76.4 (20.8) 2.6 (23.1) 81.7 (17.4) 7.9 (11.3)
Medi an 75.0 0.0 83.3 8.3
Mn - Mx 25 - 100 -58 - 50 42 - 100 -17 - 33
Cycle 25 Day 1
n 43 42 19 18
Mean (SD) 76.9 (20.8) 5.4 (23.0) 79.8 (23.3) 2.8 (12.1)
Medi an 75.0 4.2 83.3 8.3
Mn - Mx 0 - 100 -67 - 50 8 - 100 -25 - 17
Cycle 27 Day 1
n 39 38 17 16
Mean (SD) 77.1 (19.9) 6.8 (20.9) 83.8 (16.0) 5.2 (15.5)
Medi an 75.0 8.3 83.3 8.3
Mn - Mx 0 - 100 -25 - 67 50 - 100 -25 - 42
Cycle 29 Day 1
n 32 32 17 16
Mean (SD) 72.7 (22.2) 0.3 (19.7) 81.4 (16.5) 4.7 (14.6)
Medi an 75.0 4.2 83.3 8.3
Mn - Mx 0 - 100 -42 - 50 58 - 100 -25 - 33
Cycle 31 Day 1
n 29 28 11 10
Mean (SD) 75.3 (20.6) 3.3 (19.7) 85.6 (15.4) 13.3 (18.1)
Medi an 75.0 8.3 91.7 8.3
Mn - Mx 25 - 100 -50 - 50 67 - 100 -8 - 42
Cycle 33 Day 1
n 21 21 9 8
Mean (SD) 75.4 (23.8) -0.4 (19.3) 81.5 (19.9) 7.3 (14.4)
Medi an 75.0 0.0 83.3 12.5
Mn - Mx 0 - 100 -67 - 25 50 - 100 -25 - 17
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953
Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Par aneter: EORTC Q.Q C30: Envotional

functioning

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 35 Day 1
n 18 17 9 8
Mean (SD) 75.0 (15.9) 4.4 (17.0) 87.0 (13.9) 13.5 (9.9)
Medi an 70.8 0.0 83.3 16. 7
Mn - Mx 50 - 100 -17 - 50 67 - 100 0- 25
Cycle 37 Day 1
n 17 17 7 6
Mean (SD) 73.0 (26.6) -2.9 (22.2) 86.9 (17.9) 15.3 (11.1)
Medi an 75.0 0.0 100.0 16. 7
Mn - Mx 0 - 100 -67 - 17 58 - 100 0 - 33
Cycle 39 Day 1
n 14 14 5 5
Mean (SD) 73.8 (18.7) -6.0 (16.5) 90.0 (18.1) 18.3 (12.4)
Medi an 70.8 -8.3 100.0 16. 7
Mn - Mx 33 - 100 -33 - 33 58 - 100 0 - 33
Cycle 41 Day 1
n 13 13 4 4
Mean (SD) 72.4 (14.2) 0.6 (20.0) 77.1 (28.4) 8.3 (24.5)
Medi an 75.0 0.0 83.3 12.5
Mn - Mx 42 - 100 -25 - 50 42 - 100 -25 - 33
Cycle 43 Day 1
n 13 13 4 4
Mean (SD) 81.4 (16.4) 9.0 (20.8) 75.0 (21.5) 2.1 (14.2)
Medi an 83.3 8.3 75.0 4.2
Mn - Mx 50 - 100 -33 - 50 50 - 100 -17 - 17
Cycle 45 Day 1
n 7 7 3 3
Mean (SD) 72.6 (19.1) 4.8 (23.0) 77.8 (19.2) 8.3 (8.3)
Medi an 66. 7 0.0 66.7 8.3
Mn - Mx 42 - 100 -25 - 50 67 - 100 0 - 17
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953
Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out

Page 25 of 105

Inavolisib (Itovebi®

134 von 1864



Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Prot ocol :
Par anet er :

W041554, CCOD: 15NOV2024, Data Snapshot:
EORTC QLQ C30: Enmtional functioning

10JAN2025

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v
Val ue at Visit Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 47 Day 1
n 6 6 2 2
Mean (SD) 76.4 (22.6) -0.0 (18.3) 91.7 (11.8) 20.8 (5.9)
Medi an 75.0 4.2 91.7 20.8
Mn - Mx 42 - 100 -25 - 25 83 - 100 17 - 25
Cycle 49 Day 1
n 3 3 1 1
Mean (SD) 66.7 (33.3) 8.3 (41.7) 58.3 (NA) 0.0 (NA)
Medi an 66. 7 8.3 58.3 0.0
Mn - Mx 33 - 100 -33 - 50 58 - 58 0-0
Cycle 51 Day 1
n 2 2 1 1
Mean (SD) 58.3 (58.9) -20.8 (41.2) 58.3 (NA) 0.0 (NA)
Medi an 58.3 -20.8 58.3 0.0
Mn - Mx 17 - 100 -50 - 8 58 - 58 0-0
Cycle 53 Day 1
n 1 1 1 1
Mean (SD) 100.0 (NA) 8.3 (NA) 100.0 (NA) 41.7 (NA)
Medi an 100.0 8.3 100.0 41.7
Mn - Mx 100 - 100 8 -8 100 - 100 42 - 42
Cycle 55 Day 1
n 1 1 1 1
Mean (SD) 100.0 (NA) 8.3 (NA) 58.3 (NA) 0.0 (NA)
Medi an 100.0 8.3 58.3 0.0
Mn - Mx 100 - 100 8 -8 58 - 58 0-0
Cycle 57 Day 1
n 1 1 1 1
Mean (SD) 91.7 (NA) 0.0 (NA) 91.7 (NA) 33.3 (NA)
Medi an 91.7 0.0 91.7 33.3
Mn - Mx 92 - 92 0-0 92 - 92 33 - 33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash:
03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Prot ocol :
Par anet er :

W041554, CCOD: 15NOV2024, Data Snapshot:
EORTC QLQ C30: Enmtional functioning

10JAN2025

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Treatment Di scontinuation
n 79 77 103 96
Mean (SD) 68.5 (23.7) -1.7 (20.5) 68.8 (22.3) -3.5 (18.9)
Medi an 66. 7 0.0 66. 7 0.0
Mn - Max 0 - 100 -58 - 50 0 - 100 -58 - 67
Post - Treat ment Fol | ow Up Week 16
n 9 9 5 5
Mean (SD) 77.8 (18.2) -2.8 (17.7) 73.3 (10.9) 10.0 (10.9)
Medi an 75.0 -8.3 66. 7 8.3
Mn - Max 50 - 100 -25 - 33 67 - 92 0- 25
Post - Treat ment Fol | ow Up Week 24
n 2 2 0 0
Mean ( SD) 75.0 (11.8) -8.3 (11.8) NE ( NE) NE (NE)
Medi an 75.0 -8.3 NE NE
Mn - Max 67 - 83 -17 - 0 NE - NE NE - NE
Post - Treat ment Fol | ow Up Week 32
n 1 1 0 0
Mean ( SD) 75.0 (NA) 8.3 (NA) NE (NE) NE (NE)
Medi an 75.0 8.3 NE NE
Mn - Max 75 - 75 8- 8 NE - NE NE - NE
30 Day Safety Fol | ow up
n 32 31 40 38
Mean (SD) 74.5 (23.3) -0.8 (19.4) 68.1 (22.2) -0.7 (27.0)
Medi an 75.0 0.0 66.7 0.0
Mn - Max 25 - 100 -50 - 33 0 - 100 -83 - 67
Survival Followup Mnth 3
n 19 19 19 17
Mean (SD) 66.7 (22.0) 3.5 (25.0) 75.0 (17.8) 9.8 (20.9)
Medi an 75.0 8.3 75.0 8.3
Mn - Max 25 - 100 -50 - 42 42 - 100 -25 - 58
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash:
03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Protocol : W041554, CCOD: 15NOV2024, Data Snapshot:
Paranmeter: EORTC QLQ C30: Enotional functioning

10JAN2025

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Survival Follow up Month 6
n 7 7 5 5
Mean (SD) 72.6 (22.4) 15.5 (29.0) 65.0 (16.0) 15.0 (16.0)
Medi an 66. 7 25.0 58.3 8.3
Mn - Max 42 - 100 -25 - 58 50 - 92 0 - 42
Survival Followup Mnth 9
n 5 5 2 2
Mean (SD) 66.7 (19.5) -3.3 (20.9) 66.7 (0.0) 25.0 (11.8)
Medi an 58.3 8.3 66. 7 25.0
Mn - Max 50 - 92 -33 - 17 67 - 67 17 - 33
Survival Followup Mnth 12
n 3 3 1 1
Mean ( SD) 61.1 (29.3) -5.6 (25.5) 100.0 (NA) 83.3 (NA)
Medi an 58.3 0.0 100.0 83.3
Mn - Max 33 - 92 -33 - 17 100 - 100 83 - 83
TIME OF FIRST PD
n 21 19 59 52
Mean ( SD) 71.8 (23.9) -0.0 (24.1) 76.3 (20.5) 3.4 (22.5)
Medi an 66.7 0.0 75.0 0.0
Mn - Max 8 - 100 -58 - 33 0 - 100 -33 - 100
TI ME OF LAST TX DOSE
n 68 61 86 77
Mean (SD) 73.9 (22.9) 1.9 (21.4) 75.6 (22.3) 1.8 (22.7)
Medi an 75.0 0.0 79.2 0.0
Mn - Max 0 - 100 -67 - 50 0 - 100 -58 - 100
I navo = Inavolisib, Pbo = Placebo, Palbo = Pal bociclib, Fulv = Ful vestrant

Gt repository: https://code.roche. con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953
Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paranmeter: EORTC QLQ C30: Cognitive functioning

| navo+Pal bo+Ful v
Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
BASEL| NE
n 149 156
Mean (SD) 86.5 (16.3) 86.1 (17.2)
Medi an 83.3 100.0
Mn - Mx 17 - 100 33 - 100
Cycle 2 Day 1
n 143 137 153 147
Mean (SD) 85.1 (17.9) -1.3 (15.4) 85.3 (17.4) -0.9 (15.5)
Medi an 83.3 0.0 83.3 0.0
Mn - Mx 33 - 100 -50 - 33 33 - 100 -50 - 33
Cycle 3 Day 1
n 137 132 133 126
Mean (SD) 83.9 (19.7) -2.4 (16.7) 85.3 (17.3) -0.7 (14.8)
Medi an 83.3 0.0 83.3 0.0
Mn - Mx 0 - 100 -83 - 50 33 - 100 -50 - 50
Cycle 5 Day 1
n 127 123 102 96
Mean (SD) 84.0 (18.5) -2.2 (15.1) 81.2 (18.3) -3.3 (14.4)
Medi an 83.3 0.0 83.3 0.0
Mn - Mx 0 - 100 -50 - 50 17 - 100 -50 - 33
Cycle 7 Day 1
n 112 107 89 84
Mean (SD) 84.5 (18.5) -3.0 (15.5) 82.8 (21.1) -3.0 (18.9)
Medi an 83.3 0.0 83.3 0.0
Mn - Mx 17 - 100 -50 - 50 17 - 100 -50 - 50
Cycle 9 Day 1
n 104 101 74 71
Mean (SD) 82.1 (19.5) -4.6 (19.2) 82.2 (20.7) -3.5 (17.8)
Medi an 83.3 0.0 83.3 0.0
Mn - Mx 0 - 100 -83 - 50 17 - 100 -50 - 33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Paranmeter: EORTC QLQ C30: Cognitive functioning

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 11 Day 1
n 91 87 58 57
Mean (SD) 81.3 (22.6) -6.3 (20.2) 83.3 (19.0) -2.3 (19.0)
Medi an 83.3 0.0 83.3 0.0
Mn - Mx 0 - 100 -100 - 33 33 - 100 -67 - 67
Cycle 13 Day 1
n 79 75 45 44
Mean (SD) 81.2 (22.5) -5.8 (17.9) 80.0 (23.7) -3.4 (19.9)
Medi an 83.3 0.0 83.3 0.0
Mn - Mx 0 - 100 -67 - 33 0 - 100 -67 - 33
Cycle 15 Day 1
n 73 69 41 40
Mean (SD) 82.0 (19.4) -5.3 (17.5) 79.7 (21.2) -2.1 (20.7)
Medi an 83.3 0.0 83.3 0.0
Mn - Mx 17 - 100 -67 - 33 33 - 100 -67 - 67
Cycle 17 Day 1
n 70 67 30 29
Mean (SD) 80.5 (23.6) -6.2 (22.8) 79.4 (20.8) 2.3 (13.9)
Medi an 83.3 0.0 83.3 0.0
Mn - Mx 0 - 100 -83 - 33 33 - 100 -17 - 33
Cycle 19 Day 1
n 53 50 24 23
Mean (SD) 81.1 (21.7) -5.7 (18.0) 80.6 (22.9) 1.4 (14.1)
Medi an 83.3 0.0 83.3 0.0
Mn - Mx 17 - 100 -50 - 33 17 - 100 -17 - 33
Cycle 21 Day 1
n 51 48 23 21
Mean (SD) 80.7 (22.2) -5.6 (18.3) 74.6 (25.6) -3.2 (14.5)
Medi an 83.3 0.0 83.3 0.0
Mn - Mx 17 - 100 -67 - 33 17 - 100 -33 - 33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953
Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Protocol : W041554, CCOD: 15NOV2024, Data Snapshot:
Paranmeter: EORTC QLQ C30: Cognitive functioning

10JAN2025

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 23 Day 1
n 52 49 20 19
Mean (SD) 82.1 (18.9) -5.4 (17.1) 78.3 (20.3) 2.6 (20.2)
Medi an 83.3 0.0 83.3 0.0
Mn - Mx 33 - 100 -67 - 33 33 - 100 -33 - 50
Cycle 25 Day 1
n 43 42 19 18
Mean (SD) 84.5 (19.0) -3.6 (17.5) 80.7 (21.0) 0.9 (13.4)
Medi an 83.3 0.0 83.3 0.0
Mn - Mx 17 - 100 -67 - 33 33 - 100 -17 - 33
Cycle 27 Day 1
n 39 38 17 16
Mean (SD) 80.3 (23.8) -7.0 (18.4) 83.3 (22.0) -0.0 (21.9)
Medi an 83.3 0.0 83.3 0.0
Mn - Mx 0 - 100 -50 - 33 33 - 100 -33 - 50
Cycle 29 Day 1
n 32 32 17 16
Mean (SD) 80.2 (24.5) -8.3 (16.9) 76.5 (24.3) -3.1 (17.4)
Medi an 83.3 0.0 83.3 0.0
Mn - Mx 0 - 100 -50 - 17 33 - 100 -33 - 33
Cycle 31 Day 1
n 29 28 11 10
Mean (SD) 79.9 (20.6) -6.5 (17.8) 89.4 (17.1) 11.7 (20.9)
Medi an 83.3 0.0 100.0 0.0
Mn - Mx 33 - 100 -50 - 17 50 - 100 -17 - 50
Cycle 33 Day 1
n 21 21 9 8
Mean (SD) 82.5 (23.3) -5.6 (18.5) 85.2 (19.4) 6.2 (8.6)
Medi an 83.3 0.0 100.0 0.0
Mn - Mx 0 - 100 -50 - 17 50 - 100 0 - 17
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953
Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Protocol : W041554, CCOD: 15NOV2024, Data Snapshot:
Paranmeter: EORTC QLQ C30: Cognitive functioning

10JAN2025

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 35 Day 1
n 18 17 9 8
Mean (SD) 81.5 (26.1) -4.9 (20.2) 94.4 (11.8) 12.5 (19. 4)
Medi an 91.7 0.0 100.0 0.0
Mn - Mx 0 - 100 -50 - 17 67 - 100 0 - 50
Cycle 37 Day 1
n 17 17 7 6
Mean (SD) 75.5 (27.1) -12.7 (20.9) 92.9 (13.1) 13.9 (26.7)
Medi an 83.3 0.0 100.0 0.0
Mn - Mx 0 - 100 -50 - 17 67 - 100 0 - 67
Cycle 39 Day 1
n 14 14 5 5
Mean (SD) 85.7 (12.8) -6.0 (10.6) 90.0 (14.9) 20.0 (29.8)
Medi an 83.3 0.0 100.0 0.0
Mn - Mx 50 - 100 -17 - 17 67 - 100 0 - 67
Cycle 41 Day 1
n 13 13 4 4
Mean (SD) 78.2 (20.8) -14.1 (19.1) 95.8 (8.3) 33.3 (27.2)
Medi an 83.3 -16.7 100.0 33.3
Mn - Mx 50 - 100 -50 - 17 83 - 100 0 - 67
Cycle 43 Day 1
n 13 13 4 4
Mean (SD) 88.5 (14.2) -5.1 (17.2) 75.0 (31.9) 4.2 (8.3)
Medi an 100.0 0.0 83.3 0.0
Mn - Mx 67 - 100 -33 - 17 33 - 100 0 - 17
Cycle 45 Day 1
n 7 7 3 3
Mean (SD) 76.2 (8.9) -19.0 (15.0) 88.9 (19.2) 16.7 (16.7)
Medi an 83.3 -16.7 100.0 16.7
Mn - Mx 67 - 83 -33 -0 67 - 100 0 - 33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953
Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Prot ocol :
Par anet er :

W41554, CCOD: 15NOV2024, Data Snapshot:
EORTC QLQ C30: Cognitive functioning

10JAN2025

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v
Val ue at Visit Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 47 Day 1
n 6 6 2 2
Mean (SD) 75.0 (9.1) -19.4 (12.5) 83.3 (23.6) 8.3 (11.8)
Medi an 75.0 -16.7 83.3 8.3
Mn - Mx 67 - 83 -33 -0 67 - 100 0 - 17
Cycle 49 Day 1
n 3 3 1 1
Mean (SD) 72.2 (9.6) -27.8 (9.6) 66.7 (NA) 16.7 (NA)
Medi an 66. 7 -33.3 66.7 16. 7
Mn - Mx 67 - 83 -33 - -17 67 - 67 17 - 17
Cycle 51 Day 1
n 2 2 1 1
Mean (SD) 83.3 (23.6) -16.7 (23.6) 83.3 (NA) 33.3 (NA)
Medi an 83.3 -16.7 83.3 33.3
Mn - Mx 67 - 100 -33 -0 83 - 83 33 - 33
Cycle 53 Day 1
n 1 1 1 1
Mean (SD) 100.0 (NA) 0.0 (NA) 83.3 (NA) 33.3 (NA)
Medi an 100.0 0.0 83.3 33.3
Mn - Mx 100 - 100 0-0 83 - 83 33 - 33
Cycle 55 Day 1
n 1 1 1 1
Mean (SD) 100.0 (NA) 0.0 (NA) 66.7 (NA) 16.7 (NA)
Medi an 100.0 0.0 66.7 16. 7
Mn - Mx 100 - 100 0-0 67 - 67 17 - 17
Cycle 57 Day 1
n 1 1 1 1
Mean (SD) 83.3 (N4 -16.7 (NA) 100.0 (NA) 50.0 (NA)
Medi an 83.3 -16.7 100.0 50.0
Mn - Mx 83 - 83 -17 - -17 100 - 100 50 - 50
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash:
03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full
W41554, CCOD: 15NOV2024, Data Snapshot:
EORTC QLQ C30: Cognitive functioning

Prot ocol :
Par anet er :

10JAN2025

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Treatment Di scontinuation
n 79 77 103 96
Mean (SD) 74.9 (26.5) -9.1 (24.3) 79.8 (19.1) -8.0 (18.9)
Medi an 83.3 0.0 83.3 0.0
Mn - Max 0 - 100 -100 - 33 17 - 100 -67 - 33
Post - Treat ment Fol | ow Up Week 16
n 9 9 5 5
Mean (SD) 77.8 (22.0) -11.1 (16.7) 70.0 (21.7) -10.0 (9.1)
Medi an 83.3 -16.7 83.3 -16.7
Mn - Max 33 - 100 -33 - 17 33 - 83 -17 - 0
Post - Treat ment Fol | ow Up Week 24
n 2 2 0 0
Mean ( SD) 66.7 (47.1) -16.7 (23.6) NE ( NE) NE (NE)
Medi an 66. 7 -16.7 NE NE
Mn - Max 33 - 100 -33-0 NE - NE NE - NE
Post - Treat ment Fol | ow Up Week 32
n 1 1 0 0
Mean ( SD) 66.7 (NA) 0.0 (NA) NE (NE) NE (NE)
Medi an 66.7 0.0 NE NE
Mn - Max 67 - 67 0-0 NE - NE NE - NE
30 Day Safety Fol | ow up
n 32 31 40 38
Mean (SD) 78.6 (21.7) -10.2 (20.9) 77.5 (17.5) -5.3 (19.4)
Medi an 83.3 0.0 83.3 0.0
Mn - Max 17 - 100 -83 - 33 33 - 100 -50 - 33
Survival Followup Mnth 3
n 19 19 19 17
Mean (SD) 77.2 (20.9) -7.0 (17.8) 78.1 (22.3) -4.9 (24.1)
Medi an 83.3 0.0 83.3 0.0
Mn - Max 33 - 100 -33 - 17 33 - 100 -67 - 33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash:
03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full
10JAN2025

Prot ocol :
Par anet er :

W41554, CCOD: 15NOV2024, Data Snapshot:
EORTC QLQ C30: Cognitive functioning

Anal ysi s Set

| navo+Pal bo+Ful v
Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v
Val ue at Visit Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Survival Follow up Month 6
n 7 7 5 5
Mean (SD) 88.1 (15.9) -2.4 (17.8) 66.7 (31.2) -6.7 (25.3)
Medi an 100.0 0.0 83.3 -16.7
Mn - Max 67 - 100 -33 - 17 33 - 100 -33 - 33
Survival Followup Mnth 9
n 5 5 2 2
Mean (SD) 83.3 (16.7) -13.3 (21.7) 66.7 (23.6) 8.3 (11.8)
Medi an 83.3 -16.7 66. 7 8.3
Mn - Max 67 - 100 -33 - 17 50 - 83 0 - 17
Survival Followup Mnth 12
n 3 3 1 1
Mean ( SD) 66.7 (28.9) -33.3 (28.9) 83.3 (NA) 16.7 (NA)
Medi an 83.3 -16.7 83.3 16.7
Mn - Max 33 - 83 -67 - -17 83 - 83 17 - 17
TIME OF FIRST PD
n 21 19 59 52
Mean ( SD) 82.5 (24.4) -7.0 (25.6) 85.6 (17.9) -2.2 (17.2)
Medi an 83.3 0.0 83.3 0.0
Mn - Max 0 - 100 -83 - 50 33 - 100 -50 - 33
TI ME OF LAST TX DOSE
n 68 61 86 77
Mean (SD) 78.9 (23.0) -10.1 (21.4) 83.9 (19.0) -3.2 (17.5)
Medi an 83.3 0.0 83.3 0.0
Mn - Max 0 - 100 -83 - 50 17 - 100 -67 - 33
I navo = Inavolisib, Pbo = Placebo, Palbo = Pal bociclib, Fulv = Ful vestrant

Gt repository: https://code.roche. con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash:

142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GMI

Qut put : / ocean/ har bour / CDT70123/ WD41554/ CSRI nt eri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paranmeter: EORTC QLQ C30: Social functioning

| navo+Pal bo+Ful v

Val ue at Visit Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
BASEL| NE
n 149 156
Mean (SD) 82.2 (21.1) 80.1 (23.7)
Medi an 83.3 83.3
Mn - Mx 17 - 100 0 - 100
Cycle 2 Day 1
n 143 137 153 147
Mean (SD) 78.8 (23.4) -2.7 (22.0) 83.8 (21.2) 2.8 (19.8)
Medi an 83.3 0.0 100.0 0.0
Mn - Mx 0 - 100 -100 - 67 0 - 100 -50 - 67
Cycle 3 Day 1
n 137 132 133 126
Mean (SD) 80.9 (22.2) -1.4 (21.2) 83.1 (21.4) 3.0 (21.1)
Medi an 83.3 0.0 100.0 0.0
Mn - Mx 0 - 100 -67 - 50 0 - 100 -67 - 50
Cycle 5 Day 1
n 127 123 102 96
Mean (SD) 83.5 (20.4) 0.8 (22.8) 82.0 (22.0) 2.1 (22.7)
Medi an 100.0 0.0 91.7 0.0
Mn - Mx 0 - 100 -100 - 67 0 - 100 -50 - 67
Cycle 7 Day 1
n 112 107 89 84
Mean (SD) 82.6 (21.2) 0.0 (19.6) 81.3 (24.5) 0.4 (23.0)
Medi an 91.7 0.0 100.0 0.0
Mn - Mx 0 - 100 -67 - 67 0 - 100 -67 - 67
Cycle 9 Day 1
n 104 101 74 71
Mean (SD) 80.1 (23.5) -3.0 (21.4) 81.8 (20.1) 0.5 (22.7)
Medi an 83.3 0.0 83.3 0.0
Mn - Mx 0 - 100 -100 - 67 33 - 100 -67 - 50
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa
03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Paraneter: EORTC Q.Q C30: Soci al

functioning

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 11 Day 1
n 91 87 58 57
Mean (SD) 79.3 (25.6) -4.2 (21.7) 83.3 (20.5) 1.2 (20.9)
Medi an 83.3 0.0 100.0 0.0
Mn - Mx 0 - 100 -100 - 33 17 - 100 -50 - 50
Cycle 13 Day 1
n 79 75 45 44
Mean (SD) 82.9 (23.1) -1.3 (24.9) 81.9 (20.4) 1.9 (23.1)
Medi an 100.0 0.0 83.3 0.0
Mn - Mx 0 - 100 -100 - 33 33 - 100 -67 - 50
Cycle 15 Day 1
n 73 69 41 40
Mean (SD) 83.3 (21.5) -0.5 (26.2) 83.7 (19.9) 6.2 (27.1)
Medi an 100.0 0.0 100.0 0.0
Mn - Mx 0 - 100 -100 - 67 33 - 100 -67 - 50
Cycle 17 Day 1
n 70 67 30 29
Mean (SD) 81.4 (23.1) -2.2 (25.1) 82.2 (20.0) 8.6 (24.2)
Medi an 83.3 0.0 83.3 0.0
Mn - Mx 0 - 100 -100 - 50 33 - 100 -50 - 50
Cycle 19 Day 1
n 53 50 24 23
Mean (SD) 80.2 (21.4) -5.3 (26.2) 81.2 (19.2) 5.1 (21.6)
Medi an 83.3 0.0 75.0 0.0
Mn - Mx 33 - 100 -67 - 33 33 - 100 -33 - 50
Cycle 21 Day 1
n 51 48 23 21
Mean (SD) 82.4 (22.2) -3.8 (25.6) 79.7 (19.4) 5.6 (23.2)
Medi an 100.0 0.0 83.3 0.0
Mn - Mx 0 - 100 -100 - 33 33 - 100 -33 - 50
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Paraneter: EORTC Q.Q C30: Soci al

functioning

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 23 Day 1
n 52 49 20 19
Mean (SD) 81.4 (19.7) -4.8 (24.3) 82.5 (18.3) 8.8 (27.4)
Medi an 83.3 0.0 83.3 0.0
Mn - Mx 0 - 100 -100 - 33 50 - 100 -33 - 50
Cycle 25 Day 1
n 43 42 19 18
Mean (SD) 82.2 (21.3) -2.4 (27.9) 78.1 (28.9) 1.9 (20.5)
Medi an 83.3 0.0 83.3 0.0
Mn - Mx 0 - 100 -100 - 50 17 - 100 -33 - 50
Cycle 27 Day 1
n 39 38 16 15
Mean (SD) 78.6 (21.6) -4.8 (24.8) 91.7 (18.3) 14.4 (29.5)
Medi an 83.3 0.0 100.0 0.0
Mn - Mx 0 - 100 -67 - 50 50 - 100 -33 - 67
Cycle 29 Day 1
n 32 32 17 16
Mean (SD) 79.7 (23.8) -7.8 (25.7) 90.2 (16.7) 13.5 (23.7)
Medi an 83.3 0.0 100.0 8.3
Mn - Mx 0 - 100 -67 - 33 50 - 100 -33 - 50
Cycle 31 Day 1
n 29 28 11 10
Mean (SD) 79.3 (19.7) -5.4 (26.1) 84.8 (18.9) 15.0 (31.9)
Medi an 83.3 0.0 100.0 16. 7
Mn - Mx 33 - 100 -67 - 50 50 - 100 -33 - 50
Cycle 33 Day 1
n 21 21 9 8
Mean (SD) 85.7 (17.7) -4.8 (20.5) 90.7 (18.8) 25.0 (26.7)
Medi an 100.0 0.0 100.0 33.3
Mn - Mx 50 - 100 -50 - 33 50 - 100 -17 - 50
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Paraneter: EORTC Q.Q C30: Soci al

functioning

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 35 Day 1
n 18 17 9 8
Mean (SD) 86.1 (15.4) 4.9 (21.1) 83.3 (22.0) 12.5 (29.2)
Medi an 91.7 0.0 100.0 16. 7
Mn - Mx 67 - 100 -33 - 33 50 - 100 -33 - 50
Cycle 37 Day 1
n 17 17 7 6
Mean (SD) 83.3 (19.5) -6.9 (22.1) 85.7 (20.2) 16.7 (21.1)
Medi an 83.3 0.0 100.0 8.3
Mn - Mx 33 - 100 -67 - 33 50 - 100 0 - 50
Cycle 39 Day 1
n 14 14 5 5
Mean (SD) 78.6 (17.8) -9.5 (20.4) 93.3 (9.1) 30.0 (18.3)
Medi an 66. 7 -8.3 100.0 33.3
Mn - Mx 50 - 100 -33 - 33 83 - 100 0 - 50
Cycle 41 Day 1
n 13 13 4 4
Mean (SD) 85.9 (15.0) -1.3 (20.9) 95.8 (8.3) 37.5 (8.3)
Medi an 83.3 0.0 100.0 33.3
Mn - Mx 67 - 100 -33 - 33 83 - 100 33 - 50
Cycle 43 Day 1
n 13 13 4 4
Mean (SD) 83.3 (20.4) -5.1 (26.7) 83.3 (13.6) 20.8 (25.0)
Medi an 83.3 0.0 83.3 33.3
Mn - Mx 33 - 100 -67 - 33 67 - 100 -17 - 33
Cycle 45 Day 1
n 7 7 3 3
Mean (SD) 66.7 (19.2) -19.0 (22.4) 88.9 (19.2) 22.2 (9.6)
Medi an 66. 7 -16.7 100.0 16.7
Mn - Mx 50 - 100 -50 - 17 67 - 100 17 - 33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paranmeter: EORTC QLQ C30: Social functioning

| navo+Pal bo+Ful v

Val ue at Visit Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 47 Day 1
n 6 6 2 2
Mean (SD) 75.0 (13.9) -19.4 (16.4) 91.7 (11.8) 25.0 (11.8)
Medi an 66. 7 -25.0 91.7 25.0
Mn - Mx 67 - 100 -33 -0 83 - 100 17 - 33
Cycle 49 Day 1
n 3 3 1 1
Mean (SD) 66.7 (28.9) -11.1 (34.7) 100. 0 (NA) 50.0 (NA)
Medi an 50.0 0.0 100.0 50.0
Mn - Mx 50 - 100 -50 - 17 100 - 100 50 - 50
Cycle 51 Day 1
n 2 2 1 1
Mean (SD) 83.3 (23.6) -16.7 (23.6) 100. 0 (NA) 50.0 (NA)
Medi an 83.3 -16.7 100.0 50.0
Mn - Mx 67 - 100 -33 -0 100 - 100 50 - 50
Cycle 53 Day 1
n 1 1 1 1
Mean (SD) 100.0 (NA) 0.0 (NA) 100.0 (NA) 50.0 (NA)
Medi an 100.0 0.0 100.0 50.0
Mn - Mx 100 - 100 0-0 100 - 100 50 - 50
Cycle 55 Day 1
n 1 1 1 1
Mean (SD) 100.0 (NA) 0.0 (NA) 66.7 (NA) 16.7 (NA)
Medi an 100.0 0.0 66.7 16. 7
Mn - Mx 100 - 100 0-0 67 - 67 17 - 17
Cycle 57 Day 1
n 1 1 1 1
Mean (SD) 100.0 (NA) 0.0 (NA) 100.0 (NA) 50.0 (NA)
Medi an 100.0 0.0 100.0 50.0
Mn - Mx 100 - 100 0-0 100 - 100 50 - 50
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paranmeter: EORTC QLQ C30: Social functioning

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Treatment Di scontinuation
n 79 77 103 96
Mean (SD) 70.9 (27.7) -9.5 (27.5) 75.7 (27.4) -6.1 (26.4)
Medi an 66. 7 0.0 83.3 0.0
Mn - Max 0 - 100 -100 - 67 0 - 100 -100 - 67
Post - Treat ment Fol | ow Up Week 16
n 9 9 5 5
Mean (SD) 75.9 (23.7) -11.1 (28.9) 63.3 (24.7) -10.0 (19.0)
Medi an 83.3 -16.7 66. 7 -16.7
Mn - Max 33 - 100 -67 - 33 33 - 100 -33 - 17
Post - Treat ment Fol | ow Up Week 24
n 2 2 0 0
Mean ( SD) 75.0 (35.4) -8.3 (11.8) NE ( NE) NE (NE)
Medi an 75.0 -8.3 NE NE
Mn - Max 50 - 100 -17 - 0 NE - NE NE - NE
Post - Treat ment Fol | ow Up Week 32
n 1 1 0 0
Mean ( SD) 16. 7 (NA) -50.0 (NA) NE (NE) NE (NE)
Medi an 16. 7 -50.0 NE NE
Mn - Max 17 - 17 -50 - -50 NE - NE NE - NE
30 Day Safety Fol | ow up
n 32 31 40 38
Mean (SD) 72.4 (27.3) -9.7 (26.1) 70.4 (29.4) -7.0 (30.2)
Medi an 75.0 0.0 66.7 0.0
Mn - Max 0 - 100 -83 - 33 0 - 100 -67 - 67
Survival Followup Mnth 3
n 19 19 19 17
Mean (SD) 69.3 (24.4) -14.0 (25.6) 81.6 (18.3) -2.0 (25.6)
Medi an 66. 7 -16.7 83.3 0.0
Mn - Max 17 - 100 -67 - 33 50 - 100 -33 - 67
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953
Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set

Protocol : W041554, CCOD: 15NOV2024, Data Snapshot:
Paranmeter: EORTC QLQ C30: Social functioning

10JAN2025

| navo+Pal bo+Ful v
Val ue at Visit

Change from Baseline Value at Visit

Pbo+Pal bo+Ful v
Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Survival Follow up Month 6

n 7 7 5 5

Mean (SD) 76.2 (27.0) 2.4 (26.2) 53.3 (36.1) -16.7 (40.8)

Medi an 83.3 0.0 50.0 -16.7

Mn - Max 33 - 100 -33 - 33 0 - 100 -83 - 17
Survival Followup Mnth 9

n 5 5 2 2

Mean (SD) 73.3 (25.3) -10.0 (14.9) 41.7 (11.8) -16.7 (47.1)

Medi an 83.3 0.0 41.7 -16.7

Mn - Max 33 - 100 -33-0 33 - 50 -50 - 17
Survival Followup Mnth 12

n 3 3 1 1

Mean ( SD) 44.4 (38.5) -22.2 (19.2) 66.7 (NA) 0.0 (NA)

Medi an 66. 7 -33.3 66. 7 0.0

Mn - Max 0 - 67 -33-0 67 - 67 0-0
TIME OF FIRST PD

n 21 19 59 52

Mean ( SD) 77.0 (26.1) -8.8 (17.0) 80.2 (23.1) -1.6 (22.4)

Medi an 83.3 0.0 83.3 0.0

Mn - Max 0 - 100 -50 - 17 0 - 100 -50 - 50
TI ME OF LAST TX DOSE

n 68 61 85 76

Mean (SD) 78.7 (22.1) -6.3 (24.8) 78.4 (25.3) -0.0 (22.4)

Medi an 83.3 0.0 83.3 0.0

Mn - Max 0 - 100 -67 - 50 0 - 100 -50 - 50
I navo = Inavolisib, Pbo = Placebo, Palbo = Pal bociclib, Fulv = Ful vestrant

Gt repository: https://code.roche. con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GMI

Qut put : / ocean/ har bour / CDT70123/ WD41554/ CSRI nt eri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paranmeter: EORTC QLQ C30: Fatigue

| navo+Pal bo+Ful v
Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
BASEL| NE

n 149 156

Mean (SD) 32.0 (24.0) 32.2 (23.5)

Medi an 33.3 33.3

Mn - Mx 0 - 100 0 - 100
Cycle 2 Day 1

n 143 137 153 147

Mean (SD) 35.7 (25.8) 3.2 (22.4) 33.0 (20.9) 1.0 (19.6)

Medi an 33.3 0.0 33.3 0.0

Mn - Mx 0 - 100 -67 - 67 0 - 100 -78 - 44
Cycle 3 Day 1

n 137 132 133 126

Mean (SD) 32.7 (23.8) 0.8 (20.2) 31.8 (21.3) -0.5 (20.6)

Medi an 33.3 0.0 33.3 0.0

Mn - Mx 0 - 100 -44 - 56 0 - 100 -67 - 56
Cycle 5 Day 1

n 127 123 102 96

Mean (SD) 31.1 (22.0) -0.2 (22.0) 33.7 (21.5) 1.4 (18.5)

Medi an 33.3 0.0 33.3 0.0

Mn - Mx 0 - 100 -44 - 78 0 - 100 -44 - 44
Cycle 7 Day 1

n 112 107 89 84

Mean (SD) 33.4 (23.1) 2.1 (23.9) 32.7 (23.7) 0.8 (19.4)

Medi an 33.3 0.0 33.3 0.0

Mn - Mx 0 - 100 -56 - 78 0 - 100 -44 - 56
Cycle 9 Day 1

n 104 101 74 71

Mean (SD) 31.3 (21.3) 0.0 (20.3) 30.9 (19.7) 0.8 (17.4)

Medi an 33.3 0.0 33.3 0.0

Mn - Mx 0 - 100 -56 - 78 0 - 89 -44 - 44
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa
03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paranmeter: EORTC QLQ C30: Fatigue

| navo+Pal bo+Ful v

Val ue at Visit Change from Basel i ne

Anal ysis Visit (N=161) (N=161)

Pbo+Pal bo+Ful v

Val ue at Visit Change from Basel i ne

Cycle 11 Day 1

n 91 87

Mean (SD) 33.6 (23.4) 3.2 (24.3)

Medi an 33.3 0.0

Mn - Mx 0 - 100 -67 - 100
Cycle 13 Day 1

n 79 75

Mean (SD) 29.4 (22.0) -0.3 (22.0)

Medi an 33.3 0.0

Mn - Mx 0 - 89 -56 - 78
Cycle 15 Day 1

n 73 69

Mean (SD) 29.7 (22.1) -1.6 (24.9)

Medi an 33.3 0.0

Mn - Mx 0 - 89 -67 - 78
Cycle 17 Day 1

n 70 67

Mean (SD) 30.6 (21.1) 1.2 (23.7)

Medi an 33.3 0.0

Mn - Mx 0- 78 -44 - 67
Cycle 19 Day 1

n 53 50

Mean (SD) 31.9 (19.6) 2.0 (17.2)

Medi an 33.3 0.0

Mn - Mx 0- 78 -44 - 44
Cycle 21 Day 1

n 51 48

Mean (SD) 30.1 (17.0) 1.2 (22.3)

Medi an 33.3 0.0

Mn - Mx 0 - 67 -56 - 56
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa
03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paranmeter: EORTC QLQ C30: Fatigue

| navo+Pal bo+Ful v Pbo+Pal bo+Ful v
Val ue at Visit Change from Baseline Value at Visit Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 23 Day 1

n 52 49 20 19

Mean (SD) 31.4 (19.6) 1.6 (23.7) 26.1 (16.2) -8.2 (32.9)

Medi an 33.3 0.0 33.3 0.0

Mn - Max 0- 78 -44 - 56 0 - 56 -67 - 33
Cycle 25 Day 1

n 43 42 19 18

Mean (SD) 33.6 (19.5) 3.2 (22.4) 29.2 (22.6) -1.2 (25.2)

Medi an 33.3 0.0 33.3 0.0

Mn - Max 0 - 89 -44 - 78 0 - 89 -56 - 33
Cycle 27 Day 1

n 39 38 17 16

Mean ( SD) 33.0 (18.3) 1.5 (20.0) 23.5 (19.2) -3.5 (18.9)

Medi an 33.3 0.0 22.2 0.0

Mn - Max 0 - 67 -33 - 44 0 - 56 -44 - 22
Cycle 29 Day 1

n 32 32 17 16

Mean ( SD) 30.2 (18.1) 2.8 (18.7) 24.8 (19.8) -4.2 (21.4)

Medi an 33.3 0.0 33.3 0.0

Mn - Max 0- 78 -33 - 44 0 - 56 -56 - 33
Cycle 31 Day 1

n 29 28 11 10

Mean ( SD) 31.0 (16.4) 0.4 (17.8) 22.2 (19.9) -13.3 (29.5)

Medi an 33.3 0.0 33.3 -11.1

Mn - Max 0- 78 -33 - 44 0 - 44 -56 - 33
Cycle 33 Day 1

n 21 21 9 8

Mean ( SD) 30.7 (19.2) 3.7 (20.3) 27.2 (30.0) -6.9 (30.8)

Medi an 33.3 0.0 33.3 -11.1

Mn - Max 0 - 100 -33 - 67 0- 78 -44 - 56
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Paranmeter: EORTC QLQ C30: Fatigue

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 35 Day 1
n 18 17 9 8
Mean (SD) 29.6 (12.1) -3.9 (17.1) 23.5 (21.1) -8.3 (22.0)
Medi an 33.3 0.0 22.2 -5.6
Mn - Mx 0 - 56 -33 - 33 0 - 56 -33 - 33
Cycle 37 Day 1
n 17 17 7 6
Mean (SD) 30.1 (14.0) 2.0 (17.2) 22.2 (22.2) -9.3 (19.1)
Medi an 33.3 0.0 33.3 -5.6
Mn - Mx 0 - 67 -33 - 33 0 - 56 -44 - 11
Cycle 39 Day 1
n 14 14 5 5
Mean (SD) 35.7 (10.8) 4.8 (12.1) 20.0 (16.5) -22.2 (28.3)
Medi an 33.3 5.6 22.2 -11.1
Mn - Mx 11 - 56 -22 - 22 0 - 44 -67 - 0
Cycle 41 Day 1
n 13 13 4 4
Mean (SD) 35.0 (8.9) 3.4 (15.3) 22.2 (27.2) -25.0 (36.7)
Medi an 33.3 0.0 16.7 -11.1
Mn - Mx 22 - 56 -33 - 22 0 - 56 -78 - 0
Cycle 43 Day 1
n 13 13 4 4
Mean (SD) 29.1 (15.4) -1.7 (18.6) 25.0 (19.0) -13.9 (22.9)
Medi an 33.3 0.0 27.8 -16.7
Mn - Mx 0 - 56 -33 - 22 0 - 44 -33 - 11
Cycle 45 Day 1
n 7 7 3 3
Mean (SD) 46.0 (20.7) 12.7 (29.0) 40.7 (12.8) -3.7 (32.1)
Medi an 33.3 22.2 33.3 -22.2
Mn - Mx 22 - 78 -33 - 44 33 - 56 -22 - 33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953
Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paranmeter: EORTC QLQ C30: Fatigue

| navo+Pal bo+Ful v
Val ue at Visit

Change from Basel i ne

Val ue at Visit

Pbo+Pal bo+Ful v
Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 47 Day 1
n 6 6 2 2
Mean (SD) 35.2 (16.4) 7.4 (19.5) 38.9 (7.9) 0.0 (31.4)
Medi an 33.3 0.0 38.9 0.0
Mn - Mx 22 - 67 -11 - 44 33 - 44 -22 - 22
Cycle 49 Day 1
n 3 3 1 1
Mean (SD) 29.6 (6.4) -14.8 (17.0) 33.3 (NA) -22.2 (NA)
Medi an 33.3 -11.1 33.3 -22.2
Mn - Mx 22 - 33 -33 -0 33 - 33 -22 - -22
Cycle 51 Day 1
n 2 2 1 1
Mean (SD) 38.9 (7.9) 5.6 (7.9) 33.3 (NA) -22.2 (NA)
Medi an 38.9 5.6 33.3 -22.2
Mn - Mx 33 - 44 0- 11 33 - 33 -22 - -22
Cycle 53 Day 1
n 1 1 1 1
Mean (SD) 22.2 (NA) -11.1 (NA) 22.2 (NA) -33.3 (N4
Medi an 22.2 -11.1 22.2 -33.3
Mn - Mx 22 - 22 -11 - -11 22 - 22 -33 - -33
Cycle 55 Day 1
n 1 1 1 1
Mean (SD) 22.2 (NA) -11.1 (NA) 33.3 (NA) -22.2 (NA)
Medi an 22.2 -11.1 33.3 -22.2
Mn - Mx 22 - 22 -11 - -11 33 - 33 -22 - -22
Cycle 57 Day 1
n 1 1 1 1
Mean (SD) 33.3 (N4 0.0 (NA) 33.3 (NA) -22.2 (NA
Medi an 33.3 0.0 33.3 -22.2
Mn - Mx 33 - 33 0-0 33 - 33 -22 - -22
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa
03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set

Protocol : W041554, CCOD: 15NOV2024, Data Snapshot:
Paranmeter: EORTC QLQ C30: Fatigue

10JAN2025

| navo+Pal bo+Ful v

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Treatment Di scontinuation
n 79 77 103 96
Mean (SD) 41.5 (26.9) 6.9 (26.1) 39.6 (25.6) 7.3 (20.4)
Medi an 33.3 0.0 33.3 0.0
Mn - Max 0 - 100 -44 - 100 0 - 100 -44 - 67
Post - Treat ment Fol | ow Up Week 16
n 9 9 5 5
Mean (SD) 40.7 (22.2) 8.6 (24.7) 37.8 (12.7) 6.7 (16.9)
Medi an 33.3 11.1 33.3 0.0
Mn - Max 0 - 67 -44 - 33 22 - 56 -11 - 33
Post - Treat ment Fol | ow Up Week 24
n 2 2 0 0
Mean ( SD) 50.0 (23.6) 0.0 (0.0) NE ( NE) NE (NE)
Medi an 50.0 0.0 NE NE
Mn - Max 33 - 67 0-0 NE - NE NE - NE
Post - Treat ment Fol | ow Up Week 32
n 1 1 0 0
Mean ( SD) 88.9 (NA) 22.2 (NA) NE (NE) NE (NE)
Medi an 88.9 22.2 NE NE
Mn - Max 89 - 89 22 - 22 NE - NE NE - NE
30 Day Safety Fol | ow up
n 32 31 40 38
Mean (SD) 39.6 (25.4) 6.8 (25.6) 43.3 (21.5) 4.7 (17.6)
Medi an 33.3 11.1 33.3 0.0
Mn - Max 0 - 100 -44 - 56 0 - 89 -56 - 33
Survival Followup Mnth 3
n 19 19 19 17
Mean (SD) 45.3 (16.4) 13.7 (17.0) 35.7 (19.8) -0.7 (25.9)
Medi an 44. 4 11.1 33.3 0.0
Mn - Max 22 - 78 -11 - 56 0- 78 -89 - 33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953
Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Paranmeter: EORTC QLQ C30: Fatigue

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Survival Follow up Month 6

n 7 7 5 5

Mean (SD) 38.1 (26.3) 0.0 (24.8) 55.6 (38.5) 11.1 (31.4)

Medi an 44. 4 -11.1 66. 7 33.3

Mn - Max 0- 78 -22 - 44 0 - 89 -33 - 33
Survival Followup Mnth 9

n 5 5 2 2

Mean (SD) 60.0 (32.0) 33.3 (20.8) 66.7 (31.4) -11.1 (62.9)

Medi an 44. 4 22.2 66. 7 -11.1

Mn - Max 33 - 100 11 - 56 44 - 89 -56 - 33
Survival Followup Mnth 12

n 3 3 1 1

Mean ( SD) 48.1 (17.0) 14.8 (17.0) 77.8 (NA) 22.2 (NA)

Medi an 44. 4 11.1 77.8 22.2

Mn - Max 33 - 67 0 - 33 78 - 78 22 - 22
TIME OF FIRST PD

n 21 19 59 52

Mean ( SD) 36.0 (24.8) 6.4 (26.3) 37.1 (22.0) 2.6 (19.0)

Medi an 33.3 11.1 33.3 0.0

Mn - Max 0 - 100 -44 - 44 0 - 100 -44 - 44
TI ME OF LAST TX DOSE

n 68 61 86 77

Mean (SD) 35.5 (22.2) 3.5 (26.1) 37.7 (22.9) 3.3 (19.2)

Medi an 33.3 0.0 33.3 0.0

Mn - Max 0 - 100 -44 - 67 0 - 100 -56 - 44
I navo = Inavolisib, Pbo = Placebo, Palbo = Pal bociclib, Fulv = Ful vestrant

Gt repository: https://code.roche. con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953
Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GMI

Qut put : / ocean/ har bour / CDT70123/ WD41554/ CSRI nt eri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paranmeter: EORTC QLQ C30: Nausea and vomting

| navo+Pal bo+Ful v

Val ue at Visit Change from Basel i ne

Val ue at Visit

Pbo+Pal bo+Ful v
Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
BASEL| NE

n 149 156

Mean (SD) 5.9 (12.7) .4 (16.4)

Medi an 0.0 0.0

Mn - Mx 0 - 67 0 - 83
Cycle 2 Day 1

n 143 137 153 147

Mean (SD) 8.7 (16.4) 2.7 (18.1) 8 (12.3) -1.4 (14.8)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 100 -50 - 83 0 - 67 -83 - 67
Cycle 3 Day 1

n 137 132 133 126

Mean (SD) 6.6 (11.8) 0.5 (14.4) 1 (11.5) 0.1 (16.0)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 50 -50 - 33 0 - 50 -83 - 50
Cycle 5 Day 1

n 127 123 102 96

Mean (SD) 6.6 (12.3) 0.4 (16.3) 0 (12.1) -1.4 (16.3)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 67 -67 - 33 0 - 67 -67 - 50
Cycle 7 Day 1

n 112 107 89 84

Mean (SD) 6.0 (11.8) -0.5 (14.7) 7 (13.9) -1.2 (19.5)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 50 -67 - 50 0 - 67 -83 - 67
Cycle 9 Day 1

n 104 101 74 71

Mean (SD) 5.9 (12.9) 0.5 (17.2) 2 (11.0) -3.1 (17.4)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 67 -67 - 67 0 - 50 -83 - 33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa
03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paranmeter: EORTC QLQ C30: Nausea and vomting

| navo+Pal bo+Ful v Pbo+Pal bo+Ful v
Val ue at Visit Change from Baseline Value at Visit Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 11 Day 1

n 91 87 58 57

Mean (SD) 5.1 (13.1) 0.4 (18.0) 6.6 (13.2) -2.0 (18.9)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 67 -67 - 67 0 - 67 -83 - 33
Cycle 13 Day 1

n 79 75 45 44

Mean (SD) 3.2 (8.5) -1.6 (13.5) 4.4 (10.3) -4.9 (13.7)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 50 -50 - 50 0 - 33 -50 - 17
Cycle 15 Day 1

n 73 69 41 40

Mean ( SD) 4.3 (8.3) -0.2 (13.6) 8.9 (16.3) -0.4 (17.1)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 33 -50 - 33 0 - 67 -67 - 33
Cycle 17 Day 1

n 70 67 30 29

Mean ( SD) 4.0 (9.2) -1.0 (14.8) 6.1 (14.2) -4.0 (15.2)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 33 -67 - 33 0 - 67 -67 - 17
Cycle 19 Day 1

n 53 50 24 23

Mean ( SD) 6.0 (10.9) 0.3 (16.0) 2.8 (8.0) -4.3 (16.1)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 50 -67 - 33 0 - 33 -67 - 17
Cycle 21 Day 1

n 51 48 23 21

Mean ( SD) 3.6 (7.7) -2.1 (14.8) 8.0 (12.2) 0.8 (19.3)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 33 -67 - 33 0 - 33 -67 - 33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paranmeter: EORTC QLQ C30: Nausea and vomting

| navo+Pal bo+Ful v Pbo+Pal bo+Ful v
Val ue at Visit Change from Baseline Value at Visit Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 23 Day 1

n 52 49 20 19

Mean (SD) 3.2 (8.1) -1.7 (16.0) 5.8 (11.2) -2.6 (24.4)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 33 -67 - 33 0 - 33 -83 - 33
Cycle 25 Day 1

n 43 42 19 18

Mean (SD) 4.3 (8.2) 0.0 (13.8) 7.9 (14.0) 0.9 (25.9)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 33 -50 - 33 0 - 33 -83 - 33
Cycle 27 Day 1

n 39 38 17 16

Mean ( SD) 6.0 (11.1) 2.6 (13.2) 4.9 (9.8) 3.1 (12.5)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 33 -33 - 33 0 - 33 -17 - 33
Cycle 29 Day 1

n 32 32 17 16

Mean ( SD) 4.7 (8.7) 1.0 (12.7) 5.9 (11.7) 3.1 (13.9)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 33 -33 - 33 0 - 33 -17 - 33
Cycle 31 Day 1

n 29 28 11 10

Mean ( SD) 4.6 (8.8) 0.6 (13.2) 1.5 (5.0) -1.7 (9.5)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 33 -33 - 33 0 - 17 -17 - 17
Cycle 33 Day 1

n 21 21 9 8

Mean ( SD) 3.2 (8.5) 0.0 (11.8) 5.6 (8.3) -4.2 (33.0)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 33 -33 - 33 0 - 17 -83 - 17
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paranmeter: EORTC QLQ C30: Nausea and vomting

| navo+Pal bo+Ful v Pbo+Pal bo+Ful v
Val ue at Visit Change from Baseline Value at Visit Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 35 Day 1

n 18 17 9 8

Mean (SD) 3.7 (9.1) 0.0 (13.2) 1.9 (5.6) 2.1 (5.9)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 33 -33 - 33 0 - 17 0 - 17
Cycle 37 Day 1

n 17 17 7 6

Mean (SD) 3.9 (12.5) -0.0 (16.7) 2.4 (6.3) -11.1 (36.0)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 50 -33 - 50 0 - 17 -83 - 17
Cycle 39 Day 1

n 14 14 5 5

Mean ( SD) 4.8 (10.2) 2.4 (12.8) 0.0 (0.0) -16.7 (37.3)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 33 -17 - 33 0-0 -83 -0
Cycle 41 Day 1

n 13 13 4 4

Mean ( SD) 3.8 (7.3) 2.6 (9.2) 0.0 (0.0) -20.8 (41.7)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 17 -17 - 17 0-0 -83 -0
Cycle 43 Day 1

n 13 13 4 4

Mean ( SD) 2.6 (6.3) 1.3 (8.2) 0.0 (0.0) -20.8 (41.7)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 17 -17 - 17 0-0 -83 -0
Cycle 45 Day 1

n 7 7 3 3

Mean ( SD) 4.8 (8.1) 4.8 (8.1) 0.0 (0.0) 0.0 (0.0)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 17 0 - 17 0-0 0-0
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paranmeter: EORTC QLQ C30: Nausea and vomting

Anal ysis Visit

| navo+Pal bo+Ful v
Val ue at Visit Change from Basel i ne

(N=161) (N=161) (N=164)

Val ue at Visit

Pbo+Pal bo+Ful v
Change from Basel i ne
(N=164)

Cycle 47 Day 1

n
Mean (SD)
Medi an
Mn - Max

Cycle 49 Day 1
n
Mean ( SD)
Medi an
Mn - Max

Cycle 51 Day 1

n
Mean ( SD)
Medi an
Mn - Max

Cycle 53 Day 1
n
Mean ( SD)
Medi an
Mn - Max

Cycle 55 Day 1
n
Mean (SD)
Medi an
Mn - Max

Cycle 57 Day 1
n
Mean ( SD)
Medi an
Mn - Max

6 6
5.6 (8.6)
0.0

0 - 17 0 - 17 0-0

3 3 1
5.6 (9.6) 0.
0.0 0.0

0 - 17 0 - 17 0-0

2 2 1

16.7 (0.0) 16.7 (0.0) 0.
16. 7 16.7

17 - 17 17 - 17 0-0

1 1 1

0.0 (NA) 0.0
0

s
s
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0.0 .0 .
0-0 0-0 0-0
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o
s

oo
o~
oo
o~
g
o
£

S

s

S

I navo = I navolisib, Pbo

= Pl acebo, Palbo = Pal bociclib, Fulv = Ful vestrant
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Prot ocol :
Par anet er :

W041554, CCOD: 15NOV2024, Data Snapshot:
EORTC QLQ C30: Nausea and vomiting

Anal ysi s Set
10JAN2025

| navo+Pal bo+Ful v

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Treatment Di scontinuation

n 79 77 103 96

Mean (SD) 13.3 (20.9) 6.5 (22.8) 11.3 (20.8) 3.6 (23.0)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 100 -50 - 83 0 - 100 -50 - 100
Post - Treat ment Fol | ow Up Week 16

n 9 9 5 5

Mean (SD) 11.1 (18.6) 7.4 (12.1) 6.7 (14.9) -6.7 (14.9)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 50 0 - 33 0 - 33 -33 -0
Post - Treat ment Fol | ow Up Week 24

n 2 2 0 0

Mean ( SD) 16.7 (23.6) 16.7 (23.6) NE ( NE) NE (NE)

Medi an 16. 7 16. 7 NE NE

Mn - Max 0 - 33 0 - 33 NE - NE NE - NE
Post - Treat ment Fol | ow Up Week 32

n 1 1 0 0

Mean ( SD) 0.0 (NA) 0.0 (NA) NE (NE) NE (NE)

Medi an 0.0 0.0 NE NE

Mn - Max 0-0 0-0 NE - NE NE - NE
30 Day Safety Fol | ow up

n 32 31 40 38

Mean (SD) 9.9 (21.1) 4.8 (22.8) 16.7 (19.6) 8.3 (26.5)

Medi an 0.0 0.0 16.7 0.0

Mn - Max 0 - 100 -50 - 83 0 - 67 -33 - 67
Survival Followup Mnth 3

n 19 19 19 17

Mean (SD) 13.2 (18.1) 2.6 (13.9) 8.8 (14.0) 4.9 (21.1)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 67 -17 - 33 0 - 50 -33 - 50
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash:
03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paranmeter: EORTC QLQ C30: Nausea and vomting

| navo+Pal bo+Ful v Pbo+Pal bo+Ful v
Val ue at Visit Change from Baseline Value at Visit Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Survival Follow up Month 6

n 7 7 5 5

Mean (SD) 19.0 (20.2) 14.3 (24.4) 3.3 (7.5) -3.3 (18.3)

Medi an 16. 7 0.0 0.0 0.0

Mn - Max 0 - 50 -17 - 50 0 - 17 -33 - 17
Survival Followup Mnth 9

n 5 5 2 2

Mean (SD) 10.0 (14.9) 6.7 (9.1) 0.0 (0.0) -16.7 (23.6)

Medi an 0.0 0.0 0.0 -16.7

Mn - Max 0 - 33 0 - 17 0-0 -33 -0
Survival Followup Mnth 12

n 3 3 1 1

Mean ( SD) 22.2 (38.5) 22.2 (38.5) 0.0 (NA) 0.0 (NA)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 67 0 - 67 0-0 0-0
TIME OF FIRST PD

n 21 19 59 52

Mean ( SD) 11.1 (20.6) 7.0 (21.0) 9.6 (16.1) 1.9 (15.4)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 67 -33 - 67 0 - 67 -33 - 33
TIME OF LAST TX DOSE

n 68 61 86 77

Mean ( SD) 9.6 (19.0) 7.1 (20.3) 10.1 (15.6) 2.6 (15.1)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 100 -50 - 83 0 - 67 -33 - 33
I navo = Inavolisib, Pbo = Placebo, Palbo = Pal bociclib, Fulv = Ful vestrant

Gt repository: https://code.roche. con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paranmeter: EORTC Q.Q C30: Pain

Anal ysi s Set

| navo+Pal bo+Ful v
Val ue at Visit Change from Basel i ne

Pbo+Pal bo+Ful v
Val ue at Visit Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
BASEL| NE
n 149 156
Mean (SD) 28.0 (26.3) 28.5 (28.0)
Medi an 16.7 16.7
Mn - Mx 0 - 100 0 - 100
Cycle 2 Day 1
n 143 137 153 147
Mean (SD) 23.4 (25.1) -4.4 (23.3) 21.8 (21.3) -6.2 (22.6)
Medi an 16.7 0.0 16.7 0.0
Mn - Mx 0 - 100 -67 - 83 0 - 83 -83 - 67
Cycle 3 Day 1
n 137 132 133 126
Mean (SD) 20.1 (22.2) -7.4 (23.5) 19.7 (20.7) -8.6 (24.1)
Medi an 16.7 0.0 16.7 0.0
Mn - Mx 0 - 100 -50 - 67 0 - 67 -100 - 50
Cycle 5 Day 1
n 127 123 102 96
Mean (SD) 19.4 (22.3) -8.0 (24.7) 23.0 (24.9) -3.0 (23.9)
Medi an 16.7 0.0 16.7 0.0
Mn - Mx 0 - 100 -67 - 100 0 - 100 -67 - 50
Cycle 7 Day 1
n 112 107 89 84
Mean (SD) 19.6 (22.7) -7.9 (23.2) 23.0 (26.7) -3.0 (25.8)
Medi an 16.7 0.0 16.7 0.0
Mn - Mx 0 - 100 -83 - 67 0 - 100 -67 - 83
Cycle 9 Day 1
n 104 101 74 71
Mean (SD) 19.7 (21.1) -7.9 (24.9) 21.6 (18.7) -5.9 (23.6)
Medi an 16.7 0.0 16.7 0.0
Mn - Mx 0 - 83 -67 - 67 0 - 67 -100 - 33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa
03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out

Page 57 of 105

Inavolisib (Itovebi®

166 von 1864



Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot:
Paranmeter: EORTC Q.Q C30: Pain

Anal ysi s Set

Anal ysis Visit

Pbo+Pal bo+Ful v
Change from Basel i ne

| navo+Pal bo+Ful v

Val ue at Visit Change from Baseline Value at Visit

Cycle 11 Day 1

n
Mean (SD)
Medi an
Mn - Max

Cycle 13 Day 1
n
Mean ( SD)
Medi an
Mn - Max

Cycle 15 Day 1

n
Mean ( SD)
Medi an
Mn - Max

Cycle 17 Day 1
n
Mean ( SD)
Medi an
Mn - Max

Cycle 19 Day 1
n
Mean (SD)
Medi an
Mn - Max

Cycle 21 Day 1
n
Mean ( SD)
Medi an
Mn - Max

-13.0 (23.9)

I navo = I navolisib, Pbo
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Protocol : W041554, CCOD: 15NOV2024, Data Snapshot:
Paranmeter: EORTC Q.Q C30: Pain

10JAN2025

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 23 Day 1

n 52 49 20 19

Mean (SD) 19.2 (21.2) -5.8 (26.5) 15.8 (18.3) -14.9 (27.2)

Medi an 16.7 0.0 16.7 -16.7

Mn - Mx 0 - 67 -67 - 50 0 - 67 -67 - 33
Cycle 25 Day 1

n 43 42 19 18

Mean (SD) 15.5 (18.3) -9.1 (25.3) 19.3 (26.2) -8.3 (22.3)

Medi an 16.7 -8.3 16.7 0.0

Mn - Mx 0 - 67 -67 - 50 0 - 100 -50 - 17
Cycle 27 Day 1

n 39 38 17 16

Mean (SD) 17.9 (25.5) -7.0 (30.9) 18.6 (23.5) -6.2 (22.7)

Medi an 0.0 -8.3 16.7 0.0

Mn - Mx 0 - 100 -50 - 100 0 - 67 -50 - 33
Cycle 29 Day 1

n 32 32 17 16

Mean (SD) 18.2 (22.1) -4.2 (27.4) 15.7 (22.4) -12.5 (22.4)

Medi an 16.7 0.0 0.0 0.0

Mn - Mx 0 - 67 -83 - 67 0 - 67 -50 - 33
Cycle 31 Day 1

n 29 28 11 10

Mean (SD) 17.2 (19.1) -4.8 (26.4) 16.7 (25.8) -18.3 (29.9)

Medi an 16.7 0.0 0.0 -25.0

Mn - Mx 0 - 67 -50 - 67 0 - 67 -50 - 33
Cycle 33 Day 1

n 21 21 9 8

Mean (SD) 16.7 (22.4) -1.6 (25.2) 25.9 (32.4) -8.3 (19.9)

Medi an 0.0 0.0 33.3 -16.7

Mn - Mx 0 - 83 -50 - 50 0 - 100 -33 - 33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953
Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paranmeter: EORTC Q.Q C30: Pain

| navo+Pal bo+Ful v Pbo+Pal bo+Ful v
Val ue at Visit Change from Baseline Value at Visit Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 35 Day 1

n 18 17 9 8

Mean (SD) 15.7 (18.5) -9.8 (25.7) 20.4 (28.6) -12.5 (26.4)

Medi an 8.3 -16.7 0.0 -8.3

Mn - Max 0 - 50 -50 - 50 0 - 67 -50 - 33
Cycle 37 Day 1

n 17 17 7 6

Mean (SD) 16.7 (22.8) -2.9 (29.0) 19.0 (24.4) -16.7 (21.1)

Medi an 0.0 0.0 16. 7 -8.3

Mn - Max 0 - 83 -50 - 83 0 - 67 -50 - 0
Cycle 39 Day 1

n 14 14 5 5

Mean ( SD) 16.7 (20.7) -3.6 (21.9) 13.3 (13.9) -30.0 (21.7)

Medi an 8.3 0.0 16. 7 -33.3

Mn - Max 0 - 67 -50 - 33 0 - 33 -50 - 0
Cycle 41 Day 1

n 13 13 4 4

Mean ( SD) 23.1 (19.9) 3.8 (28.2) 4.2 (8.3) -33.3 (19.2)

Medi an 33.3 0.0 0.0 -33.3

Mn - Max 0 - 67 -50 - 67 0 - 17 -50 - -17
Cycle 43 Day 1

n 13 13 4 4

Mean ( SD) 16.7 (27.2) -2.6 (33.9) 25.0 (31.9) -20.8 (21.0)

Medi an 0.0 0.0 16.7 -16.7

Mn - Max 0 - 67 -50 - 67 0 - 67 -50 - 0
Cycle 45 Day 1

n 7 7 3 3

Mean ( SD) 21.4 (24.9) 0.0 (34.7) 16.7 (28.9) -33.3 (16.7)

Medi an 16.7 0.0 0.0 -33.3

Mn - Max 0 - 67 -50 - 67 0 - 50 -50 - -17
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paranmeter: EORTC Q.Q C30: Pain

| navo+Pal bo+Ful v

Val ue at Visit Change from Basel i ne

Val ue at Visit

Pbo+Pal bo+Ful v
Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 47 Day 1
n 6 6 2 2
Mean (SD) 11.1 (17.2) 0.0 (18.3) 33.3 (23.6) -25.0 (11.8)
Medi an 0.0 0.0 33.3 -25.0
Mn - Mx 0 - 33 -17 - 33 17 - 50 -33 - -17
Cycle 49 Day 1
n 3 3 1 1
Mean (SD) 33.3 (0.0) -0.0 (44.1) 0.0 (NA) -50.0 (NA)
Medi an 33.3 16.7 0.0 -50.0
Mn - Mx 33 - 33 -50 - 33 0-0 -50 - -50
Cycle 51 Day 1
n 2 2 1 1
Mean (SD) 8.3 (11.8) 0.0 (0.0) 0.0 (NA) -50.0 (NA)
Medi an 8.3 0.0 0.0 -50.0
Mn - Mx 0 - 17 0-0 0-0 -50 - -50
Cycle 53 Day 1
n 1 1 1 1
Mean (SD) 0.0 (NA) -16.7 (NA) 0.0 (NA) -50.0 (NA)
Medi an 0.0 -16.7 0.0 -50.0
Mn - Mx 0-0 -17 - -17 0-0 -50 - -50
Cycle 55 Day 1
n 1 1 1 1
Mean (SD) 0.0 (NA) -16.7 (N4 0.0 (NA) -50.0 (NA)
Medi an 0.0 -16.7 0.0 -50.0
Mn - Mx 0-0 -17 - -17 0-0 -50 - -50
Cycle 57 Day 1
n 1 1 1 1
Mean (SD) 0.0 (NA) -16.7 (NA) 0.0 (NA) -50.0 (NA)
Medi an 0.0 -16.7 0.0 -50.0
Mn - Mx 0-0 -17 - -17 0-0 -50 - -50
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paranmeter: EORTC Q.Q C30: Pain

| navo+Pal bo+Ful v Pbo+Pal bo+Ful v
Val ue at Visit Change from Baseline Value at Visit Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Treatment Di scontinuation

n 79 77 103 96

Mean (SD) 32.3 (29.6) -0.2 (31.0) 32.2 (29.9) 4.2 (27.5)

Medi an 33.3 0.0 33.3 0.0

Mn - Max 0 - 100 -67 - 83 0 - 100 -67 - 67
Post - Treat ment Fol | ow Up Week 16

n 9 9 5 5

Mean (SD) 22.2 (20.4) -13.0 (27.4) 36.7 (38.0) 13.3 (24.7)

Medi an 16. 7 0.0 33.3 16.7

Mn - Max 0 - 67 -67 - 17 0 - 100 -17 - 50
Post - Treat ment Fol | ow Up Week 24

n 2 2 0 0

Mean ( SD) 58.3 (35.4) 25.0 (11.8) NE ( NE) NE (NE)

Medi an 58.3 25.0 NE NE

Mn - Max 33 - 83 17 - 33 NE - NE NE - NE
Post - Treat ment Fol | ow Up Week 32

n 1 1 0 0

Mean ( SD) 83.3 (NA) 16. 7 (NA) NE (NE) NE (NE)

Medi an 83.3 16. 7 NE NE

Mn - Max 83 - 83 17 - 17 NE - NE NE - NE
30 Day Safety Fol | ow up

n 32 31 40 38

Mean (SD) 29.7 (31.6) -5.4 (31.7) 40.8 (25.3) 6.6 (22.8)

Medi an 25.0 -16.7 33.3 0.0

Mn - Max 0 - 100 -50 - 67 0 - 100 -33 - 50
Survival Followup Mnth 3

n 19 19 19 17

Mean (SD) 28.9 (20.7) -0.0 (23.6) 23.7 (21.7) -3.9 (26.7)

Medi an 33.3 0.0 33.3 0.0

Mn - Max 0 - 67 -50 - 33 0 - 67 -67 - 33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out Page 62 of 105

Inavolisib (Itovebi®

171 von 1864



Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set

Prot ocol :
Par anet er :

W041554, CCOD: 15NOV2024, Data Snapshot:

EORTC QLQ C30: Pain

10JAN2025

| navo+Pal bo+Ful v
Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v
Val ue at Visit Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Survival Follow up Month 6
n 7 7 5 5
Mean (SD) 23.8 (30.2) -26.2 (47.0) 36.7 (38.0) -3.3 (36.1)
Medi an 16. 7 -33.3 33.3 -16.7
Mn - Max 0 - 83 -83 - 50 0 - 83 -33 - 50
Survival Followup Mnth 9
n 5 5 2 2
Mean (SD) 26.7 (25.3) -10.0 (19.0) 50.0 (0.0) -16.7 (47.1)
Medi an 16. 7 -16.7 50.0 -16.7
Mn - Max 0 - 67 -33 - 17 50 - 50 -50 - 17
Survival Followup Mnth 12
n 3 3 1 1
Mean ( SD) 44.4 (19.2) 5.6 (9.6) 0.0 (NA) -33.3 (NA)
Medi an 33.3 0.0 0.0 -33.3
Mn - Max 33 - 67 0 - 17 0-0 -33 - -33
TIME OF FIRST PD
n 21 19 59 52
Mean ( SD) 31.0 (31.3) -1.8 (37.6) 26.8 (25.5) -5.8 (27.8)
Medi an 33.3 0.0 33.3 0.0
Mn - Max 0 - 100 -83 - 50 0 - 83 -100 - 67
TI ME OF LAST TX DOSE
n 68 61 86 77
Mean (SD) 23.3 (27.2) -1.1 (30.7) 28.7 (25.0) -2.2 (28.0)
Medi an 16. 7 0.0 33.3 0.0
Mn - Max 0 - 100 -83 - 100 0 - 100 -100 - 67
I navo = Inavolisib, Pbo = Placebo, Palbo = Pal bociclib, Fulv = Ful vestrant

Gt repository: https://code.roche. con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash:

142631781f cOb756f a9e2423146b60eb622e69aa
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Parameter: EORTC QLQ C30: Dyspnoea

| navo+Pal bo+Ful v
Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
BASEL| NE

n 149 156

Mean (SD) 19.0 (22.0) 17.1 (22.6)

Medi an 0.0 0.0

Mn - Mx 0 - 100 0 - 100
Cycle 2 Day 1

n 143 137 153 147

Mean (SD) 18.2 (22.3) -1.9 (19.7) 17.6 (23.9) 0.7 (23.6)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 100 -67 - 33 0 - 100 -67 - 67
Cycle 3 Day 1

n 137 132 133 126

Mean (SD) 17.0 (24.0) -2.0 (22.1) 17.5 (23.1) -1.1 (18.3)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 100 -67 - 67 0 - 100 -33 - 33
Cycle 5 Day 1

n 127 123 102 96

Mean (SD) 14.4 (21.7) -3.5 (22.9) 19.9 (22.6) 1.7 (21.3)

Medi an 0.0 0.0 16.7 0.0

Mn - Mx 0 - 100 -67 - 67 0 - 100 -67 - 33
Cycle 7 Day 1

n 111 106 89 84

Mean (SD) 14.7 (20.4) -1.6 (21.8) 17.6 (23.6) 0.4 (24.5)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 67 -67 - 33 0 - 100 -100 - 67
Cycle 9 Day 1

n 104 101 74 71

Mean (SD) 15.4 (20.7) -3.3 (22.9) 19.8 (25.8) 4.7 (22.7)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 100 -67 - 67 0 - 100 -67 - 67
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa
03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Protocol : W041554, CCOD: 15NOV2024, Data Snapshot:
Parameter: EORTC QLQ C30: Dyspnoea

10JAN2025

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 11 Day 1

n 91 87 58 57

Mean (SD) 16.5 (21.3) -0.4 (25.2) 18.4 (20.9) 2.3 (22.6)

Medi an 0.0 0.0 16.7 0.0

Mn - Mx 0 - 100 -67 - 100 0 - 100 -100 - 33
Cycle 13 Day 1

n 79 75 45 44

Mean (SD) 14.3 (20.5) -0.4 (19.4) 16.3 (22.0) 0.8 (24.4)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 67 -33 - 33 0 - 100 -100 - 67
Cycle 15 Day 1

n 73 69 41 40

Mean (SD) 15.1 (18.5) -1.0 (24.2) 19.5 (23.5) 5.8 (22.5)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 67 -67 - 67 0 - 100 -33 - 33
Cycle 17 Day 1

n 70 67 30 29

Mean (SD) 13.8 (18.4) -3.5 (24.7) 18.9 (18.9) 4.6 (23.1)

Medi an 0.0 0.0 33.3 0.0

Mn - Mx 0 - 67 -67 - 33 0 - 67 -67 - 67
Cycle 19 Day 1

n 53 50 24 23

Mean (SD) 12.6 (18.7) -2.0 (22.7) 15.3 (19.6) -1.4 (18.7)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 67 -33 - 33 0 - 67 -33 - 33
Cycle 21 Day 1

n 51 48 23 21

Mean (SD) 12.4 (20.0) -1.4 (21.7) 24.6 (25.1) 7.9 (20.8)

Medi an 0.0 0.0 33.3 0.0

Mn - Mx 0 - 100 -67 - 33 0 - 100 -33 - 33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953
Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Prot ocol :

W041554, CCOD: 15NOV2024, Data Snapshot:

Parameter: EORTC QLQ C30: Dyspnoea

10JAN2025

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 23 Day 1

n 52 49 20 19

Mean (SD) 11.5 (18.5) -4.8 (24.5) 15.0 (17.0) -3.5 (24.6)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 67 -67 - 67 0 - 33 -67 - 33
Cycle 25 Day 1

n 43 42 19 18

Mean (SD) 11.6 (16.1) -6.3 (24.7) 19.3 (25.6) 5.6 (20.6)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 33 -67 - 33 0 - 100 -33 - 33
Cycle 27 Day 1

n 39 38 17 16

Mean (SD) 12.8 (18.1) -5.3 (26.3) 11.8 (16.4) 4.2 (20.6)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 67 -67 - 33 0 - 33 -33 - 33
Cycle 29 Day 1

n 32 32 17 16

Mean (SD) 9.4 (15.2) -4.2 (22.0) 15.7 (17.1) 6.2 (25.0)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 33 -33 - 33 0 - 33 -33 - 33
Cycle 31 Day 1

n 29 28 11 10

Mean (SD) 12.6 (18.7) -4.8 (25.2) 9.1 (15.6) 0.0 (15.7)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 67 -67 - 33 0 - 33 -33 - 33
Cycle 33 Day 1

n 21 21 9 8

Mean (SD) 9.5 (15.4) -4.8 (24.2) 22.2 (28.9) 8.3 (34.5)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 33 -33 - 33 0 - 67 -33 - 67
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953
Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Parameter: EORTC QLQ C30: Dyspnoea

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 35 Day 1

n 18 17 9 8

Mean (SD) 11.1 (16.2) -7.8 (27.7) 7.4 (14.7) 4.2 (21.4)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 33 -67 - 33 0 - 33 -33 - 33
Cycle 37 Day 1

n 17 17 7 6

Mean (SD) 7.8 (14.6) -9.8 (19.6) 23.8 (25.2) 11.1 (45.5)

Medi an 0.0 0.0 33.3 16. 7

Mn - Mx 0 - 33 -33 - 33 0 - 67 -67 - 67
Cycle 39 Day 1

n 14 14 5 5

Mean (SD) 7.1 (14.2) -14.3 (25.2) 20.0 (18.3) -0.0 (40.8)

Medi an 0.0 0.0 33.3 0.0

Mn - Mx 0 - 33 -67 - 33 0 - 33 -67 - 33
Cycle 41 Day 1

n 13 13 4 4

Mean (SD) 15.4 (17.3) -10.3 (28.5) 16.7 (33.3) -8.3 (68.7)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 33 -67 - 33 0 - 67 -100 - 67
Cycle 43 Day 1

n 13 13 4 4

Mean (SD) 5.1 (12.5) -20.5 (29.0) 41.7 (41.9) 16.7 (19.2)

Medi an 0.0 -33.3 33.3 16. 7

Mn - Mx 0 - 33 -67 - 33 0 - 100 0 - 33
Cycle 45 Day 1

n 7 7 3 3

Mean (SD) 14.3 (17.8) -14.3 (32.5) 33.3 (33.3) 33.3 (33.3)

Medi an 0.0 0.0 33.3 33.3

Mn - Mx 0 - 33 -67 - 33 0 - 67 0 - 67
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa
03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Parameter: EORTC QLQ C30: Dyspnoea

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Val ue at Visit

Pbo+Pal bo+Ful v
Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 47 Day 1
n 6 6 2 2
Mean (SD) 16.7 (18.3) 0.0 (29.8) 33.3 (0.0) 33.3 (0.0)
Medi an 16.7 0.0 33.3 33.3
Mn - Mx 0 - 33 -33 - 33 33 - 33 33 - 33
Cycle 49 Day 1
n 3 3 1 1
Mean (SD) 22.2 (19.2) -33.3 (33.3) 33.3 (NA) 33.3 (NA)
Medi an 33.3 -33.3 33.3 33.3
Mn - Mx 0 - 33 -67 - 0 33 - 33 33 - 33
Cycle 51 Day 1
n 2 2 1 1
Mean (SD) 16.7 (23.6) -16.7 (23.6) 66.7 (NA) 66.7 (NA)
Medi an 16.7 -16.7 66.7 66.7
Mn - Mx 0 - 33 -33 -0 67 - 67 67 - 67
Cycle 53 Day 1
n 1 1 1 1
Mean (SD) 0.0 (NA) -33.3 (N 0.0 (NA) 0.0 (NA)
Medi an 0.0 -33.3 0.0 0.0
Mn - Mx 0-0 -33 - -33 0-0 0-0
Cycle 55 Day 1
n 1 1 1 1
Mean (SD) 0.0 (NA) -33.3 (N 66.7 (NA) 66.7 (NA)
Medi an 0.0 -33.3 66.7 66.7
Mn - Mx 0-0 -33 - -33 67 - 67 67 - 67
Cycle 57 Day 1
n 1 1 1 1
Mean (SD) 0.0 (NA) -33.3 (N 0.0 (NA) 0.0 (NA)
Medi an 0.0 -33.3 0.0 0.0
Mn - Mx 0-0 -33 - -33 0-0 0-0
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full
W41554, CCOD: 15NOV2024, Data Snapshot:

Prot ocol :

Parameter: EORTC QLQ C30: Dyspnoea

10JAN2025

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Treatment Di scontinuation
n 79 77 103 96
Mean (SD) 22.8 (28.5) 0.9 (27.6) 22.3 (24.0) 6.2 (25.3)
Medi an 0.0 0.0 33.3 0.0
Mn - Max 0 - 100 -67 - 67 0 - 100 -67 - 67
Post - Treat ment Fol | ow Up Week 16
n 9 9 5 5
Mean (SD) 25.9 (32.4) 11.1 (28.9) 20.0 (18.3) 6.7 (27.9)
Medi an 33.3 0.0 33.3 0.0
Mn - Max 0 - 100 -33 - 67 0 - 33 -33 - 33
Post - Treat ment Fol | ow Up Week 24
n 2 2 0 0
Mean ( SD) 50.0 (70.7) 33.3 (47.1) NE ( NE) NE (NE)
Medi an 50.0 33.3 NE NE
Mn - Max 0 - 100 0 - 67 NE - NE NE - NE
Post - Treat ment Fol | ow Up Week 32
n 1 1 0 0
Mean ( SD) 0.0 (NA) -33.3 (N\NA) NE (NE) NE (NE)
Medi an 0.0 -33.3 NE NE
Mn - Max 0-0 -33 - -33 NE - NE NE - NE
30 Day Safety Fol | ow up
n 32 31 40 38
Mean (SD) 21.9 (24.8) 5.4 (24.5) 27.5 (28.1) 7.9 (30.4)
Medi an 33.3 0.0 33.3 0.0
Mn - Max 0 - 100 -33 - 67 0 - 100 -67 - 67
Survival Followup Mnth 3
n 19 19 19 17
Mean (SD) 21.1 (29.8) 1.8 (32.3) 24.6 (29.1) 7.8 (30.1)
Medi an 0.0 0.0 33.3 0.0
Mn - Max 0 - 100 -33 - 100 0 - 100 -33 - 67
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash:
03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Parameter: EORTC QLQ C30: Dyspnoea

| navo+Pal bo+Ful v Pbo+Pal bo+Ful v
Val ue at Visit Change from Baseline Value at Visit Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Survival Follow up Month 6

n 7 7 5 5

Mean (SD) 9.5 (25.2) -14.3 (26.2) 26.7 (14.9) 13.3 (29.8)

Medi an 0.0 -33.3 33.3 33.3

Mn - Max 0 - 67 -33 - 33 0 - 33 -33 - 33
Survival Followup Mnth 9

n 5 5 2 2

Mean (SD) 20.0 (18.3) -6.7 (14.9) 33.3 (0.0) 16.7 (23.6)

Medi an 33.3 0.0 33.3 16.7

Mn - Max 0 - 33 -33-0 33 - 33 0 - 33
Survival Followup Mnth 12

n 3 3 1 1

Mean ( SD) 33.3 (33.3) 22.2 (38.5) 33.3 (NA) 0.0 (NA)

Medi an 33.3 0.0 33.3 0.0

Mn - Max 0 - 67 0 - 67 33 - 33 0-0
TIME OF FIRST PD

n 21 19 59 52

Mean ( SD) 17.5 (20.1) 0.0 (19.2) 18.6 (24.2) 1.3 (26.4)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 67 -33 - 33 0 - 100 -100 - 67
TIME OF LAST TX DOSE

n 68 61 86 77

Mean ( SD) 16.7 (21.2) -0.5 (21.5) 23.3 (25.1) 6.1 (27.4)

Medi an 0.0 0.0 33.3 0.0

Mn - Max 0 - 100 -67 - 67 0 - 100 -100 - 67
I navo = Inavolisib, Pbo = Placebo, Palbo = Pal bociclib, Fulv = Ful vestrant

Gt repository: https://code.roche. con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paraneter: EORTC Q.Q C30: |nsomia

| navo+Pal bo+Ful v
Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
BASEL| NE
n 149 156
Mean (SD) 28.0 (28.5) 28.2 (29.6)
Medi an 33.3 33.3
Mn - Mx 0 - 100 0 - 100
Cycle 2 Day 1
n 143 137 153 147
Mean (SD) 25.4 (28.8) -3.6 (24.8) 21.4 (26.1) -6.6 (23.9)
Medi an 33.3 0.0 0.0 0.0
Mn - Mx 0 - 100 -67 - 100 0 - 100 -67 - 67
Cycle 3 Day 1
n 137 132 133 126
Mean (SD) 25.5 (28.4) -3.3(28.8) 23.1 (25.4) -5.0 (25.7)
Medi an 33.3 0.0 33.3 0.0
Mn - Mx 0 - 100 -100 - 100 0 - 100 -100 - 67
Cycle 5 Day 1
n 127 123 102 96
Mean (SD) 26.5 (28.3) -3.8 (28.1) 27.1 (26.8) -1.4 (25.6)
Medi an 33.3 0.0 33.3 0.0
Mn - Mx 0 - 100 -67 - 67 0 - 100 -67 - 67
Cycle 7 Day 1
n 112 107 89 84
Mean (SD) 25.6 (27.9) -5.6 (28.4) 24.0 (26.6) -4.0 (28.5)
Medi an 33.3 0.0 33.3 0.0
Mn - Mx 0 - 100 -100 - 67 0 - 100 -100 - 67
Cycle 9 Day 1
n 104 101 74 71
Mean (SD) 24.7 (25.4) -6.3 (27.8) 25.7 (26.2) -2.3 (24.1)
Medi an 33.3 0.0 33.3 0.0
Mn - Mx 0 - 100 -67 - 67 0 - 100 -100 - 33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa
03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Protocol : W041554, CCOD: 15NOV2024, Data Snapshot:
Paraneter: EORTC Q.Q C30: |nsomia

10JAN2025

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 11 Day 1
n 91 87 58 57
Mean (SD) 24.2 (25.9) -3.4 (31.3) 24.7 (25.4) -2.9 (26.2)
Medi an 33.3 0.0 33.3 0.0
Mn - Mx 0 - 100 -100 - 100 0 - 100 -67 - 33
Cycle 13 Day 1
n 79 75 45 44
Mean (SD) 27.8 (26.4) 1.3 (26.0) 29.6 (26.8) -4.5 (27.5)
Medi an 33.3 0.0 33.3 0.0
Mn - Mx 0 - 100 -67 - 100 0 - 100 -67 - 33
Cycle 15 Day 1
n 73 69 41 40
Mean (SD) 25.6 (27.5) -2.9 (29.6) 29.3 (28.1) -3.3 (30.9)
Medi an 33.3 0.0 33.3 0.0
Mn - Mx 0 - 100 -100 - 67 0 - 100 -100 - 67
Cycle 17 Day 1
n 70 67 30 29
Mean (SD) 28.6 (27.4) 0.0 (30.7) 32.2 (25.5) -5.7 (29.6)
Medi an 33.3 0.0 33.3 0.0
Mn - Mx 0 - 100 -100 - 100 0 - 100 -67 - 33
Cycle 19 Day 1
n 53 50 24 23
Mean (SD) 30.8 (26.0) 2.7 (28.4) 29.2 (26.6) -7.2 (26.5)
Medi an 33.3 0.0 33.3 0.0
Mn - Mx 0 - 100 -67 - 67 0 - 100 -67 - 33
Cycle 21 Day 1
n 51 48 23 21
Mean (SD) 28.8 (25.0) 4.2 (29.7) 33.3 (34.8) -4.8 (33.8)
Medi an 33.3 0.0 33.3 0.0
Mn - Mx 0 - 100 -100 - 67 0 - 100 -67 - 33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953
Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Anal ysi s Set

Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paraneter: EORTC Q.Q C30: |nsomia
| navo+Pal bo+Ful v Pbo+Pal bo+Ful v
Val ue at Visit Change from Baseline Value at Visit Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 23 Day 1

n 52 49 20 19

Mean (SD) 26.9 (23.8) 2.0 (30.0) 30.0 (26.3) -12.3 (35.5)

Medi an 33.3 0.0 33.3 0.0

Mn - Max 0 - 67 -100 - 67 0 - 67 -100 - 33
Cycle 25 Day 1

n 43 42 19 18

Mean (SD) 27.9 (27.1) 3.2 (30.2) 22.8 (27.3) -14.8 (34.7)

Medi an 33.3 0.0 33.3 0.0

Mn - Max 0 - 100 -67 - 100 0 - 100 -67 - 33
Cycle 27 Day 1

n 39 38 17 16

Mean ( SD) 26.5 (25.6) 4.4 (31.2) 27.5 (24.3) -6.2 (37.0)

Medi an 33.3 0.0 33.3 0.0

Mn - Max 0 - 100 -67 - 67 0 - 67 -100 - 33
Cycle 29 Day 1

n 32 32 17 16

Mean ( SD) 25.0 (28.1) 7.3 (31.4) 25.5 (25.1) -12.5 (24.0)

Medi an 33.3 0.0 33.3 0.0

Mn - Max 0 - 100 -67 - 67 0 - 67 -67 - 33
Cycle 31 Day 1

n 29 28 11 10

Mean ( SD) 24.1 (25.0) 4.8 (25.2) 9.1 (15.6) -33.3 (35.1)

Medi an 33.3 0.0 0.0 -33.3

Mn - Max 0 - 100 -33 - 67 0 - 33 -100 - O
Cycle 33 Day 1

n 21 21 9 8

Mean ( SD) 17.5 (20.1) 0.0 (18.3) 25.9 (27.8) -20.8 (35.4)

Medi an 0.0 0.0 33.3 -16.7

Mn - Max 0 - 67 -33 - 33 0 - 67 -67 - 33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953
142631781f cOb756f a9€2423146b60eb622e69aa

Gt hash:
03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out

Page 73 of 105

Inavolisib (Itovebi®

182 von 1864



Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paraneter: EORTC Q.Q C30: |nsomia

| navo+Pal bo+Ful v Pbo+Pal bo+Ful v
Val ue at Visit Change from Baseline Value at Visit Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 35 Day 1

n 18 17 9 8

Mean (SD) 22.2 (22.9) -2.0 (18.5) 14.8 (17.6) -25.0 (38.8)

Medi an 33.3 0.0 0.0 0.0

Mn - Max 0 - 67 -33 - 33 0 - 33 -100 - ©
Cycle 37 Day 1

n 17 17 7 6

Mean (SD) 19.6 (23.7) 2.0 (18.5) 19.0 (26.2) -27.8 (49.1)

Medi an 0.0 0.0 0.0 -16.7

Mn - Max 0 - 67 -33 - 33 0 - 67 -100 - 33
Cycle 39 Day 1

n 14 14 5 5

Mean ( SD) 23.8 (20.4) 4.8 (17.8) 20.0 (29.8) -33.3 (52.7)

Medi an 33.3 0.0 0.0 -33.3

Mn - Max 0 - 67 -33 - 33 0 - 67 -100 - 33
Cycle 41 Day 1

n 13 13 4 4

Mean ( SD) 23.1 (16.0) 2.6 (16.5) 0.0 (0.0) -58.3 (50.0)

Medi an 33.3 0.0 0.0 -66.7

Mn - Max 0 - 33 -33 - 33 0-0 -100 - O
Cycle 43 Day 1

n 13 13 4 4

Mean ( SD) 23.1 (16.0) 2.6 (21.4) 41.7 (50.0) -16.7 (57.7)

Medi an 33.3 0.0 33.3 0.0

Mn - Max 0 - 33 -33 - 33 0 - 100 -100 - 33
Cycle 45 Day 1

n 7 7 3 3

Mean ( SD) 33.3 (19.2) 4.8 (23.0) 22.2 (38.5) -33.3 (66.7)

Medi an 33.3 0.0 0.0 -33.3

Mn - Max 0 - 67 -33 - 33 0 - 67 -100 - 33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Paraneter: EORTC Q.Q C30:

I nsomi a

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Val ue at Visit

Pbo+Pal bo+Ful v
Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 47 Day 1

n 6 6 2 2

Mean (SD) 33.3 (21.1) 11.1 (17.2) 33.3 (47.1) -33.3 (94.3)

Medi an 33.3 0.0 33.3 -33.3

Mn - Mx 0 - 67 0 - 33 0 - 67 -100 - 33
Cycle 49 Day 1

n 3 3 1 1

Mean (SD) 44.4 (19.2) 11.1 (38.5) 0.0 (NA) -100.0 (NA)

Medi an 33.3 33.3 0.0 -100.0

Mn - Mx 33 - 67 -33 - 33 0-0 -100 - -100
Cycle 51 Day 1

n 2 2 1 1

Mean (SD) 33.3 (0.0) 16.7 (23.6) 0.0 (NA) -100.0 (NA)

Medi an 33.3 16.7 0.0 -100.0

Mn - Mx 33 - 33 0 - 33 0-0 -100 - -100
Cycle 53 Day 1

n 1 1 1 1

Mean (SD) 33.3 (N4 0.0 (NA) 0.0 (NA) -100.0 (NA)

Medi an 33.3 0.0 0.0 -100.0

Mn - Mx 33 - 33 0-0 0-0 -100 - -100
Cycle 55 Day 1

n 1 1 1 1

Mean (SD) 66.7 (NA) 33.3 (N4 0.0 (NA) -100.0 (NA)

Medi an 66.7 33.3 0.0 -100.0

Mn - Mx 67 - 67 33 - 33 0-0 -100 - -100
Cycle 57 Day 1

n 1 1 1 1

Mean (SD) 66.7 (NA) 33.3 (N4 33.3 (NA) -66.7 (NA)

Medi an 66. 7 33.3 33.3 -66.7

Mn - Mx 67 - 67 33 - 33 33 - 33 -67 - -67
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full
W41554, CCOD: 15NOV2024, Data Snapshot:

Prot ocol :

Paraneter: EORTC Q.Q C30: |nsomia

10JAN2025

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Treatment Di scontinuation

n 79 77 103 96

Mean (SD) 30.8 (28.1) 2.2 (29.8) 29.1 (28.7) 1.4 (26.5)

Medi an 33.3 0.0 33.3 0.0

Mn - Max 0 - 100 -67 - 67 0 - 100 -67 - 67
Post - Treat ment Fol | ow Up Week 16

n 9 9 5 5

Mean (SD) 18.5 (17.6) 0.0 (0.0) 33.3 (23.6) 0.0 (23.6)

Medi an 33.3 0.0 33.3 0.0

Mn - Max 0 - 33 0-0 0 - 67 -33 - 33
Post - Treat ment Fol | ow Up Week 24

n 2 2 0 0

Mean ( SD) 16.7 (23.6) -16.7 (23.6) NE ( NE) NE (NE)

Medi an 16. 7 -16.7 NE NE

Mn - Max 0 - 33 -33-0 NE - NE NE - NE
Post - Treat ment Fol | ow Up Week 32

n 1 1 0 0

Mean ( SD) 100. 0 (NA) 66.7 (NA) NE (NE) NE (NE)

Medi an 100.0 66. 7 NE NE

Mn - Max 100 - 100 67 - 67 NE - NE NE - NE
30 Day Safety Fol | ow up

n 32 31 40 38

Mean (SD) 27.1 (28.6) -1.1 (32.8) 30.8 (27.6) -0.0 (31.0)

Medi an 33.3 0.0 33.3 0.0

Mn - Max 0 - 100 -67 - 67 0 - 100 -67 - 67
Survival Followup Mnth 3

n 19 19 19 17

Mean (SD) 28.1 (27.8) 1.8 (28.3) 24.6 (21.8) -5.9 (27.0)

Medi an 33.3 0.0 33.3 0.0

Mn - Max 0 - 67 -33 - 67 0 - 67 -67 - 33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash:
03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Prot ocol :

W041554, CCOD: 15NOV2024, Data Snapshot:

Paraneter: EORTC Q.Q C30: |nsomia

10JAN2025

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Survival Follow up Month 6

n 7 7 5 5

Mean (SD) 28.6 (30.0) 4.8 (35.6) 26.7 (14.9) -6.7 (14.9)

Medi an 33.3 0.0 33.3 0.0

Mn - Max 0 - 67 -33 - 67 0 - 33 -33 -0
Survival Followup Mnth 9

n 5 5 2 2

Mean (SD) 20.0 (18.3) 6.7 (14.9) 50.0 (23.6) 0.0 (47.1)

Medi an 33.3 0.0 50.0 0.0

Mn - Max 0 - 33 0 - 33 33 - 67 -33 - 33
Survival Followup Mnth 12

n 3 3 1 1

Mean ( SD) 33.3 (33.3) 11.1 (19.2) 66.7 (NA) 33.3 (NA)

Medi an 33.3 0.0 66. 7 33.3

Mn - Max 0 - 67 0 - 33 67 - 67 33 - 33
TIME OF FIRST PD

n 21 19 59 52

Mean ( SD) 33.3 (35.0) 12.3 (38.8) 25.4 (29.3) 0.6 (28.4)

Medi an 33.3 0.0 33.3 0.0

Mn - Max 0 - 100 -67 - 100 0 - 100 -100 - 67
TI ME OF LAST TX DOSE

n 68 61 86 77

Mean (SD) 27.9 (28.0) 3.8 (30.5) 27.1 (29.2) 0.4 (28.4)

Medi an 33.3 0.0 33.3 0.0

Mn - Max 0 - 100 -67 - 100 0 - 100 -100 - 67
I navo = Inavolisib, Pbo = Placebo, Palbo = Pal bociclib, Fulv = Ful vestrant

Gt repository: https://code.roche. con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GMI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paraneter: EORTC QLQ C30: Appetite |oss

| navo+Pal bo+Ful v

Val ue at Visit Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
BASEL| NE
n 149 156
Mean (SD) 17.2 (25.0) 15.8 (23.5)
Medi an 0.0 0.0
Mn - Mx 0 - 100 0 - 100
Cycle 2 Day 1
n 143 137 153 147
Mean (SD) 29.6 (30.4) 12.7 (30.6) 15.7 (22.0) 0.2 (22.2)
Medi an 33.3 0.0 0.0 0.0
Mn - Mx 0 - 100 -100 - 100 0 - 100 -67 - 67
Cycle 3 Day 1
n 137 132 133 126
Mean (SD) 25.1 (26.7) 7.8 (29.7) 15.8 (21.2) 0.5 (24.2)
Medi an 33.3 0.0 0.0 0.0
Mn - Mx 0 - 100 -100 - 100 0 - 100 -67 - 67
Cycle 5 Day 1
n 127 123 102 96
Mean (SD) 22.3 (25.2) 6.0 (30.8) 13.1 (21.6) -2.8 (27.6)
Medi an 33.3 0.0 0.0 0.0
Mn - Mx 0 - 100 -100 - 100 0 - 100 -67 - 100
Cycle 7 Day 1
n 112 107 89 84
Mean (SD) 22.6 (24.6) 6.9 (28.1) 12.4 (20.3) -2.4 (22.4)
Medi an 33.3 0.0 0.0 0.0
Mn - Mx 0 - 100 -67 - 100 0 - 100 -67 - 67
Cycle 9 Day 1
n 104 101 74 71
Mean (SD) 19.9 (23.9) 5.9 (27.6) 13.5 (20.6) -2.3 (24.1)
Medi an 0.0 0.0 0.0 0.0
Mn - Mx 0 - 100 -67 - 67 0 - 100 -67 - 100
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa
03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Prot ocol :

W041554, CCOD: 15NOV2024, Data Snapshot:

Paraneter: EORTC QLQ C30: Appetite |oss

10JAN2025

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 11 Day 1

n 91 87 58 57

Mean (SD) 19.4 (25.4) 6.5 (30.4) 15.5 (19.0) -2.3 (22.6)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 100 -67 - 100 0 - 67 -67 - 67
Cycle 13 Day 1

n 79 75 45 44

Mean (SD) 17.7 (23.2) 4.4 (28.1) 15.6 (19.6) -1.5 (23.8)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 100 -67 - 67 0 - 67 -67 - 33
Cycle 15 Day 1

n 73 69 41 40

Mean (SD) 16.9 (21.6) 3.4 (28.1) 16.3 (18.4) -2.5 (24.3)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 67 -67 - 67 0 - 67 -67 - 33
Cycle 17 Day 1

n 70 67 30 29

Mean (SD) 18.1 (23.2) 3.0 (27.0) 13.3 (24.1) -8.0 (27.7)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 67 -67 - 67 0 - 100 -67 - 67
Cycle 19 Day 1

n 53 50 24 23

Mean (SD) 21.4 (23.7) 6.0 (27.5) 13.9 (16.8) -2.9 (26.4)

Medi an 33.3 0.0 0.0 0.0

Mn - Mx 0 - 100 -33 - 67 0 - 33 -67 - 33
Cycle 21 Day 1

n 51 48 23 21

Mean (SD) 20.3 (25.9) 4.2 (30.5) 15.9 (19.8) -1.6 (26.8)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 100 -67 - 67 0 - 67 -67 - 33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953
Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Prot ocol :

W041554, CCOD: 15NOV2024, Data Snapshot:

Paraneter: EORTC QLQ C30: Appetite |oss

10JAN2025

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 23 Day 1
n 52 49 20 19
Mean (SD) 16.0 (21.4) 1.4 (28.0) 11.7 (16.3) -8.8 (24.4)
Medi an 0.0 0.0 0.0 0.0
Mn - Mx 0 - 100 -67 - 67 0 - 33 -67 - 33
Cycle 25 Day 1
n 43 42 19 18
Mean (SD) 17.1 (18.4) 1.6 (23.2) 10.5 (15.9) -7.4 (29.3)
Medi an 0.0 0.0 0.0 0.0
Mn - Mx 0 - 67 -33 - 67 0 - 33 -67 - 33
Cycle 27 Day 1
n 39 38 17 16
Mean (SD) 13.7 (18.3) -0.9 (22.6) 11.8 (16.4) -8.3 (31.0)
Medi an 0.0 0.0 0.0 0.0
Mn - Mx 0 - 67 -33 - 33 0 - 33 -67 - 33
Cycle 29 Day 1
n 32 32 17 16
Mean (SD) 17.7 (23.9) 5.2 (28.2) 19.6 (20.6) -2.1 (25.7)
Medi an 0.0 0.0 33.3 0.0
Mn - Mx 0 - 67 -33 - 67 0 - 67 -67 - 33
Cycle 31 Day 1
n 29 28 11 10
Mean (SD) 21.8 (27.1) 7.1 (30.6) 12.1 (16.8) -13.3 (28.1)
Medi an 33.3 0.0 0.0 0.0
Mn - Mx 0 - 100 -33 - 100 0 - 33 -67 - 33
Cycle 33 Day 1
n 21 21 9 8
Mean (SD) 14.3 (16.9) 3.2 (23.3) 7.4 (14.7) -12.5 (24.8)
Medi an 0.0 0.0 0.0 0.0
Mn - Mx 0 - 33 -33 - 33 0 - 33 -67 - 0
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953
Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paraneter: EORTC QLQ C30: Appetite |oss

| navo+Pal bo+Ful v Pbo+Pal bo+Ful v
Val ue at Visit Change from Baseline Value at Visit Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 35 Day 1

n 18 17 9 8

Mean (SD) 11.1 (16.2) 0.0 (26.4) 3.7 (11.1) -20.8 (24.8)

Medi an 0.0 0.0 0.0 -16.7

Mn - Max 0 - 33 -33 - 33 0 - 33 -67 - 0
Cycle 37 Day 1

n 17 17 7 6

Mean (SD) 17.6 (17.1) 5.9 (27.0) 4.8 (12.6) -5.6 (13.6)

Medi an 33.3 0.0 0.0 0.0

Mn - Max 0 - 33 -33 - 33 0 - 33 -33 -0
Cycle 39 Day 1

n 14 14 5 5

Mean ( SD) 16.7 (21.7) 4.8 (31.6) 6.7 (14.9) -13.3 (18.3)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 67 -33 - 67 0 - 33 -33 -0
Cycle 41 Day 1

n 13 13 4 4

Mean ( SD) 20.5 (16.9) 7.7 (27.7) 16.7 (33.3) 0.0 (27.2)

Medi an 33.3 0.0 0.0 0.0

Mn - Max 0 - 33 -33 - 33 0 - 67 -33 - 33
Cycle 43 Day 1

n 13 13 4 4

Mean ( SD) 17.9 (25.9) 5.1 (35.6) 0.0 (0.0) -16.7 (19.2)

Medi an 0.0 0.0 0.0 -16.7

Mn - Max 0 - 67 -33 - 67 0-0 -33 -0
Cycle 45 Day 1

n 7 7 3 3

Mean ( SD) 23.8 (25.2) 4.8 (40.5) 0.0 (0.0) -33.3 (0.0)

Medi an 33.3 0.0 0.0 -33.3

Mn - Max 0 - 67 -33 - 67 0-0 -33 - -33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out Page 81 of 105
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paraneter: EORTC QLQ C30: Appetite |oss

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Val ue at Visit

Pbo+Pal bo+Ful v
Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 47 Day 1
n 6 6 2 2
Mean (SD) 27.8 (25.1) 11.1 (40.4) 16.7 (23.6) -16.7 (23.6)
Medi an 33.3 16.7 16.7 -16.7
Mn - Mx 0 - 67 -33 - 67 0 - 33 -33- 0
Cycle 49 Day 1
n 3 3 1 1
Mean (SD) 11.1 (19.2) -11.1 (38.5) 0.0 (NA) -33.3 (N4
Medi an 0.0 -33.3 0.0 -33.3
Mn - Mx 0 - 33 -33 - 33 0-0 -33 - -33
Cycle 51 Day 1
n 2 2 1 1
Mean (SD) 33.3 (0.0) 16.7 (23.6) 0.0 (NA) -33.3 (N4
Medi an 33.3 16.7 0.0 -33.3
Mn - Mx 33 - 33 0 - 33 0-0 -33 - -33
Cycle 53 Day 1
n 1 1 1 1
Mean (SD) 33.3 (N4 33.3 (N4 0.0 (NA) -33.3 (N4
Medi an 33.3 33.3 0.0 -33.3
Mn - Mx 33 - 33 33 - 33 0-0 -33 - -33
Cycle 55 Day 1
n 1 1 1 1
Mean (SD) 33.3 (N4 33.3 (N4 0.0 (NA) -33.3 (N4
Medi an 33.3 33.3 0.0 -33.3
Mn - Mx 33 - 33 33 - 33 0-0 -33 - -33
Cycle 57 Day 1
n 1 1 1 1
Mean (SD) 33.3 (N4 33.3 (N4 0.0 (NA) -33.3 (NAy)
Medi an 33.3 33.3 0.0 -33.3
Mn - Mx 33 - 33 33 - 33 0-0 -33 - -33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI
Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Prot ocol :
Par anet er :

W41554, CCOD: 15NOV2024, Data Snapshot:
EORTC QLQ C30: Appetite |oss

10JAN2025

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Treatment Di scontinuation

n 79 77 103 96

Mean (SD) 33.3 (31.6) 13.4 (35.6) 24.6 (28.4) 8.3 (26.0)

Medi an 33.3 0.0 33.3 0.0

Mn - Max 0 - 100 -67 - 100 0 - 100 -67 - 100
Post - Treat ment Fol | ow Up Week 16

n 9 9 5 5

Mean (SD) 18.5 (24.2) 3.7 (26.1) 33.3 (23.6) 13.3 (18.3)

Medi an 0.0 0.0 33.3 0.0

Mn - Max 0 - 67 -33 - 33 0 - 67 0 - 33
Post - Treat ment Fol | ow Up Week 24

n 2 2 0 0

Mean ( SD) 16.7 (23.6) 0.0 (0.0) NE ( NE) NE (NE)

Medi an 16. 7 0.0 NE NE

Mn - Max 0 - 33 0-0 NE - NE NE - NE
Post - Treat ment Fol | ow Up Week 32

n 1 1 0 0

Mean ( SD) 33.3 (NA) 0.0 (NA) NE (NE) NE (NE)

Medi an 33.3 0.0 NE NE

Mn - Max 33 - 33 0-0 NE - NE NE - NE
30 Day Safety Fol | ow up

n 32 31 40 38

Mean (SD) 24.0 (29.6) 6.5 (30.3) 27.5 (31.9) 7.9 (29.4)

Medi an 16. 7 0.0 33.3 0.0

Mn - Max 0 - 100 -33 - 100 0 - 100 -33 - 67
Survival Followup Mnth 3

n 19 19 19 17

Mean (SD) 40.4 (30.6) 15.8 (32.1) 21.1 (22.8) 2.0 (24.9)

Medi an 33.3 0.0 33.3 0.0

Mn - Max 0 - 100 -33 - 100 0 - 67 -67 - 33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash:
03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paraneter: EORTC QLQ C30: Appetite |oss

Pbo+Pal bo+Ful v
Change from Baseline Value at Visit Change from Basel i ne

| navo+Pal bo+Ful v
Val ue at Visit

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Survival Follow up Month 6
n 7 7 5 5
Mean (SD) 28.6 (30.0) 4.8 (40.5) 26.7 (43.5) 0.0 (23.6)
Medi an 33.3 0.0 0.0 0.0
Mn - Max 0 - 67 -33 - 67 0 - 100 -33 - 33
Survival Followup Mnth 9
n 5 5 2 2
Mean (SD) 33.3 (33.3) 20.0 (29.8) 33.3 (47.1) -16.7 (23.6)
Medi an 33.3 0.0 33.3 -16.7
Mn - Max 0 - 67 0 - 67 0 - 67 -33 -0
Survival Followup Mnth 12
n 3 3 1 1
Mean ( SD) 33.3 (33.3) 22.2 (19.2) 0.0 (NA) 0.0 (NA)
Medi an 33.3 33.3 0.0 0.0
Mn - Max 0 - 67 0 - 33 0-0 0-0
TIME OF FIRST PD
n 21 19 59 52
Mean ( SD) 34.9 (34.1) 14.0 (35.7) 20.3 (24.8) 3.8 (26.1)
Medi an 33.3 0.0 0.0 0.0
Mn - Max 0 - 100 -33 - 100 0 - 67 -67 - 67
TI ME OF LAST TX DOSE
n 68 61 86 77
Mean (SD) 29.4 (31.8) 16.9 (33.7) 18.2 (23.2) 2.2 (23.2)
Medi an 33.3 0.0 0.0 0.0
Mn - Max 0 - 100 -33 - 100 0 - 100 -67 - 67
I navo = Inavolisib, Pbo = Placebo, Palbo = Pal bociclib, Fulv = Ful vestrant

Gt repository: https://code.roche. con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GMI

Qut put : / ocean/ har bour / CDT70123/ WD41554/ CSRI nt eri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Paraneter: EORTC QLQ C30: Constipation

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
BASEL| NE
n 149 156
Mean (SD) 15.4 (24.4) 15.8 (24.1)
Medi an 0.0 0.0
Mn - Mx 0 - 100 0 - 100
Cycle 2 Day 1
n 143 137 153 147
Mean (SD) 11.2 (20.5) -4.1 (23.7) 17.6 (23.9) 2.5 (25.0)
Medi an 0.0 0.0 0.0 0.0
Mn - Mx 0 - 100 -67 - 67 0 - 100 -67 - 100
Cycle 3 Day 1
n 137 132 133 126
Mean (SD) 9.5 (18.9) -5.1 (26.8) 15.8 (21.5) 1.3 (25.8)
Medi an 0.0 0.0 0.0 0.0
Mn - Mx 0 - 100 -100 - 100 0 - 100 -100 - 100
Cycle 5 Day 1
n 127 123 102 96
Mean (SD) 8.7 (17.4) -5.1 (22.6) 16.0 (23.8) 1.4 (27.3)
Medi an 0.0 0.0 0.0 0.0
Mn - Mx 0 - 67 -67 - 67 0 - 100 -100 - 100
Cycle 7 Day 1
n 112 107 89 84
Mean (SD) 11.0 (20.2) -2.8 (24.3) 14.6 (21.9) 0.4 (25.6)
Medi an 0.0 0.0 0.0 0.0
Mn - Mx 0 - 100 -67 - 67 0 - 100 -100 - 100
Cycle 9 Day 1
n 104 101 74 71
Mean (SD) 10.9 (19.9) -1.7 (20.8) 15.8 (23.6) -0.9 (25.2)
Medi an 0.0 0.0 0.0 0.0
Mn - Mx 0 - 100 -67 - 67 0 - 100 -67 - 100
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953
Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Protocol : W041554, CCOD: 15NOV2024, Data Snapshot:
Paraneter: EORTC QLQ C30: Constipation

10JAN2025

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 11 Day 1

n 91 87 58 57

Mean (SD) 6.6 (13.4) -5.0 (21.9) 15.5 (23.5) -2.3 (24.3)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 33 -67 - 33 0 - 67 -67 - 67
Cycle 13 Day 1

n 79 75 45 44

Mean (SD) 7.2 (14.8) -5.3 (23.9) 23.0 (26.4) 4.5 (30.2)

Medi an 0.0 0.0 33.3 0.0

Mn - Mx 0 - 67 -67 - 33 0 - 100 -100 - 100
Cycle 15 Day 1

n 73 69 41 40

Mean (SD) 5.5 (12.4) -7.2 (20.5) 15.4 (27.0) -5.0 (29.8)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 33 -67 - 33 0 - 100 -100 - 100
Cycle 17 Day 1

n 70 67 30 29

Mean (SD) 6.2 (15.3) -6.5 (23.4) 20.0 (29.8) -3.4 (28.7)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 67 -67 - 67 0 - 100 -100 - 33
Cycle 19 Day 1

n 53 50 24 23

Mean (SD) 10.7 (18.2) -4.0 (23.9) 12.5 (21.6) -8.7 (27.0)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 67 -67 - 33 0 - 67 -100 - 33
Cycle 21 Day 1

n 51 48 23 21

Mean (SD) 9.2 (17.7) -3.5 (25.9) 23.2 (32.5) 0.0 (25.8)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 67 -67 - 33 0 - 100 -67 - 33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953
Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paraneter: EORTC QLQ C30: Constipation

| navo+Pal bo+Ful v Pbo+Pal bo+Ful v
Val ue at Visit Change from Baseline Value at Visit Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 23 Day 1

n 52 49 20 19

Mean (SD) 5.1 (15.3) -7.5 (24.8) 28.3 (31.1) 7.0 (21.0)

Medi an 0.0 0.0 33.3 0.0

Mn - Mx 0 - 67 -67 - 67 0 - 100 -33 - 33
Cycle 25 Day 1

n 43 42 19 18

Mean (SD) 5.4 (12.5) -5.6 (20.7) 24.6 (31.1) 5.6 (26.2)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 33 -67 - 33 0 - 100 -33 - 33
Cycle 27 Day 1

n 39 38 17 16

Mean (SD) 6.0 (15.0) -5.3 (21.3) 15.7 (26.7) 2.1 (22.7)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 67 -67 - 33 0 - 67 -33 - 33
Cycle 29 Day 1

n 32 32 17 16

Mean (SD) 3.1 (9.9 -7.3 (23.5) 19.6 (20.6) 4.2 (20.6)

Medi an 0.0 0.0 33.3 0.0

Mn - Mx 0 - 33 -67 - 33 0 - 67 -33 - 33
Cycle 31 Day 1

n 29 28 11 10

Mean (SD) 2.3 (8.6) -9.5 (15.3) 9.1 (15.6) -6.7 (14.1)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 33 -33 -0 0 - 33 -33- 0
Cycle 33 Day 1

n 21 21 9 8

Mean (SD) 0.0 (0.0) -11.1 (19.2) 14.8 (24.2) -8.3 (42.7)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0-0 -67 - 0 0 - 67 -100 - 33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paraneter: EORTC QLQ C30: Constipation

Anal ysi s Set

Pbo+Pal bo+Ful v
Val ue at Visit Change from Basel i ne

| navo+Pal bo+Ful v
Val ue at Visit Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 35 Day 1

n 18 17 9 8

Mean (SD) 1.9 (7.9) -11.8 (20.2) 14.8 (24.2) 0.0 (17.8)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 33 -67 - 0 0 - 67 -33 - 33
Cycle 37 Day 1

n 17 17 7 6

Mean (SD) 3.9 (11.1) -7.8 (25.1) 14.3 (26.2) -16.7 (50.6)

Medi an 0.0 0.0 0.0 -16.7

Mn - Mx 0 - 33 -67 - 33 0 - 67 -100 - 33
Cycle 39 Day 1

n 14 14 5 5

Mean (SD) 4.8 (12.1) -4.8 (25.7) 6.7 (14.9) -26.7 (43.5)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 33 -67 - 33 0 - 33 -100 - O
Cycle 41 Day 1

n 13 13 4 4

Mean (SD) 5.1 (12.5) -7.7 (24.2) 0.0 (0.0) -33.3 (47.1)

Medi an 0.0 0.0 0.0 -16.7

Mn - Mx 0 - 33 -67 - 33 0-0 -100 - O
Cycle 43 Day 1

n 13 13 4 4

Mean (SD) 0.0 (0.0) -12.8 (21.7) 8.3 (16.7) -33.3 (27.2)

Medi an 0.0 0.0 0.0 -33.3

Mn - Mx 0-0 -67 - 0 0 - 33 -67 - 0
Cycle 45 Day 1

n 7 7 3 3

Mean (SD) 0.0 (0.0) -19.0 (26.2) 11.1 (19.2) -11.1 (38.5)

Medi an 0.0 0.0 0.0 -33.3

Mn - Mx 0-0 -67 - 0 0 - 33 -33 - 33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953
Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa
03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paraneter: EORTC QLQ C30: Constipation

| navo+Pal bo+Ful v Pbo+Pal bo+Ful v
Val ue at Visit Change from Baseline Value at Visit Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 47 Day 1

n 6 6 2 2

Mean (SD) 0.0 (0.0) -16.7 (27.9) 0.0 (0.0) -33.3 (0.0)

Medi an 0.0 0.0 0.0 -33.3

Mn - Max 0-0 -67 - 0 0-0 -33 - -33
Cycle 49 Day 1

n 3 3 1 1

Mean (SD) 0.0 (0.0) -33.3 (33.3) 0.0 (NA) -33.3 (NA)

Medi an 0.0 -33.3 0.0 -33.3

Mn - Max 0-0 -67 - 0 0-0 -33 - -33
Cycle 51 Day 1

n 2 2 1 1

Mean ( SD) 0.0 (0.0) -33.3 (47.1) 0.0 (NA) -33.3 (NA)

Medi an 0.0 -33.3 0.0 -33.3

Mn - Max 0-0 -67 - 0 0-0 -33 - -33
Cycle 53 Day 1

n 1 1 1 1

Mean ( SD) 0.0 (NA) -66.7 (NA) 0.0 (NA&) -33.3 (NA)

Medi an 0.0 -66.7 0.0 -33.3

Mn - Max 0-0 -67 - -67 0-0 -33 - -33
Cycle 55 Day 1

n 1 1 1 1

Mean ( SD) 0.0 (NA) -66.7 (NA) 0.0 (NA&) -33.3 (NA)

Medi an 0.0 -66.7 0.0 -33.3

Mn - Max 0-0 -67 - -67 0-0 -33 - -33
Cycle 57 Day 1

n 1 1 1 1

Mean ( SD) 0.0 (NA) -66.7 (NA) 0.0 (NA) -33.3 (NA)

Medi an 0.0 -66.7 0.0 -33.3

Mn - Max 0-0 -67 - -67 0-0 -33 - -33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Protocol : W041554, CCOD: 15NOV2024, Data Snapshot:
Paraneter: EORTC QLQ C30: Constipation

10JAN2025

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Treatment Di scontinuation
n 79 77 103 96
Mean (SD) 16.9 (25.0) -2.6 (33.2) 15.9 (21.8) 1.4 (22.1)
Medi an 0.0 0.0 0.0 0.0
Mn - Max 0 - 100 -100 - 100 0 - 100 -33 - 67
Post - Treat ment Fol | ow Up Week 16
n 9 9 5 5
Mean (SD) 29.6 (35.1) 3.7 (20.0) 40.0 (43.5) 20.0 (29.8)
Medi an 33.3 0.0 33.3 0.0
Mn - Max 0 - 100 -33 - 33 0 - 100 0 - 67
Post - Treat ment Fol | ow Up Week 24
n 2 2 0 0
Mean ( SD) 50.0 (23.6) 16.7 (23.6) NE ( NE) NE (NE)
Medi an 50.0 16. 7 NE NE
Mn - Max 33 - 67 0 - 33 NE - NE NE - NE
Post - Treat ment Fol | ow Up Week 32
n 1 1 0 0
Mean ( SD) 66.7 (NA) 33.3 (NA) NE (NE) NE (NE)
Medi an 66.7 33.3 NE NE
Mn - Max 67 - 67 33 - 33 NE - NE NE - NE
30 Day Safety Fol | ow up
n 32 31 40 38
Mean (SD) 15.6 (20.7) -9.7 (28.8) 20.8 (29.9) 2.6 (31.4)
Medi an 0.0 0.0 0.0 0.0
Mn - Max 0 - 67 -100 - 33 0 - 100 -67 - 100
Survival Followup Mnth 3
n 19 19 19 17
Mean (SD) 15.8 (25.7) 3.5 (24.6) 17.5 (25.7) 2.0 (22.0)
Medi an 0.0 0.0 0.0 0.0
Mn - Max 0 - 67 -67 - 67 0 - 100 -33 - 33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953
Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set

Prot ocol :
Par anet er :

W041554, CCOD: 15NOV2024, Data Snapshot:

EORTC QLQ C30: Consti pation

10JAN2025

| navo+Pal bo+Ful v
Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v
Val ue at Visit Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Survival Follow up Month 6

n 7 7 5 5

Mean (SD) 19.0 (37.8) 9.5 (41.8) 13.3 (18.3) -6.7 (14.9)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 100 -33 - 100 0 - 33 -33 -0
Survival Followup Mnth 9

n 5 5 2

Mean (SD) 20.0 (29.8) 13.3 (29.8) 0.0 (0.0) 0.0 (0.0)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 67 0 - 67 0-0 0-0
Survival Followup Mnth 12

n 3 3 1 1

Mean ( SD) 0.0 (0.0) 0.0 (0.0) 0.0 (NA) -33.3 (NA)

Medi an 0.0 0.0 0.0 -33.3

Mn - Max 0-0 0-0 0-0 -33 - -33
TIME OF FIRST PD

n 21 19 59 52

Mean ( SD) 6.3 (13.4) -10.5 (22.4) 20.3 (28.4) 3.2 (24.0)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 33 -67 - 0 0 - 100 -33 - 67
TI ME OF LAST TX DOSE

n 68 61 86 77

Mean (SD) 7.8 (17.4) -8.7 (27.8) 21.3 (30.6) 6.1 (25.8)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 67 -100 - 67 0 - 100 -33 - 100
I navo = Inavolisib, Pbo = Placebo, Palbo = Pal bociclib, Fulv = Ful vestrant

Gt repository: https://code.roche. con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash:

142631781f cOb756f a9e2423146b60eb622e69aa
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Protocol : W041554, CCOD: 15NOV2024, Data Snapshot:
Paraneter: EORTC Q.Q C30: Diarrhoea

10JAN2025

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
BASEL| NE
n 149 156
Mean (SD) 6.5 (17.6) 7.1 (17.4)
Medi an 0.0 0.0
Mn - Mx 0 - 100 0 - 100
Cycle 2 Day 1
n 143 137 153 147
Mean (SD) 17.5 (25.9) 10.9 (23.3) 5.4 (15.5) -2.3 (18.2)
Medi an 0.0 0.0 0.0 0.0
Mn - Mx 0 - 100 -33 - 100 0 - 100 -100 - 67
Cycle 3 Day 1
n 137 132 133 126
Mean (SD) 16.1 (22.5) 8.8 (23.6) 7.3 (16.1) -0.3 (18.1)
Medi an 0.0 0.0 0.0 0.0
Mn - Mx 0 - 100 -100 - 100 0 - 67 -100 - 67
Cycle 5 Day 1
n 127 123 102 96
Mean (SD) 18.1 (23.7) 10.8 (26.8) 6.2 (14.6) -0.3 (17.1)
Medi an 0.0 0.0 0.0 0.0
Mn - Mx 0 - 100 -67 - 100 0 - 67 -67 - 67
Cycle 7 Day 1
n 112 107 89 84
Mean (SD) 17.9 (24.9) 10.0 (25.2) 5.6 (14.4) -1.6 (16.3)
Medi an 0.0 0.0 0.0 0.0
Mn - Mx 0 - 100 -100 - 100 0 - 67 -67 - 33
Cycle 9 Day 1
n 104 101 74 71
Mean (SD) 18.3 (25.8) 10.2 (25.7) 8.6 (17.5) 1.4 (19.1)
Medi an 0.0 0.0 0.0 0.0
Mn - Mx 0 - 100 -100 - 67 0 - 67 -67 - 67
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953
Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paraneter: EORTC Q.Q C30: Diarrhoea

| navo+Pal bo+Ful v
Val ue at Visit

Change from Baseline Value at Visit

Pbo+Pal bo+Ful v
Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 11 Day 1

n 91 87 58 57

Mean (SD) 18.3 (26.9) 10.3 (28.4) .0 (18.0) -0.6 (14.8)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 100 -67 - 100 0 - 67 -33 - 33
Cycle 13 Day 1

n 79 75 45 44

Mean (SD) 18.1 (24.3) 11.1 (25.9) .7 (15.2) -2.3 (20.8)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 100 -67 - 67 0 - 67 -100 - 33
Cycle 15 Day 1

n 73 69 41 40

Mean (SD) 16.4 (23.7) 9.2 (26.7) 8 (17.1) 2.5 (17.5)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 100 -100 - 67 0 - 67 -33 - 33
Cycle 17 Day 1

n 70 67 30 29

Mean (SD) 20.5 (28.5) 12.9 (31.2) 8 (18.9) 0.0 (29.5)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 100 -67 - 100 0 - 67 -67 - 67
Cycle 19 Day 1

n 53 50 24 23

Mean (SD) 20.1 (26.4) 9.3 (24.3) 2 (11.3) 0.0 (14.2)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 100 -67 - 67 0 - 33 -33 - 33
Cycle 21 Day 1

n 51 48 23 21

Mean (SD) 16.3 (22.5) 5.6 (26.0) 4 (7.0) -4.8 (19.1)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 67 -67 - 67 0 - 33 -67 - 33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa
03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Protocol : W041554, CCOD: 15NOV2024, Data Snapshot:
Paraneter: EORTC Q.Q C30: Diarrhoea

10JAN2025

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v
Val ue at Visit Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 23 Day 1
n 52 49 20 19
Mean (SD) 15.4 (21.4) 7.5 (23.8) 10.0 (15.7) 7.0 (17.8)
Medi an 0.0 0.0 0.0 0.0
Mn - Max 0 - 67 -67 - 67 0 - 33 -33 - 33
Cycle 25 Day 1
n 43 42 19 18
Mean (SD) 14.7 (18.3) 9.5 (19.9) 7.0 (14.0) 3.7 (15.7)
Medi an 0.0 0.0 0.0 0.0
Mn - Max 0 - 67 -33 - 33 0 - 33 -33 - 33
Cycle 27 Day 1
n 39 38 17 16
Mean ( SD) 12.0 (17.9) 7.0 (19.2) 3.9 (11.1) 0.0 (12.2)
Medi an 0.0 0.0 0.0 0.0
Mn - Max 0 - 67 -33 - 33 0 - 33 -33 - 33
Cycle 29 Day 1
n 32 32 17 16
Mean ( SD) 17.7 (25.4) 12.5 (25.0) 7.8 (14.6) 4.2 (16.7)
Medi an 0.0 0.0 0.0 0.0
Mn - Max 0 - 100 -33 - 67 0 - 33 -33 - 33
Cycle 31 Day 1
n 29 28 11 10
Mean (SD) 11.5 (20.5) 4.8 (19.7) 3.0 (10.1) 3.3 (10.5)
Medi an 0.0 0.0 0.0 0.0
Mn - Max 0 - 67 -67 - 33 0 - 33 0 - 33
Cycle 33 Day 1
n 21 21 9 8
Mean (SD) 12.7 (24.7) 7.9 (20.8) 3.7 (11.1) 4.2 (11.8)
Medi an 0.0 0.0 0.0 0.0
Mn - Max 0 - 100 -33 - 67 0 - 33 0 - 33

I navo = I navolisib, Pbo = Placebo, Palbo =
Gt
Gt hash:
03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out

Pal bociclib, Fulv =

Ful vest r ant
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Protocol : W041554, CCOD: 15NOV2024, Data Snapshot:
Paraneter: EORTC Q.Q C30: Diarrhoea

10JAN2025

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 35 Day 1

n 18 17 9 8

Mean (SD) 13.0 (20.3) 3.9 (16.2) 7.4 (14.7) 8.3 (15.4)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 67 -33 - 33 0 - 33 0 - 33
Cycle 37 Day 1

n 17 17 7 6

Mean (SD) 21.6 (26.2) 15.7 (23.9) 9.5 (16.3) 11.1 (17.2)

Medi an 33.3 0.0 0.0 0.0

Mn - Mx 0 - 100 -33 - 67 0 - 33 0 - 33
Cycle 39 Day 1

n 14 14 5 5

Mean (SD) 23.8 (27.5) 11.9 (24.8) 6.7 (14.9) 6.7 (14.9)

Medi an 16.7 0.0 0.0 0.0

Mn - Mx 0 - 67 -33 - 67 0 - 33 0 - 33
Cycle 41 Day 1

n 13 13 4 4

Mean (SD) 23.1 (31.6) 15.4 (22.0) 16.7 (33.3) 16.7 (33.3)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 100 0 - 67 0 - 67 0 - 67
Cycle 43 Day 1

n 13 13 4 4

Mean (SD) 17.9 (22.0) 10.3 (21.0) 0.0 (0.0) 0.0 (0.0)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 67 -33 - 33 0-0 0-0
Cycle 45 Day 1

n 7 7 3 3

Mean (SD) 33.3 (27.2) 19.0 (32.5) 0.0 (0.0) 0.0 (0.0)

Medi an 33.3 33.3 0.0 0.0

Mn - Mx 0 - 67 -33 - 67 0-0 0-0
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953
Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paraneter: EORTC Q.Q C30: Diarrhoea

Anal ysi s Set

| navo+Pal bo+Ful v
Val ue at Visit Change from Basel i ne

Val ue at Visit

Pbo+Pal bo+Ful v
Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 47 Day 1
n 6 6 2
Mean (SD) 27.8 (25.1) 11.1 (27.2) 0.0 (0.0) 0.0 (0.0)
Medi an 33.3 16. 7 0.0 0.0
Mn - Max 0 - 67 -33 - 33 0-0 0-0
Cycle 49 Day 1
n 3 3 1 1
Mean (SD) 33.3 (33.3) 0.0 (33.3) 0.0 (NA) 0.0 (NA)
Medi an 33.3 0.0 0.0 0.0
Mn - Max 0 - 67 -33 - 33 0-0 0-0
Cycle 51 Day 1
n 2 2 1 1
Mean ( SD) 100.0 (0.0) 50.0 (23.6) 0.0 (NA) 0.0 (NA)
Medi an 100.0 50.0 0.0 0.0
Mn - Max 100 - 100 33 - 67 0-0 0-0
Cycle 53 Day 1
n 1 1 1 1
Mean ( SD) 0.0 (NA) -66.7 (NA) 0.0 (NA) 0.0 (NA)
Medi an 0.0 -66.7 0.0 0.0
Mn - Max 0-0 -67 - -67 0-0 0-0
Cycle 55 Day 1
n 1 1 1 1
Mean (SD) 33.3 (NA) -33.3 (N\NA) 0.0 (NA) 0.0 (NA)
Medi an 33.3 -33.3 0.0 0.0
Mn - Max 33 - 33 -33 - -33 0-0 0-0
Cycle 57 Day 1
n 1 1 1 1
Mean (SD) 0.0 (NA) -66.7 (NA) 0.0 (NA) 0.0 (NA)
Medi an 0.0 -66.7 0.0 0.0
Mn - Max 0-0 -67 - -67 0-0 0-0

Inavo = Inavolisib, Pbo = Placebo, Palbo = Pal bociclib, Fulv = Fulvestrant
Gt repository: https://code.roche.conistudies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event
Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Prot ocol :
Par anet er :

W041554, CCOD: 15NOV2024, Data Snapshot:
EORTC QLQ C30: Di arrhoea

Anal ysi s Set
10JAN2025

| navo+Pal bo+Ful v

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Treatment Di scontinuation

n 78 76 103 96

Mean (SD) 13.7 (20.4) 6.6 (22.5) 5.8 (15.8) -2.8 (20.3)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 67 -67 - 67 0 - 100 -100 - 33
Post - Treat ment Fol | ow Up Week 16

n 9 9 5 5

Mean (SD) 11.1 (16.7) 7.4 (14.7) 13.3 (18.3) 13.3 (18.3)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 33 0 - 33 0 - 33 0 - 33
Post - Treat ment Fol | ow Up Week 24

n 2 2 0 0

Mean ( SD) 16.7 (23.6) 16.7 (23.6) NE ( NE) NE (NE)

Medi an 16. 7 16. 7 NE NE

Mn - Max 0 - 33 0 - 33 NE - NE NE - NE
Post - Treat ment Fol | ow Up Week 32

n 1 1 0 0

Mean ( SD) 0.0 (NA) 0.0 (NA) NE (NE) NE (NE)

Medi an 0.0 0.0 NE NE

Mn - Max 0-0 0-0 NE - NE NE - NE
30 Day Safety Fol | ow up

n 32 31 40 38

Mean (SD) 6.2 (15.7) 2.2 (17.1) 8.3 (18.1) -3.5 (25.5)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 67 -33 - 67 0 - 67 -100 - 33
Survival Followup Mnth 3

n 19 19 19 17

Mean (SD) 3.5 (10.5) -1.8 (13.5) 5.3 (12.5) -2.0 (30.0)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 33 -33 - 33 0 - 33 -100 - 33

I navo = I navolisib, Pbo = Placebo,

Pal bo = Pal bociclib, Fulv = Fulvestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash:
03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Prot ocol :
Par anet er :

WO41554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

EORTC QLQ C30: Di arrhoea

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Survival Follow up Month 6

n 7 7 5 5

Mean (SD) 14.3 (26.2) 9.5 (25.2) 6.7 (14.9) -13.3 (50.6)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 67 0 - 67 0 - 33 -100 - 33
Survival Followup Mnth 9

n 5 5 2 2

Mean (SD) 6.7 (14.9) 6.7 (14.9) 33.3 (47.1) -16.7 (117.9)

Medi an 0.0 0.0 33.3 -16.7

Mn - Max 0 - 33 0 - 33 0 - 67 -100 - 67
Survival Followup Mnth 12

n 3 3 1 1

Mean ( SD) 0.0 (0.0) 0.0 (0.0) 0.0 (NA) 0.0 (NA)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0-0 0-0 0-0 0-0
TIME OF FIRST PD

n 21 19 59 52

Mean ( SD) 14.3 (22.5) 10.5 (19.4) 5.1 (13.6) -2.6 (19.6)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 67 0 - 67 0 - 67 -100 - 33
TI ME OF LAST TX DOSE

n 68 61 86 77

Mean (SD) 13.2 (21.7) 7.1 (22.0) 5.0 (14.0) -1.7 (17.8)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 100 -67 - 67 0 - 67 -100 - 33
I navo = Inavolisib, Pbo = Placebo, Palbo = Pal bociclib, Fulv = Ful vestrant

Gt repository: https://code.roche. con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash:

Qut put : / ocean/ har bour / CDT70123/ WD41554/ CSRI nt eri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out

142631781f cOb756f a9e2423146b60eb622e69aa
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paraneter: EORTC Q.Q C30: Financial difficulties

| navo+Pal bo+Ful v
Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
BASEL| NE
n 149 156
Mean (SD) 21.5 (26.3) 20.9 (29.6)
Medi an 0.0 0.0
Mn - Mx 0 - 100 0 - 100
Cycle 2 Day 1
n 143 137 153 147
Mean (SD) 16.8 (24.3) -5.4 (20.7) 15.5 (25.7) -4.3 (24.1)
Medi an 0.0 0.0 0.0 0.0
Mn - Mx 0 - 100 -67 - 33 0 - 100 -67 - 100
Cycle 3 Day 1
n 137 132 133 126
Mean (SD) 18.0 (25.2) -3.8 (24.9) 17.8 (25.5) -0.5 (25.6)
Medi an 0.0 0.0 0.0 0.0
Mn - Mx 0 - 100 -100 - 67 0 - 100 -67 - 67
Cycle 5 Day 1
n 127 123 102 96
Mean (SD) 14.2 (21.2) -7.0 (26.0) 14.7 (22.8) -4.9 (25.1)
Medi an 0.0 0.0 0.0 0.0
Mn - Mx 0 - 100 -67 - 100 0 - 100 -67 - 67
Cycle 7 Day 1
n 112 107 88 83
Mean (SD) 16.7 (22.4) -2.8 (22.5) 17.0 (26.3) -2.8 (29.1)
Medi an 0.0 0.0 0.0 0.0
Mn - Mx 0 - 100 -67 - 33 0 - 100 -67 - 100
Cycle 9 Day 1
n 104 101 74 71
Mean (SD) 18.6 (24.1) -2.0 (22.5) 15.8 (26.6) -4.7 (31.5)
Medi an 0.0 0.0 0.0 0.0
Mn - Mx 0 - 100 -67 - 67 0 - 100 -100 - 100
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa
03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Protocol : W041554, CCOD: 15NOV2024, Data Snapshot:
Paraneter: EORTC Q.Q C30: Financial difficulties

10JAN2025

Anal ysi s Set

| navo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 11 Day 1

n 91 87 58 57

Mean (SD) 16.8 (23.0) -2.7 (25.5) 17.2 (27.4) -2.3 (28.1)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 100 -100 - 67 0 - 100 -67 - 100
Cycle 13 Day 1

n 79 75 45 44

Mean (SD) 18.1 (25.5) 0.9 (26.3) 14.8 (19.5) -1.5 (23.8)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 100 -67 - 100 0 - 67 -67 - 67
Cycle 15 Day 1

n 73 69 41 40

Mean (SD) 15.1 (20.8) -2.9 (24.1) 12.2 (19.4) -5.0 (29.8)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 67 -67 - 67 0 - 67 -100 - 33
Cycle 17 Day 1

n 70 67 30 29

Mean (SD) 16.2 (21.0) -1.5 (25.6) 11.1 (16.0) -11.5 (27.1)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 67 -67 - 67 0 - 33 -67 - 33
Cycle 19 Day 1

n 53 50 24 23

Mean (SD) 20.1 (25.6) 4.7 (27.8) 15.3 (24.0) -1.4 (21.3)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 100 -67 - 100 0 - 67 -33 - 33
Cycle 21 Day 1

n 51 48 23 21

Mean (SD) 16.3 (21.5) 0.7 (25.3) 10.1 (15.7) -7.9 (23.3)

Medi an 0.0 0.0 0.0 0.0

Mn - Mx 0 - 67 -67 - 67 0 - 33 -67 - 33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953
Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Anal ysi s Set

Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paraneter: EORTC Q.Q C30: Financial difficulties
| navo+Pal bo+Ful v Pbo+Pal bo+Ful v
Val ue at Visit Change from Baseline Value at Visit Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 23 Day 1

n 52 49 20 19

Mean (SD) 15.4 (19.2) 0.7 (25.0) 11.7 (16.3) -12.3 (29.8)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 67 -67 - 67 0 - 33 -67 - 33
Cycle 25 Day 1

n 43 42 19 18

Mean (SD) 16.3 (21.0) 1.6 (25.5) 19.3 (23.1) -3.7 (27.7)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 67 -33 - 67 0 - 67 -67 - 33
Cycle 27 Day 1

n 39 38 17 16

Mean ( SD) 17.1 (20.0) 2.6 (25.0) 11.8 (16.4) -10.4 (33.8)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 67 -33 - 67 0 - 33 -100 - 33
Cycle 29 Day 1

n 32 32 17 16

Mean ( SD) 20.8 (23.6) 7.3 (27.7) 13.7 (20.6) -6.2 (32.7)

Medi an 16.7 0.0 0.0 0.0

Mn - Max 0 - 67 -33 - 67 0 - 67 -100 - 33
Cycle 31 Day 1

n 29 28 11 10

Mean ( SD) 23.0 (25.4) 7.1 (24.6) 3.0 (10.1) -23.3 (35.3)

Medi an 33.3 0.0 0.0 0.0

Mn - Max 0 - 67 -33 - 67 0 - 33 -100 - O
Cycle 33 Day 1

n 21 21 9 8

Mean ( SD) 20.6 (19.7) 4.8 (21.8) 7.4 (14.7) -25.0 (34.5)

Medi an 33.3 0.0 0.0 -16.7

Mn - Max 0 - 67 -33 - 33 0 - 33 -100 - O
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953
Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paraneter: EORTC Q.Q C30: Financial difficulties

| navo+Pal bo+Ful v Pbo+Pal bo+Ful v
Val ue at Visit Change from Baseline Value at Visit Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 35 Day 1

n 18 17 9 8

Mean ( SD) 16.7 (17.1) 2.0 (22.0) 11.1 (16.7) -16.7 (35.6)

Medi an 16. 7 0.0 0.0 0.0

Mn - Max 0 - 33 -33 - 33 0 - 33 -67 - 33
Cycle 37 Day 1

n 17 17 7 6

Mean (SD) 21.6 (23.4) 5.9 (27.0) 4.8 (12.6) -22.2 (27.2)

Medi an 33.3 0.0 0.0 -16.7

Mn - Max 0 - 67 -33 - 67 0 - 33 -67 - 0
Cycle 39 Day 1

n 14 14 5 5

Mean ( SD) 19.0 (21.5) 9.5 (20.4) 0.0 (0.0) -26.7 (27.9)

Medi an 16. 7 0.0 0.0 -33.3

Mn - Max 0 - 67 -33 - 33 0-0 -67 - 0
Cycle 41 Day 1

n 13 13 4 4

Mean ( SD) 20.5 (21.7) 7.7 (20.0) 16.7 (19.2) -16.7 (19.2)

Medi an 33.3 0.0 16.7 -16.7

Mn - Max 0 - 67 -33 - 33 0 - 33 -33- 0
Cycle 43 Day 1

n 13 13 4 4

Mean ( SD) 17.9 (25.9) 5.1 (26.7) 8.3 (16.7) -25.0 (31.9)

Medi an 0.0 0.0 0.0 -16.7

Mn - Max 0 - 67 -67 - 33 0 - 33 -67 - 0
Cycle 45 Day 1

n 7 7 3 3

Mean ( SD) 23.8 (25.2) 9.5 (16.3) 0.0 (0.0) -22.2 (38.5)

Medi an 33.3 0.0 0.0 0.0

Mn - Max 0 - 67 0 - 33 0-0 -67 - 0
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC QLQ C30, Full Analysis Set
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paraneter: EORTC Q.Q C30: Financial difficulties

| navo+Pal bo+Ful v

Val ue at Visit Change from Basel i ne

Pbo+Pal bo+Ful v

Val ue at Visit Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Cycle 47 Day 1
n 6 6 2 2
Mean (SD) 16.7 (18.3) 5.6 (13.6) 16.7 (23.6) -16.7 (70.7)
Medi an 16.7 0.0 16.7 -16.7
Mn - Mx 0 - 33 0 - 33 0 - 33 -67 - 33
Cycle 49 Day 1
n 3 3 1 1
Mean (SD) 33.3 (33.3) 11.1 (19.2) 0.0 (NA) -66.7 (NA)
Medi an 33.3 0.0 0.0 -66.7
Mn - Mx 0 - 67 0 - 33 0-0 -67 - -67
Cycle 51 Day 1
n 2 2 1 1
Mean (SD) 16.7 (23.6) 0.0 (0.0) 0.0 (NA) -66.7 (NA)
Medi an 16.7 0.0 0.0 -66.7
Mn - Mx 0 - 33 0-0 0-0 -67 - -67
Cycle 53 Day 1
n 1 1 1 1
Mean (SD) 0.0 (NA) 0.0 (NA) 0.0 (NA) -66.7 (NA)
Medi an 0.0 0.0 0.0 -66.7
Mn - Mx 0-0 0-0 0-0 -67 - -67
Cycle 55 Day 1
n 1 1 1 1
Mean (SD) 0.0 (NA) 0.0 (NA) 33.3 (NA) -33.3 (N4
Medi an 0.0 0.0 33.3 -33.3
Mn - Mx 0-0 0-0 33 - 33 -33 - -33
Cycle 57 Day 1
n 1 1 1 1
Mean (SD) 0.0 (NA) 0.0 (NA) 0.0 (NA) -66.7 (NA)
Medi an 0.0 0.0 0.0 -66.7
Mn - Mx 0-0 0-0 0-0 -67 - -67
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953
Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa

03 FEB 2025 14:32 GVI
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full
Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paraneter: EORTC Q.Q C30: Financial difficulties

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Anal ysi s Set

| navo+Pal bo+Ful v

Pbo+Pal bo+Ful v

Val ue at Visit

Change from Basel i ne

Val ue at Visit

Change from Basel i ne

Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Treatment Di scontinuation

n 79 77 103 96

Mean (SD) 27.4 (29.1) 2.2 (30.3) 21.4 (29.5) 0.7 (31.7)

Medi an 33.3 0.0 0.0 0.0

Mn - Max 0 - 100 -67 - 100 0 - 100 -100 - 100
Post - Treat ment Fol | ow Up Week 16

n 9 9 5 5

Mean (SD) 25.9 (32.4) 3.7 (35.1) 6.7 (14.9) 0.0 (23.6)

Medi an 0.0 0.0 0.0 0.0

Mn - Max 0 - 67 -67 - 67 0 - 33 -33 - 33
Post - Treat ment Fol | ow Up Week 24

n 2 2 0 0

Mean ( SD) 33.3 (47.1) 16.7 (23.6) NE ( NE) NE (NE)

Medi an 33.3 16. 7 NE NE

Mn - Max 0 - 67 0 - 33 NE - NE NE - NE
Post - Treat ment Fol | ow Up Week 32

n 1 1 0 0

Mean ( SD) 66.7 (NA) 33.3 (NA) NE (NE) NE (NE)

Medi an 66.7 33.3 NE NE

Mn - Max 67 - 67 33 - 33 NE - NE NE - NE
30 Day Safety Fol | ow up

n 32 31 40 38

Mean (SD) 21.9 (26.2) -1.1 (20.2) 27.5 (31.9) 0.9 (25.1)

Medi an 16. 7 0.0 33.3 0.0

Mn - Max 0 - 100 -67 - 33 0 - 100 -67 - 67
Survival Followup Mnth 3

n 19 19 19 17

Mean (SD) 24.6 (26.9) 7.0 (23.8) 17.5 (23.2) -3.9 (20.0)

Medi an 33.3 0.0 0.0 0.0

Mn - Max 0 - 100 -33 - 67 0 - 67 -33 - 33
Inavo = I navolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Ful vestrant

Gt repository: https://code.roche.con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953

Gt hash:
03 FEB 2025 14:32 GVI

Qut put : / ocean/ har bour/ CDT70123/ W41554/ CSRI nteri m Ovrl _Surv/ prod_srep_v1l/output/t_qs_cfb_C30_FAS_15NOv2024_41554. out

142631781f cOb756f a9e2423146b60eb622e69aa
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

PRO Scores and Change from Baseline by Visit for EORTC Q.Q C30, Full

Anal ysi s Set

Protocol : W041554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
Paraneter: EORTC Q.Q C30: Financial difficulties
| navo+Pal bo+Ful v Pbo+Pal bo+Ful v
Val ue at Visit Change from Baseline Value at Visit Change from Basel i ne
Anal ysis Visit (N=161) (N=161) (N=164) (N=164)
Survival Follow up Month 6
n 7 7 5 5
Mean (SD) 38.1 (30.0) 19.0 (26.2) 33.3 (40.8) 6.7 (36.5)
Medi an 33.3 0.0 33.3 33.3
Mn - Max 0 - 67 0 - 67 0 - 100 -33 - 33
Survival Followup Mnth 9
n 5 5 2 2
Mean (SD) 40.0 (27.9) 26.7 (27.9) 66.7 (47.1) 16.7 (23.6)
Medi an 33.3 33.3 66. 7 16.7
Mn - Max 0 - 67 0 - 67 33 - 100 0 - 33
Survival Followup Mnth 12
n 3 3 1 1
Mean ( SD) 55.6 (19.2) 44.4 (19.2) 33.3 (NA) 33.3 (NA)
Medi an 66. 7 33.3 33.3 33.3
Mn - Max 33 - 67 33 - 67 33 - 33 33 - 33
TIME OF FIRST PD
n 21 19 59 52
Mean ( SD) 20.6 (22.3) -10.5 (25.0) 16.4 (25.8) -3.8 (26.1)
Medi an 33.3 0.0 0.0 0.0
Mn - Max 0 - 67 -67 - 33 0 - 100 -67 - 33
TIME OF LAST TX DOSE
n 68 61 86 77
Mean ( SD) 19.1 (24.0) -1.1 (26.5) 20.5 (29.0) -0.0 (27.6)
Medi an 0.0 0.0 0.0 0.0
Mn - Max 0 - 100 -67 - 67 0 - 100 -67 - 100
I navo = Inavolisib, Pbo = Placebo, Palbo = Pal bociclib, Fulv = Ful vestrant

Gt repository: https://code.roche. con studies/clinicalreporting/ W41554_Overal | _Survival _Reporting_Event 8219953
Gt hash: 142631781f cOb756f a9e2423146b60eb622e69aa
03 FEB 2025 14:32 GMI

Qut put : / ocean/ har bour / CDT70123/ WD41554/ CSRI nteri m Ovr| _Surv/ prod_srep_v1l/output/t_qgs_cfb_C30_FAS_15N0Ov2024_41554. out Page 105 of 105
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Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Plot of Mean and 95% Confidence Interval, EORTC QLQ-C30, Full Analysis Set
Protocol: WO41554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

EORTC QLQ-C30: Global health status/QoL (revised)
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Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant

Program name: programs/tlg/g_gs_cfb2.R

Output path: /ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_v14/output/g_gs_cfb2_EORTC_FAS_15N0OV2024_41554.pdf
Git repository: https://code.roche.com/studies/clinicalreporting/W041554 HTAGBA_Ovrl_Surv_3382685
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Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Plot of Mean and 95% Confidence Interval, EORTC QLQ-C30, Full Analysis Set
Protocol: WO41554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

EORTC QLQ-C30: Physical functioning (revised)
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Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant

Program name: programs/tlg/g_gs_cfb2.R

Output path: /ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_v14/output/g_gs_cfb2_EORTC_FAS_15N0OV2024_41554.pdf
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Plot of Mean and 95% Confidence Interval, EORTC QLQ-C30, Full Analysis Set

Protocol: WO41554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

EORTC QLQ-C30: Role functioning (revised)
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Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant
Program name: programs/tlg/g_gs_cfb2.R

Output path: /ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_v14/output/g_gs_cfb2_EORTC_FAS_15N0OV2024_41554.pdf
Git repository: https://code.roche.com/studies/clinicalreporting/W041554 HTAGBA_Ovrl_Surv_3382685
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Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Plot of Mean and 95% Confidence Interval, EORTC QLQ-C30, Full Analysis Set
Protocol: WO41554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

EORTC QLQ-C30: Emotional functioning
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Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant

Program name: programs/tlg/g_gs_cfb2.R

Output path: /ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_v14/output/g_gs_cfb2_EORTC_FAS_15N0OV2024_41554.pdf
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Plot of Mean and 95% Confidence Interval, EORTC QLQ-C30, Full Analysis Set

Protocol: WO41554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

EORTC QLQ-C30: Cognitive functioning
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Program name: programs/tlg/g_gs_cfb2.R
Output path: /ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_v14/output/g_gs_cfb2_EORTC_FAS_15N0OV2024_41554.pdf
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Plot of Mean and 95% Confidence Interval, EORTC QLQ-C30, Full Analysis Set

Protocol: WO41554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

EORTC QLQ-C30: Social functioning
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Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant
Program name: programs/tlg/g_gs_cfb2.R

Output path: /ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_v14/output/g_gs_cfb2_EORTC_FAS_15N0OV2024_41554.pdf
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Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Plot of Mean and 95% Confidence Interval, EORTC QLQ-C30, Full Analysis Set
Protocol: WO41554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

EORTC QLQ-C30: Fatigue
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Plot of Mean and 95% Confidence Interval, EORTC QLQ-C30, Full Analysis Set

Protocol: WO41554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
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Inavo = Inavolisi
Program name:

b, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant
programs/tlg/g_gs_cfb2.R

Output path: /ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_v14/output/g_gs_cfb2_EORTC_FAS_15N0OV2024_41554.pdf
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Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Plot of Mean and 95% Confidence Interval, EORTC QLQ-C30, Full Analysis Set
Protocol: WO41554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

EORTC QLQ-C30: Pain
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Plot of Mean and 95% Confidence Interval, EORTC QLQ-C30, Full Analysis Set
Protocol: WO41554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

EORTC QLQ-C30: Dyspnoea
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Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant

Program name: programs/tlg/g_gs_cfb2.R

Output path: /ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_v14/output/g_gs_cfb2_EORTC_FAS_15N0OV2024_41554.pdf
Git repository: https://code.roche.com/studies/clinicalreporting/W041554 HTAGBA_Ovrl_Surv_3382685
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Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Plot of Mean and 95% Confidence Interval, EORTC QLQ-C30, Full Analysis Set
Protocol: WO41554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Plot of Mean and 95% Confidence Interval, EORTC QLQ-C30, Full Analysis Set
Protocol: WO41554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

EORTC QLQ-C30: Appetite loss
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Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Plot of Mean and 95% Confidence Interval, EORTC QLQ-C30, Full Analysis Set
Protocol: WO41554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

EORTC QLQ-C30: Constipation
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Plot of Mean and 95% Confidence Interval, EORTC QLQ-C30, Full Analysis Set
Protocol: WO41554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

EORTC QLQ-C30: Diarrhoea
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Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Plot of Mean and 95% Confidence Interval, EORTC QLQ-C30, Full Analysis Set
Protocol: WO41554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

EORTC QLQ-C30: Financial difficulties
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Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Anhang 4-G1 — Analysen Studie INAVO120; finaler OS-Datenschnitt vom 15. November 2024

2 Patientenberichtete Endpunkte (PRO)

2.1 PRO Items des EORTC QLQ-C30

2.1.3 Zeit bis zur ersten Verschlechterung der PRO Items des EORTC QLQ-C30, MID = 10 Punkte
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Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Time to Event Analysis (Efficacy), EORTC QLQ-C30 (Unconfirmed Deterioration), Full Analysis Set
Protocol: WO41554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Inavo+Palbo+Fulv Pbo+Palbo+Fulv
(N=161) (N=164)
EORTC QLQ-C30: Time to Unconfirmed Deterioration in
Appetite loss (MID >=10)
Patients with event
n (%) 105 (65.2%) 70 (42.7%)
Patients without event
n (%) 56 (34.8%) 94 (57.3%)
Time to Event (Months)
Median 3.68 11.76
95% ClI (1.87, 5.55) (7.52, 16.59)
Range 0.03-47.21 {1} 0.03 - 51.55 {1}
Unstratified Analysis
p-value (log-rank) <0.0001
Hazard Ratio 1.94
95% ClI (1.43, 2.62)
Stratified Analysis
p-value (log-rank) <0.0001
Hazard Ratio 1.89
95% ClI (1.39, 2.59)
EORTC QLQ-C30: Time to Unconfirmed Deterioration in
Cognitive functioning (MID >=10)
Patients with event
n (%) 98 (60.9%) 85 (51.8%)
Patients without event
n (%) 63 (39.1%) 79 (48.2%)
Time to Event (Months)
Median 7.89 7.52
95% CI (5.49, 9.43) (5.59, 9.53)
Range 0.03 - 49.48 {1} 0.03 - 51.55 {1}
Unstratified Analysis
p-value (log-rank) 0.8685
Hazard Ratio 1.02
95% ClI (0.77, 1.37)
Stratified Analysis
p-value (log-rank) 0.5083
Hazard Ratio 1.10
95% ClI (0.81, 1.50)
EORTC QLQ-C30: Time to Unconfirmed Deterioration in
Constipation (MID >=10)
Patients with event
n (%) 63 (39.1%) 70 (42.7%)
Patients without event
n (%) 98 (60.9%) 94 (57.3%)
Time to Event (Months)
Median 18.40 12.42
95% ClI (9.53, NE) (7.62, 21.16)
Range 0.03 - 52.30 {1} 0.03 - 51.55 {1}
Unstratified Analysis
p-value (log-rank) 0.0842
Hazard Ratio 0.74
95% ClI (0.52, 1.04)
Stratified Analysis
p-value (log-rank) 0.1481
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Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Inavo+Palbo+Fulv Pbo+Palbo+Fulv
(N=161) (N=164)
Hazard Ratio 0.77
95% ClI (0.54, 1.09)
EORTC QLQ-C30: Time to Unconfirmed Deterioration in
Diarrhoea (MID >=10)
Patients with event
n (%) 100 (62.1%) 52 (31.7%)
Patients without event
n (%) 61 (37.9%) 112 (68.3%)
Time to Event (Months)
Median 3.81 16.95
95% ClI (3.71, 6.70) (11.83, NE)
Range 0.03 - 46.78 {2} 0.03 - 51.55 {1}
Unstratified Analysis
p-value (log-rank) <0.0001
Hazard Ratio 2.44
95% ClI (1.75, 3.41)
Stratified Analysis
p-value (log-rank) <0.0001
Hazard Ratio 2.47
95% ClI (1.75, 3.49)
EORTC QLQ-C30: Time to Unconfirmed Deterioration in
Dyspnoea (MID >=10)
Patients with event
n (%) 74 (46%) 70 (42.7%)
Patients without event
n (%) 87 (54%) 94 (57.3%)
Time to Event (Months)
Median 13.27 10.91
95% ClI (8.31, 24.57) (7.33, 15.67)
Range 0.03 - 52.30 {1} 0.03-42.61 {1}
Unstratified Analysis
p-value (log-rank) 0.4027
Hazard Ratio 0.87
95% ClI (0.62, 1.21)
Stratified Analysis
p-value (log-rank) 0.4775
Hazard Ratio 0.89
95% ClI (0.63, 1.25)
EORTC QLQ-C30: Time to Unconfirmed Deterioration in
Emotional functioning (MID >=10)
Patients with event
n (%) 69 (42.9%) 66 (40.2%)
Patients without event
n (%) 92 (57.1%) 98 (59.8%)
Time to Event (Months)
Median 15.05 12.88
95% ClI (11.70, 35.52) (7.52, 27.37)
Range 0.03 - 52.30 {1} 0.03 - 51.55 {1}
Unstratified Analysis
p-value (log-rank) 0.3547
Hazard Ratio 0.85
95% ClI (0.61, 1.20)
Stratified Analysis
p-value (log-rank) 0.5959

Inavolisib (Itovebi® 232 von 1864



Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Inavo+Palbo+Fulv Pbo+Palbo+Fulv
(N=161) (N=164)
Hazard Ratio 0.91
95% ClI (0.63, 1.31)
EORTC QLQ-C30: Time to Unconfirmed Deterioration in
Fatigue (MID >=10)
Patients with event
n (%) 108 (67.1%) 103 (62.8%)
Patients without event
n (%) 53 (32.9%) 61 (37.2%)
Time to Event (Months)
Median 2.07 3.71
95% ClI (1.87, 3.78) (1.97, 5.19)
Range 0.03-42.12 {1} 0.03 - 42.61 {1}
Unstratified Analysis
p-value (log-rank) 0.7199
Hazard Ratio 1.06
95% ClI (0.81, 1.39)
Stratified Analysis
p-value (log-rank) 0.5739
Hazard Ratio 1.10
95% ClI (0.83, 1.45)
EORTC QLQ-C30: Time to Unconfirmed Deterioration in
Financial difficulties (MID >=10)
Patients with event
n (%) 54 (33.5%) 46 (28%)
Patients without event
n (%) 107 (66.5%) 118 (72%)
Time to Event (Months)
Median 28.09 27.37
95% CI (18.69, NE) (16.36, NE)
Range 0.03 - 52.30 {1} 0.03 - 51.55 {1}
Unstratified Analysis
p-value (log-rank) 0.8135
Hazard Ratio 0.95
95% ClI (0.64, 1.42)
Stratified Analysis
p-value (log-rank) 0.7198
Hazard Ratio 1.08
95% ClI (0.71, 1.62)
EORTC QLQ-C30: Time to Unconfirmed Deterioration in
Nausea and vomiting (MID >=10)
Patients with event
n (%) 83 (51.6%) 70 (42.7%)
Patients without event
n (%) 78 (48.4%) 94 (57.3%)
Time to Event (Months)
Median 11.83 11.76
95% ClI (5.72, 19.61) (8.87, 15.74)
Range 0.03 - 44.98 {1} 0.03 - 51.55 {1}
Unstratified Analysis
p-value (log-rank) 0.5442
Hazard Ratio 1.11
95% ClI (0.80, 1.53)
Stratified Analysis
p-value (log-rank) 0.9136
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Inavo+Palbo+Fulv Pbo+Palbo+Fulv
(N=161) (N=164)
Hazard Ratio 1.02
95% ClI (0.73, 1.42)
EORTC QLQ-C30: Time to Unconfirmed Deterioration in
Pain (MID >=10)
Patients with event
n (%) 84 (52.2%) 82 (50%)
Patients without event
n (%) 77 (47.8%) 82 (50%)
Time to Event (Months)
Median 9.43 7.46
95% ClI (5.75, 18.69) (4.40, 11.99)
Range 0.03 - 46.49 {1} 0.03 - 51.55 {1}
Unstratified Analysis
p-value (log-rank) 0.6161
Hazard Ratio 0.93
95% ClI (0.68, 1.26)
Stratified Analysis
p-value (log-rank) 0.7135
Hazard Ratio 0.95
95% ClI (0.70, 1.30)
EORTC QLQ-C30: Time to Unconfirmed Deterioration in
Physical functioning (revised) (MID >=10)
Patients with event
n (%) 84 (52.2%) 73 (44.5%)
Patients without event
n (%) 77 (47.8%) 91 (55.5%)
Time to Event (Months)
Median 8.05 9.53
95% ClI (3.78, 18.40) (7.39, 17.77)
Range 0.03 - 49.48 {1} 0.03-42.61 {1}
Unstratified Analysis
p-value (log-rank) 0.4847
Hazard Ratio 1.13
95% ClI (0.82, 1.54)
Stratified Analysis
p-value (log-rank) 0.4907
Hazard Ratio 1.13
95% ClI (0.81, 1.56)
EORTC QLQ-C30: Time to Unconfirmed Deterioration in
Global health status/QolL (revised) (MID >=10)
Patients with event
n (%) 82 (50.9%) 85 (51.8%)
Patients without event
n (%) 79 (49.1%) 79 (48.2%)
Time to Event (Months)
Median 13.11 7.39
95% ClI (5.91, 22.34) (5.55, 10.58)
Range 0.03 - 42.78 {1} 0.03 - 26.71 {1}
Unstratified Analysis
p-value (log-rank) 0.1053
Hazard Ratio 0.78
95% ClI (0.57, 1.06)
Stratified Analysis
p-value (log-rank) 0.1270
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Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Inavo+Palbo+Fulv

Pbo+Palbo+Fulv

EORTC QLQ-C30: Time to Unconfirmed Deterioration in
Role functioning (revised) (MID >=10)

Patients with event
n (%)
Patients without event
n (%)
Time to Event (Months)
Median
95% ClI
Range

Unstratified Analysis
p-value (log-rank)
Hazard Ratio
95% ClI

Stratified Analysis
p-value (log-rank)
Hazard Ratio
95% ClI
EORTC QLQ-C30: Time to Unconfirmed Deterioration in
Social functioning (MID >=10)
Patients with event
n (%)
Patients without event
n (%)
Time to Event (Months)
Median

95% CI
Range

Unstratified Analysis
p-value (log-rank)
Hazard Ratio
95% ClI

Stratified Analysis
p-value (log-rank)
Hazard Ratio
95% ClI

EORTC QLQ-C30: Time to Unconfirmed Deterioration in
Insomnia (MID >=10)

Patients with event
n (%)

Patients without event
n (%)

Time to Event (Months)
Median

95% ClI
Range

Unstratified Analysis
p-value (log-rank)

Hazard Ratio
95% ClI

Stratified Analysis
p-value (log-rank)

92 (57.1%)
69 (42.9%)

6.01
(3.65, 11.93)
0.03 - 44.98 {1}

0.6793
1.07
(0.79, 1.44)

0.9291
1.00
(0.73,1.37)

97 (60.2%)
64 (39.8%)

6.01
(3.71, 9.46)
0.03 - 42.32 {2}

0.1403
1.26
(0.93, 1.69)

0.2205
1.22
(0.89, 1.66)

77 (47.8%)
84 (52.2%)

13.96
(11.01, 19.15)
0.03 - 46.49 {1}

0.4661
1.13
(0.81, 1.59)

0.4136

(N=161) (N=164)
Hazard Ratio 0.79
95% ClI (0.57, 1.09)

84 (51.2%)
80 (48.8%)

5.78
(3.94, 11.27)
0.03 - 51.55 {1}

78 (47.6%)
86 (52.4%)

9.23
(4.44, 19.35)
0.03 - 51.55 {1}

62 (37.8%)
102 (62.2%)

16.62
(9.46, 26.48)
0.03 - 51.55 {1}
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Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Inavo+Palbo+Fulv

Pbo+Palbo+Fulv

(N=161) (N=164)
Hazard Ratio 1.16
95% ClI (0.82, 1.63)

{1} - Censored observations: range minimum & maximum
{2} - Censored observation: range minimum

Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant
Program name: programs/tlg/t_ef_tte2.R
Output path:

/ocean/harbour/CDT70123/WO041554/HTAGBA_Ovrl_Surv/prod_gba_v5/output/t_ef_tte2 EORTCD_FAS_15NOV2024_41554.

docx

Git repository: https://code.roche.com/studies/clinicalreporting/W041554_HTAGBA_Ovrl_Surv_3382685

Git hash: 884c7b654f8eaf01b56b221a2c1fd8df1f26a541
07 APR 2025 15:47 GMT
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Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Kaplan Meier Plot for Efficacy, EORTC QLQ-C30 (Unconfirmed Deterioration), Full Analysis Set

Protocol: WO41554, CCOD: 15N0OV2024, Data Snapshot: 10JAN2025

EORTC QLQ-C30: Time to Unconfirmed Deterioration in Appetite loss (MID >=10)
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Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant

Program name: programs/tlg/g_ef_km2.R

Output path: /ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_v1l/output/g_ef km2_EORTCD_FAS_15NOV2024_41554.pdf

Git repository: https://code.roche.com/studies/clinicalreporting/W041554 HTAGBA_Ovrl_Surv_3382685

Git hash: 65ba890bf61ac3a2517ff79c20b7283a2af5911f
17 MAR 2025 23:34 GMT
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Kaplan Meier Plot for Efficacy, EORTC QLQ-C30 (Unconfirmed Deterioration), Full Analysis Set

Protocol: WO41554, CCOD: 15N0OV2024, Data Snapshot: 10JAN2025

EORTC QLQ-C30: Time to Unconfirmed Deterioration in Cognitive functioning (MID >=10)

1.00-

0.75+

0.50+

0.25-

Event-free probability

0.00+

Pbo+Palbo+Fulv 164 85
Inavo+Palbo+Fulv 161 97

Time (months)

0 3 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)
N Median 95% CI
+ Censored - Pbo+Palbo+Fulv — Inavo+Palbo+Fulv lnzsgiiz:sgiiz:z 12‘1‘ ;2 gg 2:2
Patients at Risk:

40 24 15 11 11 9 5 4 4 2 2 2 1 1 1
48 33 28 21 17 12 11 9 5 4 3 2 1 1 0
0 3 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant

Program name: programs/tlg/g_ef_km2.R

Output path: /ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_v1l/output/g_ef km2_EORTCD_FAS_15NOV2024_41554.pdf

Git repository: https://code.roche.com/studies/clinicalreporting/W041554 HTAGBA_Ovrl_Surv_3382685
Git hash: 65ba890bf61ac3a2517ff79c20b7283a2af5911f

17 MAR 2025 23:34 GMT

Page 2 of 15

Inavolisib (Itovebi®

238 von 1864



Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Kaplan Meier Plot for Efficacy, EORTC QLQ-C30 (Unconfirmed Deterioration), Full Analysis Set
Protocol: WO41554, CCOD: 15N0OV2024, Data Snapshot: 10JAN2025

EORTC QLQ-C30: Time to Unconfirmed Deterioration in Constipation (MID >=10)

Time (months)

1.00 A
2
3 0.75-
©
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o
o
o 0.50- .
e 1
T
g 0.25-
i
0.001_, ] ] ] ] ] ] ] ] ] ] ] ] ] ] ] ] ]
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)
N Median 95% ClI
+ Censored - Pbo+Palbo+Fulv — Inavo+Palbo+Fulv Inzsgiﬁz:gg:g:z 12‘1‘ Ej ((7;5"2;;)
Patients at Risk:
Pbo+Palbo+Fulv 164 83 63 50 33 23 14 13 9 7 6 6 4 4 2 2 1 1
Inavo+Palbo+Fulv 161 111 84 68 51 41 32 28 22 18 14 11 6 3 3 2 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant

Program name: programs/tlg/g_ef_km2.R
Output path: /ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_v1l/output/g_ef km2_EORTCD_FAS_15NOV2024_41554.pdf
Git repository: https://code.roche.com/studies/clinicalreporting/W041554 HTAGBA_Ovrl_Surv_3382685
Git hash: 65ba890bf61ac3a2517ff79c20b7283a2af5911f

17 MAR 2025 23:34 GMT
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Kaplan Meier Plot for Efficacy, EORTC QLQ-C30 (Unconfirmed Deterioration), Full Analysis Set
Protocol: WO41554, CCOD: 15N0OV2024, Data Snapshot: 10JAN2025

EORTC QLQ-C30: Time to Unconfirmed Deterioration in Diarrhoea (MID >=10)

1.00-

0.75+

0.50+

0.25-

Event-free probability

0.00+

0 3 6 9 12 15 18 21 24 27 30 33 36
Time (months)

Pbo+Palbo+Fulv 164

N Median 95% CI
17.0 (11.8,NE)

+ Censored - Pbo+Palbo+Fulv — Inavo+Palbo+Fulv Inavo+Palbo+Fuly (161 RSN BETIET)
Patients at Risk:
Pbo+Palbo+Fulv 164 100 76 61 39 23 14 13 8 5 4 3 2 2 1 1 1
Inavo+Palbo+Fulv 161 84 52 38 30 21 12 11 7 5 4 4 2 2 2 0 0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 48 51
Time (months)
Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant
Program name: programs/tlg/g_ef_km2.R
Output path: /ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_v1l/output/g_ef km2_EORTCD_FAS_15NOV2024_41554.pdf
Git repository: https://code.roche.com/studies/clinicalreporting/W041554 HTAGBA_Ovrl_Surv_3382685
Git hash: 65ba890bf61ac3a2517ff79c20b7283a2af5911f
17 MAR 2025 23:34 GMT
Page 4 of 15
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Kaplan Meier Plot for Efficacy, EORTC QLQ-C30 (Unconfirmed Deterioration), Full Analysis Set
Protocol: WO41554, CCOD: 15N0OV2024, Data Snapshot: 10JAN2025

EORTC QLQ-C30: Time to Unconfirmed Deterioration in Dyspnoea (MID >=10)

Time (months)
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0.001_, ] ] ] ] ] ] ] ] ] ] ] ] ] ] ] ] ]
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)
N Median 95% ClI
+ Censored - Pbo+Palbo+Fulv — Inavo+Palbo+Fulv Inzsgiﬁz:gg:g:z 12‘1‘ 122 g:g: ;518
Patients at Risk:
Pbo+Palbo+Fulv 164 91 64 46 28 19 12 12 8 6 5 5 3 3 1 0 0 0
Inavo+Palbo+Fulv 161 108 82 62 48 36 29 25 20 17 15 13 12 9 6 3 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant
Program name: programs/tlg/g_ef_km2.R

Output path: /ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_v1l/output/g_ef km2_EORTCD_FAS_15NOV2024_41554.pdf
Git repository: https://code.roche.com/studies/clinicalreporting/W041554 HTAGBA_Ovrl_Surv_3382685

Git hash: 65ba890bf61ac3a2517ff79c20b7283a2af5911f
17 MAR 2025 23:34 GMT
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Kaplan Meier Plot for Efficacy, EORTC QLQ-C30 (Unconfirmed Deterioration), Full Analysis Set
Protocol: WO41554, CCOD: 15N0OV2024, Data Snapshot: 10JAN2025

EORTC QLQ-C30: Time to Unconfirmed Deterioration in Emotional functioning (MID >=10)

Time (months)
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)
N Median 95% ClI
+ Censored - Pbo+Palbo+Fulv — Inavo+Palbo+Fulv lnzsg:gz:gz:iz:z 12‘1‘ E:g ((171'?7'12375"“5))
Patients at Risk:
Pbo+Palbo+Fulv 164 98 69 48 32 24 18 16 10 7 5 5 3 1 1 1 1 1
Inavo+Palbo+Fulv 161 115 91 72 54 40 27 23 19 16 12 10 7 5 4 2 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant

Program name: programs/tlg/g_ef_km2.R

Output path: /ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_v1l/output/g_ef km2_EORTCD_FAS_15NOV2024_41554.pdf
Git repository: https://code.roche.com/studies/clinicalreporting/W041554 HTAGBA_Ovrl_Surv_3382685

Git hash: 65ba890bf61ac3a2517ff79c20b7283a2af5911f

17 MAR 2025 23:34 GMT
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Kaplan Meier Plot for Efficacy, EORTC QLQ-C30 (Unconfirmed Deterioration), Full Analysis Set
Protocol: WO41554, CCOD: 15N0OV2024, Data Snapshot: 10JAN2025

EORTC QLQ-C30: Time to Unconfirmed Deterioration in Fatigue (MID >=10)
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S 0.75-
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o 0.50-
o
T
§ 025- L _____ [ L Il Ll Il Il Il [ Il
L ™ T "'|'__+_I___| TT T T T T T
———————— R R e
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Time (months)
N Median 95% CI
+ Censored - Pbo+Palbo+Fulv — Inavo+Palbo+Fulv lnzsgiiz:sg:iz:z 12‘1‘ 21 gg 23
Patients at Risk:
Pbo+Palbo+Fulv 164 65 38 26 15 12 7 7 6 3 2 2 1 1 1
Inavo+Palbo+Fulv 161 66 45 35 25 18 12 12 9 9 8 6 4 2 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42

Time (months)

Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant

Program name: programs/tlg/g_ef_km2.R

Output path: /ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_v1l/output/g_ef km2_EORTCD_FAS_15NOV2024_41554.pdf
Git repository: https://code.roche.com/studies/clinicalreporting/W041554 HTAGBA_Ovrl_Surv_3382685

Git hash: 65ba890bf61ac3a2517ff79c20b7283a2af5911f

17 MAR 2025 23:34 GMT
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Kaplan Meier Plot for Efficacy, EORTC QLQ-C30 (Unconfirmed Deterioration), Full Analysis Set
Protocol: WO41554, CCOD: 15N0OV2024, Data Snapshot: 10JAN2025

EORTC QLQ-C30: Time to Unconfirmed Deterioration in Financial difficulties (MID >=10)

Time (months)
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)
N Median 95% ClI
+ Censored - Pbo+Palbo+Fulv — Inavo+Palbo+Fulv Inzsgiﬁz:gg:g:z 12‘1‘ 3;:‘1‘ gg‘; Eg
Patients at Risk:
Pbo+Palbo+Fulv 164 95 72 57 41 29 19 18 13 8 5 5 3 3 2 1 1 1
Inavo+Palbo+Fulv 161 118 94 77 63 52 37 33 25 19 15 10 9 6 5 2 2 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant

Program name: programs/tlg/g_ef_km2.R
Output path: /ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_v1l/output/g_ef km2_EORTCD_FAS_15NOV2024_41554.pdf
Git repository: https://code.roche.com/studies/clinicalreporting/W041554 HTAGBA_Ovrl_Surv_3382685

Git hash: 65ba890bf61ac3a2517ff79c20b7283a2af5911f

17 MAR 2025 23:34 GMT
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Kaplan Meier Plot for Efficacy, EORTC QLQ-C30 (Unconfirmed Deterioration), Full Analysis Set

Protocol: WO41554, CCOD: 15N0OV2024, Data Snapshot: 10JAN2025

Event-free probability

EORTC QLQ-C30: Time to Unconfirmed Deterioration in Nausea and vomiting (MID >=10)

Time (months)

1.00 A
0.75-
0.50-
0.25-
0.001_, ] ] ] ] ] ] ] ] ] ] ] ] ] ] ] ] ]
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)
N Median 95% ClI
+ Censored - Pbo+Palbo+Fulv — Inavo+Palbo+Fulv Inzsgiﬁz:gg:g:z 12‘1‘ Eg g:g:ig:g
Patients at Risk:
Pbo+Palbo+Fulv 164 91 69 52 35 22 13 12 8 5 5 5 3 3 1 1 1 1
Inavo+Palbo+Fulv 161 99 73 58 48 40 28 23 17 14 11 10 6 3 2 0 0 0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant
Program name: programs/tlg/g_ef_km2.R

Output path: /ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_v1l/output/g_ef km2_EORTCD_FAS_15NOV2024_41554.pdf
Git repository: https://code.roche.com/studies/clinicalreporting/W041554 HTAGBA_Ovrl_Surv_3382685
Git hash: 65ba890bf61ac3a2517ff79c20b7283a2af5911f

17 MAR 2025 23:34 GMT
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Kaplan Meier Plot for Efficacy, EORTC QLQ-C30 (Unconfirmed Deterioration), Full Analysis Set

Protocol: WO41554, CCOD: 15N0OV2024, Data Snapshot: 10JAN2025

EORTC QLQ-C30: Time to Unconfirmed Deterioration in Pain (MID >=10)

1.00-

0.75+

0.50+

0.25-

Event-free probability

0.00+

Pbo+Palbo+Fulv 164 87
Inavo+Palbo+Fulv 161 100

Time (months)

0 3 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)
N Median 95% ClI
+ Censored - Pbo+Palbo+Fulv — Inavo+Palbo+Fulv Inzsgiﬁz:gg:g:z 12‘1‘ ;i Eg;: i;:%
Patients at Risk:

46 29 19 13 13 9 7 7 6 4 3 2 1 1 1

59 44 34 27 22 16 13 9 8 5 3 1 1 0 0
0 3 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant

Program name: programs/tlg/g_ef_km2.R

Output path: /ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_v1l/output/g_ef km2_EORTCD_FAS_15NOV2024_41554.pdf
Git repository: https://code.roche.com/studies/clinicalreporting/W041554 HTAGBA_Ovrl_Surv_3382685

Git hash: 65ba890bf61ac3a2517ff79c20b7283a2af5911f

17 MAR 2025 23:34 GMT
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Kaplan Meier Plot for Efficacy, EORTC QLQ-C30 (Unconfirmed Deterioration), Full Analysis Set

Protocol: WO41554, CCOD: 15N0OV2024, Data Snapshot: 10JAN2025

EORTC QLQ-C30: Time to Unconfirmed Deterioration in Physical functioning (revised) (MID >=10)

1.00-

0.75+

0.50+

0.25-

Event-free probability

0.00+

L

Patients at Risk:

Pbo+Palbo+Fulv 164 86 63 49
Inavo+Palbo+Fulv 161 93 69 54

21 24 27 30
Time (months)

+ Censored

- Pbo+Palbo+Fulv — Inavo+Palbo+Fulv

Pbo+Palbo+Fulv 164 9.5  (7.4,17.8)
Inavo+Palbo+Fulv 161 8.0 (3.8,18.4)

13 9 5 5
23 17 15 11

45 48

N Median 95% CI

o 3 6 9

21 24 27 30
Time (months)

42 45 48

Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant
Program name: programs/tlg/g_ef_km2.R

Output path: /ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_v1l/output/g_ef km2_EORTCD_FAS_15NOV2024_41554.pdf

Git repository: https://code.roche.com/studies/clinicalreporting/W041554 HTAGBA_Ovrl_Surv_3382685

Git hash: 65ba890bf61ac3a2517ff79c20b7283a2af5911f
17 MAR 2025 23:34 GMT
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Kaplan Meier Plot for Efficacy, EORTC QLQ-C30 (Unconfirmed Deterioration), Full Analysis Set

Protocol: WO41554, CCOD

: 15NOV2024, Data Snapshot: 10JAN2025

EORTC QLQ-C30: Time to Unconfirmed Deterioration in Global health status/QoL (revised) (MID >=10)

1.00-

0.75+

0.50+

0.25-

Event-free probability

0.00+

Pbo+Palbo+Fulv
Inavo+Palbo+Fulv

HF_h+—+—+ ————— + -+ — -
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Time (months)
N Median 95% ClI
+ Censored - Pbo+Palbo+Fulv — Inavo+Palbo+Fulv Inzsgiﬁz:gg:g:z 12‘1‘ 17?;f‘1 E::g: ;gg;
Patients at Risk:
164 86 59 43 22 14 7 6 3 0 0 0 0 0 0
161 94 72 61 47 38 31 28 21 17 12 8 4 2 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42

Time (months)

Inavo = Inavolisib, Pbo = Placebo,

Palbo = Palbociclib, Fulv = Fulvestrant

Program name: programs/tlg/g_ef_km2.R

Output path: /ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_v1l/output/g_ef km2_EORTCD_FAS_15NOV2024_41554.pdf
Git repository: https://code.roche.com/studies/clinicalreporting/W041554 HTAGBA_Ovrl_Surv_3382685

Git hash: 65ba890bf61ac3a2517ff79c20b7283a2af5911f

17 MAR 2025 23:34 GMT
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Kaplan Meier Plot for Efficacy, EORTC QLQ-C30 (Unconfirmed Deterioration), Full Analysis Set

Protocol: WO41554, CCOD: 15N0OV2024, Data Snapshot: 10JAN2025

Event-free probability

EORTC QLQ-C30: Time to Unconfirmed Deterioration in Role functioning (revised) (MID >=10)

Time (months)
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0.25-
0.001_, ] ] ] ] ] ] ] ] ] ] ] ] ] ] ] ] ]
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)
N Median 95% ClI
+ Censored - Pbo+Palbo+Fulv — Inavo+Palbo+Fulv Inzsgiﬁz:gg:g:z 12‘1‘ Z:g g:z:ﬁg;
Patients at Risk:
Pbo+Palbo+Fulv 164 83 54 45 27 20 16 15 11 5 5 5 3 2 2 2 1 1
Inavo+Palbo+Fulv 161 84 62 51 38 32 27 26 22 19 14 12 9 4 3 0 0 0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant
Program name: programs/tlg/g_ef_km2.R

Output path: /ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_v1l/output/g_ef km2_EORTCD_FAS_15NOV2024_41554.pdf
Git repository: https://code.roche.com/studies/clinicalreporting/W041554 HTAGBA_Ovrl_Surv_3382685
Git hash: 65ba890bf61ac3a2517ff79c20b7283a2af5911f

17 MAR 2025 23:34 GMT

Page 13 of 15

Inavolisib (Itovebi®

249 von 1864



Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Kaplan Meier Plot for Efficacy, EORTC QLQ-C30 (Unconfirmed Deterioration), Full Analysis Set
Protocol: WO41554, CCOD: 15N0OV2024, Data Snapshot: 10JAN2025

EORTC QLQ-C30: Time to Unconfirmed Deterioration in Social functioning (MID >=10)

Time (months)

1.00 A
P
3 0.75-
c
o)
o
o
o 0.50-
o
= Cm
L -
§0.25' H :_L-:'__-"""'“F""""H-“I’“.‘Th““."‘ __________ —+
LL] LI 1)
O.OO- T T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)
N Median 95% ClI
+ Censored - Pbo+Palbo+Fulv — Inavo+Palbo+Fulv Inzsgiﬁz:gg:g:z 12‘1‘ 2:3 (??;.47’,19?'5‘;)
Patients at Risk:
Pbo+Palbo+Fulv 164 81 56 44 29 23 16 15 11 6 5 5 3 3 2 1 1 1
Inavo+Palbo+Fulv 161 89 64 47 35 25 17 15 12 11 9 6 5 3 2 0 0 0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant

Program name: programs/tlg/g_ef_km2.R

Output path: /ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_v1l/output/g_ef km2_EORTCD_FAS_15NOV2024_41554.pdf
Git repository: https://code.roche.com/studies/clinicalreporting/W041554 HTAGBA_Ovrl_Surv_3382685

Git hash: 65ba890bf61ac3a2517ff79c20b7283a2af5911f

17 MAR 2025 23:34 GMT
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Dossier zur Nutzenbewertung — Anhang 4-G

Stand: 08.08.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Kaplan Meier Plot for Efficacy, EORTC QLQ-C30 (Unconfirmed Deterioration), Full Analysis Set

Protocol: WO41554, CCOD: 15N0OV2024, Data Snapshot: 10JAN2025

EORTC QLQ-C30: Time to Unconfirmed Deterioration in Insomnia (MID >=10)

1.00-

0.75+

0.50+

0.25-

Event-free probability

0.00+

Pbo+Palbo+Fulv 164 97
Inavo+Palbo+Fulv 161 112

Time (months)

0 3 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)
N Median 95% ClI
+ Censored - Pbo+Palbo+Fulv — Inavo+Palbo+Fulv lnzsg:gz:gz:iz:z 12‘1‘ 12:2 ((191'?6,2165.52))
Patients at Risk:

52 33 26 21 19 13 9 8 7 5 4 2 1 1 1
67 48 34 25 19 15 12 8 5 3 3 2 1 0 0
0 3 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

Inavo = Inavolisib, Pbo = Placebo, Palbo = Palbociclib, Fulv = Fulvestrant

Program name: programs/tlg/g_ef_km2.R

Output path: /ocean/harbour/CDT70123/WO41554/HTAGBA_Ovrl_Surv/prod_gba_v1l/output/g_ef km2_EORTCD_FAS_15NOV2024_41554.pdf
Git repository: https://code.roche.com/studies/clinicalreporting/W041554 HTAGBA_Ovrl_Surv_3382685

Git hash: 65ba890bf61ac3a2517ff79c20b7283a2af5911f
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Anhang 4-G1 — Analysen Studie INAVO120; finaler OS-Datenschnitt vom 15. November 2024

2 Patientenberichtete Endpunkte (PRO)

2.1 PRO Items des EORTC QLQ-C30

2.1.3 Zeit bis zur ersten Verschlechterung der PRO Items des EORTC QLQ-C30, MID = 10 Punkte

2.1.3.1 Subgruppenanalyse Zeit bis zur ersten Verschlechterung der PRO Items des EORTC QLQ-C30, MID = 10 Punkte
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Time to Event Analysis Overall and with Subgroups (Efficacy), EORTC QLQ-C30 (Unconfirmed Deterioration), Full Analysis Set
Protocol: WO41554, CCOD: 15NOV2024, Data Snapshot: 10JAN2025

Pbo+Palbo+Fulv Inavo+Palbo+Fulv
Subgroups Total n Events % Median Median 95% CI n Events % Median Median 95% CI Hazard HR 95% Wald ClI p-value p-value
n (Months) (Months) Ratio (log- (likelihood
rank) ratio)
EORTC QLQ-C30: Time to
Unconfirmed Deterioration in
Appetite loss (MID >=10)
All Patients 325 164 70 42.7 11.76 (7.52, 16.59) 161 105 65.2 3.68 (1.87,5.55) 1.94 (1.43, 2.62) <0.0001 NE
Age group (years)
<65 266 130 55 42.3 11.76 (7.52, 16.95) 136 90 66.2 2.20 (1.77, 5.55) 1.90 (1.36, 2.67) 0.0002 0.7374
>=65 59 34 15 441 16.59 (4.11, NA) 25 15 60.0 3.68 (0.95, 7.20) 2.15 (1.04, 4.43) 0.0353 0.7374
Sex
F 319 163 70 42.9 11.76 (7.52, 16.59) 156 100 64.1 3.68 (1.87,5.55) 1.91 (1.40, 2.59) <0.0001 1.0000
M 6 1 0 0.0 NE NE 5 5 100.0 1.97 (0.95, NA) NE NE 1.0000 1.0000
Region
ASIA 120 62 23 371 15.41 (7.43, NA) 58 39 67.2 2.20 (0.95, 11.30) 2.23 (1.33,3.74) 0.0025 0.2867
NORTH 127 64 26 40.6 15.05 (8.54, NA) 63 36 57.1 3.71 (1.45, 5.55) 2.14 (1.29, 3.55) 0.0031 0.2867
AMERICA/WESTERN
EUROPE
OTHER 78 38 21 55.3 411 (2.10, 10.35) 40 30 75.0 1.89 (0.99, 7.39) 1.24 (0.70, 2.18) 0.4730 0.2867
Visceral disease (per eCRF)
N 65 36 19 52.8 9.26 (2.37, 25.76) 29 21 724 4.75 (1.87, 13.90) 1.49 (0.80, 2.79) 0.2026 0.2725
Y 260 128 51 39.8 14.98 (8.54, 16.59) 132 84 63.6 2.10 (1.15, 3.94) 2.14 (1.51, 3.04) <0.0001 0.2725
Ethnicity
HISPANIC OR LATINO 20 10 4 40.0 14.98 (1.41, NA) 10 7 70.0 5.55 (0.95, 13.90) 3.01 (0.87, 10.40) 0.0671 0.8387
NOT HISPANIC OR LATINO 294 149 64 43.0 11.76 (7.39, 24.54) 145 94 64.8 2.20 (1.45, 3.94) 1.88 (1.37, 2.59) 0.0001 0.8387
NOT REPORTED 5 3 1 33.3 15.74 NE 2 2 100.0 3.24 (0.92, NA) >999.99 (0.00, >999.99) 0.1573 0.8387
UNKNOWN 6 2 1 50.0 11.07 NE 4 2 50.0 6.90 (1.87, NA) 1.00 (0.06, 15.99) 1.0000 0.8387
Race
Asian 124 63 23 36.5 15.41 (7.43, NA) 61 40 65.6 3.71 (0.99, 11.30) 2.16 (1.29, 3.62) 0.0035 0.5576
Black or African American 2 1 0 0.0 NE NE 1 0 0.0 NE NE NE NE 1.0000 0.5576
White 191 97 46 47.4 10.35 (5.52, 15.05) 94 64 68.1 2.10 (1.41,3.81) 1.88 (1.29, 2.76) 0.0011 0.5576
Unknown 8 3 1 33.3 15.74 NE 5 1 20.0 11.93 (11.93, NA) 0.71 (0.04, 11.79) 0.8084 0.5576
Liver Metastasis at
Enrollment
N 157 73 32 43.8 16.59 (7.52, 25.76) 84 58 69.0 3.71 (1.87, 6.01) 2.18 (1.41, 3.37) 0.0004 0.5174
Y 168 91 38 41.8 9.26 (6.70, 15.41) 77 47 61.0 1.99 (1.02, 3.94) 1.83 (1.19, 2.82) 0.0065 0.5174
Number Metastatic Organs
at Enroliment
1 53 32 15 46.9 15.05 (3.68, NA) 21 15 71.4 1.02 (0.95, 13.90) 1.99 (0.97, 4.11) 0.0686 0.2304
2 104 46 25 54.3 7.52 (4.11, 14.98) 58 38 65.5 4.63 (2.10, 11.30) 1.40 (0.84, 2.33) 0.1949 0.2304
>=3 168 86 30 34.9 16.59 (8.54, NA) 82 52 63.4 1.87 (0.99, 3.94) 2.48 (1.58, 3.90) <0.0001 0.2304
ECOG Performance Status at
Baseline
0 206 106 42 39.6 14.98 (8.54, NA) 100 72 72.0 2.10 (0.99, 3.75) 2.65 (1.81, 3.87) <0.0001 0.0109
1 118 58 28 48.3 10.35 (3.81, 24.54) 60 33 55.0 7.62 (1.45, 17.08) 1.13 (0.68, 1.87) 0.6564 0.0109
Endocrine Resistance (per
eCRF)
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Pbo+Palbo+Fulv Inavo+Palbo+Fulv
Subgroups Total n Events % Median Median 95% CI n Events % Median Median 95% CI Hazard HR 95% Wald CI p-value p-value
n (Months) (Months) Ratio (log- (likelihood
rank) ratio)
Primary 112 58 26 44.8 7.43 (5.52, 15.74) 54 37 68.5 2.10 (0.95,5.72) 1.78 (1.07, 2.95) 0.0279 0.7305
Secondary 212 105 43 41.0 1541 (9.26, 25.76) 107 68 63.6 3.71 (1.77,5.91) 2.05 (1.40, 3.00) 0.0002 0.7305
Menopausal Status at
Randomization
NOT POST-MENOPAUSAL 104 52 22 42.3 9.26 (6.01, NA) 52 37 71.2 1.87 (0.95,5.72) 2.12 (1.25, 3.61) 0.0064 0.5897
POST-MENOPAUSAL 215 111 48 43.2 11.76 (7.43, 24.54) 104 63 60.6 3.71 (1.87,6.01) 1.80 (1.23, 2.62) 0.0023 0.5897
Hormone receptor status
ER+/PR- 90 45 16 35.6 15.74 (7.52, NA) 45 28 62.2 3.71 (1.18, 15.24) 2.09 (1.13, 3.88) 0.0172 0.3015
ER+/PR+ 226 113 50 44.2 11.30 (7.39, 16.59) 113 76 67.3 217 (1.15, 5.55) 1.99 (1.39, 2.85) 0.0002 0.3015
Other 9 6 4 66.7 8.46 (3.71, NA) 3 1 333 NE (0.76, NA) 0.39 (0.04, 3.52) 0.3837 0.3015
Prior (neo)-adjuvant
endocrine
Aromatase inhibitor and 37 19 9 47.4 14.98 (5.52, 16.95) 18 10 55.6 141 (0.95, NA) 1.82 (0.73, 4.56) 0.2074 0.9690
tamoxifen
Aromatase inhibitor only 131 71 29 40.8 10.35 (5.85, 25.76) 60 38 63.3 3.71 (1.87, 7.20) 1.89 (1.17, 3.08) 0.0093 0.9690
Tamoxifen only 155 73 31 42.5 15.05 (6.01, NA) 82 56 68.3 291 (0.95,5.72) 2.03 (1.30, 3.15) 0.0019 0.9690
Prior (neo)-adjuvant CDK4/6
N 322 163 70 42.9 11.76 (7.52, 16.59) 159 105 66.0 3.68 (1.87,5.55) 1.91 (1.41, 2.59) <0.0001 1.0000
Y 3 1 0 0.0 NE NE 2 0 0.0 NE NE NE NE 1.0000 1.0000
Prior (neo)-adjuvant
chemotherapy
N 56 27 8 29.6 NE (2.10, NA) 29 15 51.7 5.55 (1.87, 17.08) 214 (0.90, 5.06) 0.0781 0.7822
Y 269 137 62 45.3 10.35 (7.43, 16.59) 132 90 68.2 2.10 (1.18, 3.94) 191 (1.38, 2.65) 0.0001 0.7822
EORTC QLQ-C30: Time to
Unconfirmed Deterioration in
Cognitive functioning (MID
>=10)
All Patients 325 164 85 51.8 7.52 (5.59, 9.53) 161 98 60.9 7.89 (5.49, 9.43) 1.02 (0.77,1.37) 0.8685 NE
Age group (years)
<65 266 130 64 49.2 7.52 (5.59, 9.53) 136 83 61.0 7.92 (5.55, 11.07) 1.01 (0.73,1.41) 0.9340 0.5981
>=65 59 34 21 61.8 6.97 (2.33,12.88) 25 15 60.0 5.49 (0.95, 18.69) 1.13 (0.58, 2.21) 0.7224 0.5981
Sex
F 319 163 85 52.1 7.52 (5.59, 9.53) 156 94 60.3 7.89 (5.49, 9.43) 1.04 (0.77, 1.39) 0.8085 1.0000
M 6 1 0 0.0 NE NE 5 4 80.0 14.75 (0.99, NA) NE NE 1.0000 1.0000
Region
ASIA 120 62 34 54.8 6.74 (3.75, 12.88) 58 37 63.8 8.77 (2.20, 16.76) 0.96 (0.60, 1.55) 0.8517 0.2989
NORTH 127 64 39 60.9 5.59 (2.33,9.23) 63 32 50.8 5.68 (3.71, 8.31) 0.89 (0.56, 1.42) 0.6493 0.2989
AMERICA/WESTERN
EUROPE
OTHER 78 38 12 31.6 9.53 (6.97, NA) 40 29 725 9.23 (4.14, 11.70) 1.63 (0.82, 3.21) 0.1516 0.2989
Visceral disease (per eCRF)
N 65 36 25 69.4 6.21 (1.18, 7.52) 29 15 51.7 11.93 (4.14, 37.62) 0.34 (0.17, 0.69) 0.0020 0.0007
Y 260 128 60 46.9 8.94 (5.59, 12.16) 132 83 62.9 6.01 (4.40, 8.77) 1.33 (0.95, 1.85) 0.0934 0.0007
Ethnicity
HISPANIC OR LATINO 20 10 6 60.0 7.82 (1.41, NA) 10 6 60.0 5.62 (1.41, 14.75) 0.97 (0.31, 3.02) 0.9570 0.0338
NOT HISPANIC OR LATINO 294 149 76 51.0 7.52 (5.68, 9.66) 145 89 61.4 7.92 (5.16, 10.84) 1.03 (0.76, 1.40) 0.8397 0.0338
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Pbo+Palbo+Fulv Inavo+Palbo+Fulv
Subgroups Total n Events % Median Median 95% CI n Events % Median Median 95% CI Hazard HR 95% Wald CI p-value p-value
n (Months) (Months) Ratio (log- (likelihood
rank) ratio)
NOT REPORTED 5 3 1 33.3 0.95 (0.95, NA) 2 2 100.0 0.94 (0.92, NA) 3.77 (0.32,43.72) 0.2253 0.0338
UNKNOWN 6 2 2 100.0 2.40 (1.08, NA) 4 1 25.0 5.68 (5.68, NA) <0.01 (0.00, >999.99) 0.0896 0.0338
Race
Asian 124 63 34 54.0 6.74 (3.75, 12.88) 61 39 63.9 8.08 (2.20, 16.76) 1.00 (0.62, 1.59) 0.9686 0.2408
Black or African American 2 1 1 100.0 0.95 NE 1 0 0.0 NE NE 1.00 (1.00, 1.00) 1.0000 0.2408
White 191 97 49 50.5 7.62 (4.40, 9.92) 94 59 62.8 6.01 (4.14,9.43) 1.10 (0.75, 1.61) 0.6084 0.2408
Unknown 8 3 1 33.3 1.08 (1.08, NA) 5 0 0.0 NE NE <0.01 (0.00, >999.99) 0.2207 0.2408
Liver Metastasis at
Enroliment
157 73 43 58.9 7.39 (3.78, 8.94) 84 52 61.9 8.77 (5.55, 11.70) 0.86 (0.57, 1.29) 0.4620 0.2499
Y 168 91 42 46.2 7.62 (3.91, 12.16) 77 46 59.7 5.62 (3.75,9.17) 1.22 (0.80, 1.86) 0.3399 0.2499
Number Metastatic Organs
at Enroliment
53 32 22 68.8 3.71 (1.18,8.31) 21 14 66.7 7.89 (0.99, 9.23) 0.83 (0.42, 1.64) 0.6042 0.3503
2 104 46 24 52.2 7.62 (5.68, 12.88) 58 33 56.9 9.43 (4.14, 16.76) 0.90 (0.52, 1.54) 0.7031 0.3503
>=3 168 86 39 45.3 7.82 (4.40, 16.59) 82 51 62.2 6.24 (4.40, 11.07) 1.29 (0.85, 1.96) 0.2300 0.3503
ECOG Performance Status at
Baseline
206 106 54 50.9 7.52 (3.91, 11.30) 100 56 56.0 9.17 (5.62, 14.75) 0.88 (0.60, 1.29) 0.5107 0.1573
1 118 58 31 53.4 7.43 (3.52, 9.66) 60 42 70.0 4.67 (2.04, 8.31) 1.31 (0.82, 2.09) 0.2535 0.1573
Endocrine Resistance (per
eCRF)
Primary 112 58 30 51.7 7.39 (2.33, 11.30) 54 32 59.3 9.23 (5.55, 11.93) 0.86 (0.52, 1.43) 0.5783 0.3378
Secondary 212 105 54 51.4 7.62 (5.59, 10.15) 107 66 61.7 5.68 (4.14,9.43) 1.15 (0.80, 1.65) 0.4564 0.3378
Menopausal Status at
Randomization
NOT POST-MENOPAUSAL 104 52 26 50.0 7.52 (2.50, 14.98) 52 33 63.5 7.92 (2.20, 11.93) 1.05 (0.63,1.77) 0.8497 0.9677
POST-MENOPAUSAL 215 111 59 53.2 7.43 (4.40,9.92) 104 61 58.7 6.01 (4.40, 10.84) 1.02 (0.71, 1.47) 0.9010 0.9677
Hormone receptor status
ER+/PR- 90 45 20 44.4 11.30 (2.89, NA) 45 27 60.0 7.92 (4.14, 16.92) 1.07 (0.59, 1.93) 0.8294 0.6591
ER+/PR+ 226 113 62 54.9 6.31 (4.40, 8.94) 113 69 61.1 7.56 (5.16, 11.07) 0.97 (0.68, 1.36) 0.8352 0.6591
Other 9 6 3 50.0 7.43 (0.99, NA) 3 2 66.7 2.07 (0.76, NA) 1.37 (0.23, 8.29) 0.7329 0.6591
Prior (neo)-adjuvant
endocrine
Aromatase inhibitor and 37 19 11 57.9 3.78 (0.95, NA) 18 9 50.0 4.40 (0.95, NA) 0.85 (0.35, 2.06) 0.7384 0.8104
tamoxifen
Aromatase inhibitor only 131 71 40 56.3 6.97 (3.91,9.92) 60 37 61.7 5.55 (3.71,9.23) 0.91 (0.58, 1.44) 0.6770 0.8104
Tamoxifen only 155 73 34 46.6 7.62 (5.68, NA) 82 51 62.2 9.17 (5.62, 11.93) 1.15 (0.75, 1.79) 0.5016 0.8104
Prior (neo)-adjuvant CDK4/6
N 322 163 84 51.5 7.52 (5.59, 9.53) 159 98 61.6 7.89 (5.49, 9.43) 1.03 (0.77, 1.38) 0.8329 1.0000
Y 3 1 1 100.0 4.40 NE 2 0 0.0 NE NE 1.00 (1.00, 1.00) 1.0000 1.0000
Prior (neo)-adjuvant
chemotherapy
N 56 27 12 44.4 9.92 (2.33, NA) 29 18 62.1 7.95 (2.73, 17.45) 1.48 (0.71, 3.09) 0.2970 0.1995
Y 269 137 73 53.3 6.97 (4.40, 8.94) 132 80 60.6 7.89 (5.49, 10.84) 0.95 (0.69, 1.30) 0.7399 0.1995
EORTC QLQ-C30: Time to
Unconfirmed Deterioration in
Constipation (MID >=10)
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Pbo+Palbo+Fulv Inavo+Palbo+Fulv
Subgroups Total n Events % Median Median 95% CI n Events % Median Median 95% CI Hazard HR 95% Wald CI p-value p-value
n (Months) (Months) Ratio (log- (likelihood
rank) ratio)
All Patients 325 164 70 42.7 12.42 (7.62, 21.16) 161 63 39.1 18.40 (9.53, NA) 0.74 (0.52, 1.04) 0.0842 NE
Age group (years)
<65 266 130 52 40.0 12.42 (7.62, NA) 136 58 42.6 13.83 (9.23, NA) 0.84 (0.57,1.22) 0.3632 0.0877
>=65 59 34 18 52.9 12.88 (2.14, 21.16) 25 5 20.0 NE (7.36, NA) 0.32 (0.12, 0.88) 0.0207 0.0877
Sex
F 319 163 70 42.9 12.42 (7.62, 21.16) 156 61 39.1 18.40 (9.23, NA) 0.75 (0.53, 1.05) 0.1005 1.0000
M 6 1 0 0.0 NE NE 5 2 40.0 NE (0.99, NA) NE NE 1.0000 1.0000
Region
ASIA 120 62 25 40.3 12.42 (6.67, NA) 58 24 41.4 NE (7.56, NA) 0.80 (0.46, 1.41) 0.4513 0.4069
NORTH 127 64 34 53.1 11.60 (2.37, 20.44) 63 21 33.3 18.40 (7.92, NA) 0.56 (0.32, 0.97) 0.0386 0.4069
AMERICA/WESTERN
EUROPE
OTHER 78 38 11 28.9 NE (2.89, NA) 40 18 45.0 11.07 (5.82, NA) 1.15 (0.54, 2.44) 0.7295 0.4069
Visceral disease (per eCRF)
N 65 36 16 44.4 12.88 (1.18, NA) 29 11 37.9 NE (7.82, NA) 0.59 (0.27,1.28) 0.1791 0.4743
Y 260 128 54 42.2 12.42 (7.62, 20.44) 132 52 39.4 18.40 (9.23, NA) 0.78 (0.53, 1.15) 0.2135 0.4743
Ethnicity
HISPANIC OR LATINO 20 10 5 50.0 14,52 (0.95, NA) 10 4 40.0 9.23 (0.95, NA) 0.95 (0.25, 3.57) 0.9547 0.1915
NOT HISPANIC OR LATINO 294 149 64 43.0 12.16 (6.67, 21.16) 145 56 38.6 29.47 (11.07, NA) 0.69 (0.48, 0.99) 0.0449 0.1915
NOT REPORTED 5 3 0 0.0 NE NE 2 2 100.0 3.83 (3.71, NA) >999.99 (0.00, >999.99) 0.2253 0.1915
UNKNOWN 6 2 1 50.0 1.08 (1.08, NA) 4 1 25.0 1.87 (1.87, NA) 0.71 (0.04, 11.79) 0.8084 0.1915
Race
Asian 124 63 25 39.7 12.42 (6.67, NA) 61 26 42.6 29.47 (7.59, NA) 0.82 (0.47,1.42) 0.4832 0.8270
Black or African American 2 1 0 0.0 NE NE 1 0 0.0 NE NE NE NE 1.0000 0.8270
White 191 97 44 45.4 12.16 (3.94, 21.16) 94 36 38.3 16.92 (9.23, NA) 0.71 (0.46, 1.10) 0.1298 0.8270
Unknown 8 3 1 33.3 1.08 (1.08, NA) 5 1 20.0 NE (11.47, NA) 0.47 (0.03, 7.86) 0.5924 0.8270
Liver Metastasis at
Enrollment
N 157 73 34 46.6 12.88 (5.85, 21.68) 84 34 40.5 29.47 (9.23, NA) 0.73 (0.45,1.17) 0.1928 0.9047
Y 168 91 36 39.6 12.16 (4.21, NA) 77 29 37.7 18.40 (7.56, NA) 0.76 (0.46, 1.24) 0.2758 0.9047
Number Metastatic Organs
at Enroliment
53 32 15 46.9 21.16 (2.14, 21.68) 21 10 47.6 9.38 (2.56, NA) 0.84 (0.38, 1.89) 0.6828 0.8073
2 104 46 21 45.7 12.88 (3.94, NA) 58 21 36.2 NE (7.82, NA) 0.65 (0.35, 1.20) 0.1655 0.8073
>=3 168 86 34 39.5 12.42 (5.52, NA) 82 32 39.0 18.40 (9.23, NA) 0.78 (0.48, 1.26) 0.3193 0.8073
ECOG Performance Status at
Baseline
206 106 43 40.6 14.06 (7.62, NA) 100 41 41.0 18.40 (9.53, NA) 0.76 (0.49,1.17) 0.2211 0.7611
1 118 58 27 46.6 12.42 (2.89, 21.16) 60 22 36.7 NE (5.75, NA) 0.69 (0.39, 1.22) 0.2033 0.7611
Endocrine Resistance (per
eCRF)
Primary 112 58 21 36.2 10.61 (3.94, NA) 54 20 37.0 NE (7.82, NA) 0.75 (0.41, 1.40) 0.3696 0.9924
Secondary 212 105 48 45.7 12.88 (5.85, 21.68) 107 43 40.2 18.40 (9.23, NA) 0.73 (0.48,1.11) 0.1468 0.9924
Menopausal Status at
Randomization
NOT POST-MENOPAUSAL 104 52 20 38.5 12.42 (4.21, NA) 52 22 42.3 18.40 (7.82, NA) 0.78 (0.42, 1.45) 0.4488 0.8739
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Pbo+Palbo+Fulv Inavo+Palbo+Fulv
Subgroups Total n Events % Median Median 95% CI n Events % Median Median 95% CI Hazard HR 95% Wald CI p-value p-value
n (Months) (Months) Ratio (log- (likelihood
rank) ratio)
POST-MENOPAUSAL 215 111 50 45.0 12.88 (5.85, 21.16) 104 39 375 29.47 (7.59, NA) 0.73 (0.48,1.11) 0.1427 0.8739
Hormone receptor status
ER+/PR- 90 45 23 51.1 7.62 (2.14, 15.21) 45 16 35.6 NE (5.82, NA) 0.48 (0.25, 0.93) 0.0277 0.3145
ER+/PR+ 226 113 45 39.8 14.98 (10.61, NA) 113 46 40.7 18.40 (9.23, NA) 0.85 (0.56, 1.29) 0.4539 0.3145
Other 9 6 2 333 NE (0.99, NA) 3 1 333 7.59 NE 0.97 (0.09, 10.84) 0.9814 0.3145
Prior (neo)-adjuvant
endocrine
Aromatase inhibitor and 37 19 8 421 15.21 (3.94, NA) 18 6 333 18.40 (4.76, NA) 0.71 (0.24, 2.08) 0.5231 0.7508
tamoxifen
Aromatase inhibitor only 131 71 32 45.1 11.07 (3.75, 20.44) 60 21 35.0 NE (7.56, NA) 0.62 (0.36, 1.07) 0.0888 0.7508
Tamoxifen only 155 73 30 411 14.06 (4.21, NA) 82 36 43.9 13.83 (7.92, NA) 0.86 (0.53, 1.40) 0.5626 0.7508
Prior (neo)-adjuvant CDK4/6
N 322 163 70 42.9 12.42 (7.62, 20.44) 159 63 39.6 18.40 (9.53, NA) 0.73 (0.52, 1.03) 0.0717 1.0000
Y 3 1 0 0.0 NE NE 2 0 0.0 NE NE NE NE 1.0000 1.0000
Prior (neo)-adjuvant
chemotherapy
N 56 27 12 44.4 421 (1.08, NA) 29 9 31.0 29.47 (5.78, NA) 0.55 (0.23,1.31) 0.1782 0.3977
Y 269 137 58 42.3 12.42 (7.62, 21.16) 132 54 40.9 16.92 (9.23, NA) 0.78 (0.54, 1.13) 0.1955 0.3977
EORTC QLQ-C30: Time to
Unconfirmed Deterioration in
Diarrhoea (MID >=10)
All Patients 325 164 52 31.7 16.95 (11.83, NA) 161 100 62.1 3.81 (3.71, 6.70) 244 (1.75, 3.41) <0.0001 NE
Age group (years)
<65 266 130 41 315 16.95 (11.30, 32.89) 136 89 65.4 3.84 (3.61, 6.70) 2,51 (1.73, 3.64) <0.0001 0.5963
>=65 59 34 11 324 NE (9.43, NA) 25 11 44.0 3.71 (0.95, NA) 1.95 (0.84, 4.52) 0.1238 0.5963
Sex
F 319 163 52 31.9 16.95 (11.83, NA) 156 96 61.5 3.78 (2.76, 6.70) 247 (1.76, 3.46) <0.0001 1.0000
M 6 1 0 0.0 NE NE 5 4 80.0 5.59 (0.95, NA) NE NE 1.0000 1.0000
Region
ASIA 120 62 21 33.9 13.14 (11.30, NA) 58 39 67.2 5.49 (2.20, 9.49) 2.23 (1.31, 3.81) 0.0027 0.6971
NORTH 127 64 20 31.2 21.88 (11.50, NA) 63 31 49.2 5.72 (2.14, 15.31) 2.39 (1.35, 4.24) 0.0024 0.6971
AMERICA/WESTERN
EUROPE
OTHER 78 38 11 28.9 11.99 (9.33,NA) 40 30 75.0 2.81 (0.95, 5.52) 2,97 (1.48, 5.95) 0.0015 0.6971
Visceral disease (per eCRF)
N 65 36 14 38.9 12.88 (9.26, NA) 29 17 58.6 4.62 (1.41, 28.71) 1.79 (0.87, 3.66) 0.1127 0.3549
Y 260 128 38 29.7 21.26 (11.99, NA) 132 83 62.9 3.81 (3.61, 7.39) 2.64 (1.80, 3.87) <0.0001 0.3549
Ethnicity
HISPANIC OR LATINO 20 10 5 50.0 21.88 (1.41, NA) 10 4 40.0 28.71 (0.95, NA) 1.17 (0.28, 4.82) 0.8291 0.2208
NOT HISPANIC OR LATINO 294 149 46 30.9 16.95 (11.83, NA) 145 92 63.4 3.75 (2.14, 6.51) 2.59 (1.82, 3.70) <0.0001 0.2208
NOT REPORTED 5 3 0 0.0 NE NE 2 2 100.0 4.75 (3.71, NA) >999.99 (0.00, >999.99) 0.2253 0.2208
UNKNOWN 6 2 1 50.0 12.88 NE 4 2 50.0 4.75 (3.78, NA) >999.99 (0.00, >999.99) 0.2253 0.2208
Race
Asian 124 63 21 33.3 13.14 (11.30, NA) 61 41 67.2 4.67 (2.20, 8.57) 231 (1.36, 3.93) 0.0015 0.5103
Black or African American 2 1 0 0.0 NE NE 1 0 0.0 NE NE NE NE 1.0000 0.5103
White 191 97 31 32.0 16.95 (10.15, NA) 94 57 60.6 3.71 (1.97,7.39) 2.46 (1.59, 3.81) <0.0001 0.5103
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Pbo+Palbo+Fulv Inavo+Palbo+Fulv
Subgroups Total n Events % Median Median 95% CI n Events % Median Median 95% CI Hazard HR 95% Wald CI p-value p-value
n (Months) (Months) Ratio (log- (likelihood
rank) ratio)
Unknown 8 3 0 0.0 NE NE 5 2 40.0 5.72 (0.95, NA) >999.99 (0.00, >999.99) 0.2807 0.5103
Liver Metastasis at
Enrollment
N 157 73 27 37.0 21.26 (11.50, NA) 84 50 59.5 5.52 (3.61, 11.07) 2.09 (1.31, 3.33) 0.0020 0.4201
Y 168 91 25 275 12.42 (9.33, NA) 77 50 64.9 3.75 (1.94, 5.98) 2.86 (1.76, 4.63) <0.0001 0.4201
Number Metastatic Organs
at Enrollment
1 53 32 7 21.9 16.95 (16.95, NA) 21 16 76.2 1.41 (0.95, 3.78) 6.36 (2.59, 15.60) <0.0001 0.0365
2 104 46 16 34.8 11.50 (9.26, NA) 58 33 56.9 6.70 (3.71, 14.06) 1.78 (0.98, 3.24) 0.0568 0.0365
>=3 168 86 29 33.7 13.14 (9.33, 32.89) 82 51 62.2 3.84 (1.91, 8.57) 2.24 (1.42, 3.53) 0.0005 0.0365
ECOG Performance Status at
Baseline
0 206 106 34 32.1 21.26 (10.15, NA) 100 63 63.0 3.94 (2.20, 8.31) 2.30 (1.51, 3.50) <0.0001 0.6445
1 118 58 18 31.0 16.95 (11.83, NA) 60 37 61.7 3.78 (1.94, 7.39) 2.64 (1.50, 4.66) 0.0005 0.6445
Endocrine Resistance (per
eCRF)
Primary 112 58 13 22.4 NE (8.77, NA) 54 33 61.1 3.81 (2.20, 8.57) 2.77 (1.46, 5.27) 0.0011 0.5909
Secondary 212 105 39 37.1 13.14 (11.50, 32.89) 107 67 62.6 3.78 (1.94,7.92) 2.27 (1.52, 3.37) <0.0001 0.5909
Menopausal Status at
Randomization
NOT POST-MENOPAUSAL 104 52 16 30.8 11.83 (8.28, NA) 52 32 61.5 5.52 (2.20, 17.28) 2.08 (1.14, 3.80) 0.0161 0.5054
POST-MENOPAUSAL 215 111 36 324 21.26 (11.99, NA) 104 64 61.5 3.71 (1.97, 6.51) 2.66 (1.76, 4.00) <0.0001 0.5054
Hormone receptor status
ER+/PR- 90 45 11 24.4 NE (9.33, NA) 45 26 57.8 5.78 (2.07, 15.31) 241 (1.18, 4.91) 0.0125 0.7754
ER+/PR+ 226 113 39 345 16.95 (11.30, 32.89) 113 72 63.7 3.71 (2.10, 6.51) 2.47 (1.67, 3.65) <0.0001 0.7754
Other 9 6 2 333 12.88 (1.18, NA) 3 2 66.7 0.92 (0.76, NA) 5.69 (0.49, 66.34) 0.1228 0.7754
Prior (neo)-adjuvant
endocrine
Aromatase inhibitor and 37 19 7 36.8 16.95 (2.10, NA) 18 9 50.0 3.71 (0.95, NA) 1.73 (0.64, 4.70) 0.2772 0.8096
tamoxifen
Aromatase inhibitor only 131 71 23 324 12.88 (9.33,NA) 60 40 66.7 3.71 (1.94,5.72) 2.85 (1.69, 4.79) <0.0001 0.8096
Tamoxifen only 155 73 22 30.1 21.26 (11.83, NA) 82 50 61.0 5.78 (3.71, 9.49) 2.37 (1.43, 3.91) 0.0006 0.8096
Prior (neo)-adjuvant CDK4/6
N 322 163 51 31.3 16.95 (11.99, NA) 159 100 62.9 3.81 (3.71, 6.70) 247 (1.76, 3.46) <0.0001 1.0000
Y 3 1 1 100.0 8.28 NE 2 0 0.0 NE NE 1.00 (1.00, 1.00) 1.0000 1.0000
Prior (neo)-adjuvant
chemotherapy
N 56 27 8 29.6 32.89 (8.77, NA) 29 14 48.3 6.51 (1.97, NA) 2.13 (0.86, 5.30) 0.1042 0.7580
Y 269 137 44 321 16.95 (11.99, NA) 132 86 65.2 3.81 (2.14, 6.70) 2.49 (1.73, 3.59) <0.0001 0.7580
EORTC QLQ-C30: Time to
Unconfirmed Deterioration in
Dyspnoea (MID >=10)
All Patients 325 164 70 42.7 10.91 (7.33, 15.67) 161 74 46.0 13.27 (8.31, 24.57) 0.87 (0.62,1.21) 0.4027 NE
Age group (years)
<65 266 130 54 415 10.91 (6.70, NA) 136 63 46.3 13.96 (9.89, 39.46) 0.81 (0.56, 1.17) 0.2616 0.2829
>=65 59 34 16 47.1 15.24 (4.11, NA) 25 11 44.0 7.85 (1.87, NA) 1.25 (0.58, 2.70) 0.5742 0.2829
Sex
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Pbo+Palbo+Fulv Inavo+Palbo+Fulv
Subgroups Total n Events % Median Median 95% CI n Events % Median Median 95% CI Hazard HR 95% Wald CI p-value p-value
n (Months) (Months) Ratio (log- (likelihood
rank) ratio)
F 319 163 70 42.9 10.91 (7.33, 15.67) 156 71 45.5 13.27 (9.23, 24.57) 0.86 (0.61, 1.20) 0.3673 1.0000
M 6 1 0 0.0 NE NE 5 3 60.0 5.78 (0.95, NA) NE NE 1.0000 1.0000
Region
ASIA 120 62 29 46.8 9.46 (6.14, NA) 58 33 56.9 10.84 (7.36, 18.37) 1.01 (0.61, 1.68) 0.9772 0.5490
NORTH 127 64 30 46.9 7.82 (3.71, NA) 63 24 38.1 11.93 (5.78, NA) 0.75 (0.44, 1.28) 0.3096 0.5490
AMERICA/WESTERN
EUROPE
OTHER 78 38 11 28.9 16.16 (5.52, NA) 40 17 42.5 28.58 (7.92, NA) 0.94 (0.43, 2.02) 0.8708 0.5490
Visceral disease (per eCRF)
N 65 36 18 50.0 7.33 (3.71, NA) 29 11 37.9 28.58 (7.92, NA) 0.34 (0.14, 0.80) 0.0103 0.0986
Y 260 128 52 40.6 12.91 (7.62, NA) 132 63 47.7 12.39 (7.66, 18.37) 1.02 (0.71, 1.48) 0.9099 0.0986
Ethnicity
HISPANIC OR LATINO 20 10 5 50.0 7.62 (0.95, NA) 10 1 10.0 NE (7.92, NA) 0.12 (0.01, 1.03) 0.0227 0.1017
NOT HISPANIC OR LATINO 294 149 64 43.0 10.91 (6.70, 15.67) 145 71 49.0 12.98 (8.05, 18.69) 0.92 (0.65, 1.29) 0.6168 0.1017
NOT REPORTED 5 3 1 333 0.95 (0.95, NA) 2 1 50.0 5.78 (5.78, NA) 0.71 (0.04, 11.79) 0.8084 0.1017
UNKNOWN 6 2 0 0.0 NE NE 4 1 25.0 5.72 (5.72, NA) >999.99 (0.00, >999.99) 0.4795 0.1017
Race
Asian 124 63 29 46.0 9.46 (6.14, NA) 61 34 55.7 10.84 (7.36, 18.37) 1.00 (0.60, 1.65) 0.9787 0.3669
Black or African American 2 1 0 0.0 NE NE 1 0 0.0 NE NE NE NE 1.0000 0.3669
White 191 97 41 42.3 11.30 (5.52, NA) 94 39 41.5 24.57 (7.85, NA) 0.75 (0.48, 1.16) 0.2075 0.3669
Unknown 8 3 0 0.0 NE NE 5 1 20.0 NE (5.72, NA) >999.99 (0.00, >999.99) 0.5637 0.3669
Liver Metastasis at
Enroliment
N 157 73 38 52.1 7.82 (4.24, 14.98) 84 37 44.0 18.37 (8.05, 39.66) 0.64 (0.41, 1.02) 0.0601 0.0848
Y 168 91 32 35.2 15.24 (6.70, NA) 77 37 48.1 11.93 (5.88, 24.57) 1.16 (0.72,1.87) 0.5319 0.0848
Number Metastatic Organs
at Enrollment
1 53 32 15 46.9 8.31 (2.14, NA) 21 13 61.9 7.79 (2.10, 28.58) 1.17 (0.56, 2.48) 0.6653 0.6484
2 104 46 21 45.7 10.91 (5.55, 15.67) 58 27 46.6 15.05 (5.78, 39.66) 0.83 (0.46, 1.50) 0.5332 0.6484
>=3 168 86 34 39.5 12.91 (5.52, NA) 82 34 41.5 14.78 (9.23, NA) 0.81 (0.50, 1.30) 0.3844 0.6484
ECOG Performance Status at
Baseline
0 206 106 44 41.5 9.46 (5.78, NA) 100 48 48.0 13.96 (7.85, 39.46) 0.88 (0.58, 1.33) 0.5434 0.8801
1 118 58 26 44.8 11.30 (4.24, 16.16) 60 26 43.3 13.27 (6.67, NA) 0.83 (0.48, 1.43) 0.4934 0.8801
Endocrine Resistance (per
eCRF)
Primary 112 58 25 43.1 6.70 (3.71, 14.98) 54 33 61.1 7.66 (3.71, 11.93) 0.98 (0.58, 1.66) 0.9332 0.3223
Secondary 212 105 44 41.9 15.24 (7.62, NA) 107 41 38.3 24.57 (13.14, NA) 0.78 (0.50, 1.19) 0.2500 0.3223
Menopausal Status at
Randomization
NOT POST-MENOPAUSAL 104 52 19 36.5 14.98 (5.78, NA) 52 30 57.7 11.93 (5.72,14.78) 1.26 (0.71, 2.25) 0.4370 0.0627
POST-MENOPAUSAL 215 111 51 45.9 9.46 (5.52, 15.67) 104 41 39.4 18.69 (9.89, NA) 0.69 (0.45, 1.04) 0.0746 0.0627
Hormone receptor status
ER+/PR- 90 45 18 40.0 10.91 (3.71, NA) 45 22 48.9 13.96 (5.72, 39.46) 0.94 (0.50, 1.79) 0.8436 0.1429
ER+/PR+ 226 113 49 43.4 11.30 (7.62, 16.16) 113 52 46.0 13.14 (8.05, 39.66) 0.87 (0.59, 1.29) 0.4945 0.1429
Other 9 6 3 50.0 3.71 (0.95, NA) 3 0 0.0 NE NE <0.01 (0.00, >999.99) 0.1736 0.1429
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Pbo+Palbo+Fulv Inavo+Palbo+Fulv
Subgroups Total n Events % Median Median 95% CI n Events % Median Median 95% CI Hazard HR 95% Wald CI p-value p-value
n (Months) (Months) Ratio (log- (likelihood
rank) ratio)
Prior (neo)-adjuvant
endocrine
Aromatase inhibitor and 37 19 6 31.6 NE (5.52, NA) 18 3 16.7 NE (7.85, NA) 0.55 (0.14, 2.21) 0.3910 0.6638
tamoxifen
Aromatase inhibitor only 131 71 34 47.9 7.82 (3.71, 15.24) 60 28 46.7 11.30 (3.71, NA) 0.84 (0.50, 1.39) 0.4769 0.6638
Tamoxifen only 155 73 30 41.1 14.98 (5.55, NA) 82 43 52.4 13.27 (7.92, 28.58) 0.94 (0.59, 1.51) 0.8157 0.6638
Prior (neo)-adjuvant CDK4/6
N 322 163 69 42.3 10.91 (7.33, 16.16) 159 74 46.5 13.27 (8.31, 24.57) 0.88 (0.63, 1.22) 0.4445 1.0000
Y 3 1 1 100.0 0.95 NE 2 0 0.0 NE NE 1.00 (1.00, 1.00) 1.0000 1.0000
Prior (neo)-adjuvant
chemotherapy
N 56 27 13 48.1 7.82 (1.02, NA) 29 10 345 39.46 (6.67, NA) 0.42 (0.18, 1.00) 0.0442 0.0816
Y 269 137 57 41.6 11.30 (7.62, NA) 132 64 48.5 12.98 (7.85, 24.57) 0.99 (0.69, 1.42) 0.9410 0.0816
EORTC QLQ-C30: Time to
Unconfirmed Deterioration in
Emotional functioning (MID
>=10)
All Patients 325 164 66 40.2 12.88 (7.52, 27.37) 161 69 42.9 15.05 (11.70, 35.52) 0.85 (0.61, 1.20) 0.3547 NE
Age group (years)
<65 266 130 48 36.9 14.98 (7.52, NA) 136 60 441 15.05 (11.27, 35.52) 0.89 (0.61, 1.31) 0.5586 0.8751
>=65 59 34 18 52.9 8.31 (5.65, NA) 25 9 36.0 15.24 (1.81, NA) 0.87 (0.39, 1.97) 0.7318 0.8751
Sex
F 319 163 66 40.5 12.88 (7.52, 27.37) 156 65 41.7 15.24 (11.70, 35.52) 0.83 (0.59, 1.17) 0.2755 1.0000
M 6 1 0 0.0 NE NE 5 4 80.0 3.75 (0.95, NA) NE NE 1.0000 1.0000
Region
ASIA 120 62 22 35.5 14.98 (6.74, NA) 58 28 48.3 15.64 (9.46, NA) 0.98 (0.55, 1.74) 0.9368 0.5276
NORTH 127 64 28 43.8 11.93 (7.39, 27.37) 63 23 36.5 15.28 (3.75, NA) 0.97 (0.56, 1.68) 0.8931 0.5276
AMERICA/WESTERN
EUROPE
OTHER 78 38 16 421 7.52 (3.29, NA) 40 18 45.0 14.26 (11.27, NA) 0.58 (0.29, 1.15) 0.1182 0.5276
Visceral disease (per eCRF)
N 65 36 23 63.9 7.52 (3.71, 11.93) 29 12 41.4 15.64 (11.93, NA) 0.33 (0.16, 0.70) 0.0025 0.0116
Y 260 128 43 33.6 23.72 (8.71, NA) 132 57 43.2 14.26 (10.02, 35.52) 1.11 (0.75, 1.66) 0.6086 0.0116
Ethnicity
HISPANIC OR LATINO 20 10 4 40.0 25.54 (7.39, NA) 10 5 50.0 12.85 (0.95, NA) 3.71 (0.69, 19.90) 0.1034 0.2589
NOT HISPANIC OR LATINO 294 149 59 39.6 12.88 (7.52, NA) 145 62 42.8 15.28 (11.70, 35.52) 0.82 (0.57,1.18) 0.2751 0.2589
NOT REPORTED 5 3 1 33.3 2.69 (2.69, NA) 2 1 50.0 1.87 (1.87, NA) 1.41 (0.08, 23.57) 0.8084 0.2589
UNKNOWN 6 2 2 100.0 2.40 (1.08, NA) 4 1 25.0 1.87 (1.87, NA) 0.39 (0.03, 4.44) 0.4328 0.2589
Race
Asian 124 63 22 34.9 14.98 (6.74, NA) 61 30 49.2 13.27 (9.46, 44.39) 1.05 (0.60, 1.84) 0.8797 0.2298
Black or African American 2 1 1 100.0 16.85 NE 1 0 0.0 NE NE 1.00 (1.00, 1.00) 1.0000 0.2298
White 191 97 42 43.3 11.30 (7.39, 27.37) 94 39 41.5 14.26 (11.07, 24.18) 0.80 (0.52, 1.24) 0.3246 0.2298
Unknown 8 3 1 333 1.08 (1.08, NA) 5 0 0.0 NE NE <0.01 (0.00, >999.99) 0.2207 0.2298
Liver Metastasis at
Enrollment
N 157 73 40 54.8 8.31 (5.78, 14.98) 84 39 46.4 14.26 (10.84, 35.52) 0.70 (0.45, 1.09) 0.1121 0.2255
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Pbo+Palbo+Fulv Inavo+Palbo+Fulv
Subgroups Total n Events % Median Median 95% CI n Events % Median Median 95% CI Hazard HR 95% Wald CI p-value p-value
n (Months) (Months) Ratio (log- (likelihood
rank) ratio)
Y 168 91 26 28.6 38.93 (16.85, NA) 77 30 39.0 20.57 (9.46, NA) 1.11 (0.65, 1.88) 0.7172 0.2255
Number Metastatic Organs
at Enrollment
1 53 32 16 50.0 6.74 (3.71, NA) 21 10 47.6 13.90 (3.75, NA) 0.76 (0.34,1.70) 0.5088 0.1111
2 104 46 23 50.0 11.30 (5.59, 16.16) 58 20 345 35.52 (12.85, NA) 0.55 (0.30, 1.00) 0.0460 0.1111
>=3 168 86 27 314 27.37 (8.71, NA) 82 39 47.6 12.88 (9.46, 24.18) 1.26 (0.77, 2.06) 0.3640 0.1111
ECOG Performance Status at
Baseline
0 206 106 37 34.9 23.72 (7.52, NA) 100 43 43.0 15.64 (11.27, 44.39) 0.97 (0.62, 1.51) 0.8688 0.4313
1 118 58 29 50.0 8.71 (5.65, 16.16) 60 26 43.3 13.27 (9.49, NA) 0.72 (0.42,1.22) 0.2194 0.4313
Endocrine Resistance (per
eCRF)
Primary 112 58 29 50.0 6.67 (2.86, 14.98) 54 24 44.4 12.85 (9.30, 35.52) 0.53 (0.31, 0.93) 0.0231 0.0758
Secondary 212 105 36 34.3 23.72 (11.56, NA) 107 45 42.1 15.64 (11.27, NA) 1.08 (0.69, 1.69) 0.7382 0.0758
Menopausal Status at
Randomization
NOT POST-MENOPAUSAL 104 52 18 34.6 14.98 (7.52, NA) 52 25 48.1 13.27 (10.02, NA) 1.06 (0.57,1.97) 0.8825 0.3121
POST-MENOPAUSAL 215 111 48 43.2 11.93 (7.39, 27.37) 104 40 385 15.24 (10.84, NA) 0.73 (0.48,1.11) 0.1409 0.3121
Hormone receptor status
ER+/PR- 920 45 18 40.0 11.93 (5.78, NA) 45 16 35.6 NE (7.62, NA) 0.71 (0.36, 1.40) 0.3156 0.3079
ER+/PR+ 226 113 43 38.1 16.16 (8.31, 38.93) 113 52 46.0 13.90 (10.84, 20.57) 1.03 (0.68, 1.54) 0.9045 0.3079
Other 9 6 5 83.3 3.71 (0.95, NA) 3 1 333 2.07 (2.07, NA) 0.36 (0.04, 3.16) 0.3384 0.3079
Prior (neo)-adjuvant
endocrine
Aromatase inhibitor and 37 19 6 31.6 NE (3.81, NA) 18 9 50.0 7.33 (2.07, NA) 1.98 (0.70, 5.62) 0.1824 0.1202
tamoxifen
Aromatase inhibitor only 131 71 30 423 11.30 (5.78, 16.16) 60 21 35.0 NE (9.49, NA) 0.63 (0.36, 1.11) 0.1041 0.1202
Tamoxifen only 155 73 30 411 16.85 (6.67, NA) 82 39 47.6 13.90 (11.07, 35.52) 0.87 (0.54, 1.41) 0.5682 0.1202
Prior (neo)-adjuvant CDK4/6
N 322 163 65 39.9 12.88 (7.52, 27.37) 159 69 43.4 15.05 (11.70, 35.52) 0.86 (0.61, 1.21) 0.3849 1.0000
Y 3 1 1 100.0 8.28 NE 2 0 0.0 NE NE 1.00 (1.00, 1.00) 1.0000 1.0000
Prior (neo)-adjuvant
chemotherapy
N 56 27 10 37.0 27.37 (2.33,NA) 29 10 345 15.24 (3.75, NA) 1.02 (0.42, 2.47) 0.9752 0.6763
Y 269 137 56 40.9 11.93 (7.46, 23.72) 132 59 447 14.26 (10.84, 35.52) 0.82 (0.57,1.19) 0.2890 0.6763
EORTC QLQ-C30: Time to
Unconfirmed Deterioration in
Fatigue (MID >=10)
All Patients 325 164 103 62.8 3.71 (1.97,5.19) 161 108 67.1 2.07 (1.87,3.78) 1.06 (0.81, 1.39) 0.7199 NE
Age group (years)
<65 266 130 80 61.5 3.75 (2.10, 5.45) 136 94 69.1 2.07 (1.41, 4.04) 1.08 (0.80, 1.46) 0.6587 0.7218
>=65 59 34 23 67.6 1.94 (0.99, 7.39) 25 14 56.0 191 (1.15, 15.24) 0.98 (0.50, 1.90) 0.9378 0.7218
Sex
F 319 163 103 63.2 3.71 (1.97,5.19) 156 105 67.3 2.07 (1.87,3.78) 1.07 (0.82,1.41) 0.6451 1.0000
M 6 1 0 0.0 NE NE 5 3 60.0 2.10 (0.95, NA) NE NE 1.0000 1.0000
Region
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Pbo+Palbo+Fulv Inavo+Palbo+Fulv
Subgroups Total n Events % Median Median 95% CI n Events % Median Median 95% CI Hazard HR 95% Wald CI p-value p-value
n (Months) (Months) Ratio (log- (likelihood
rank) ratio)
ASIA 120 62 35 56.5 5.19 (2.10, 11.56) 58 43 74.1 1.81 (0.95, 5.49) 1.44 (0.92, 2.26) 0.1380 0.1960
NORTH 127 64 46 71.9 1.87 (0.99, 2.92) 63 39 61.9 1.99 (1.15,3.71) 0.91 (0.60, 1.40) 0.6949 0.1960
AMERICA/WESTERN
EUROPE
OTHER 78 38 22 57.9 3.75 (2.10, 10.35) 40 26 65.0 7.39 (1.94, 13.96) 0.78 (0.44, 1.39) 0.4070 0.1960
Visceral disease (per eCRF)
N 65 36 27 75.0 1.87 (0.95, 5.55) 29 17 58.6 5.82 (1.91, 21.13) 0.47 (0.25, 0.88) 0.0181 0.0049
Y 260 128 76 59.4 3.75 (2.10, 5.98) 132 91 68.9 1.87 (1.05, 3.71) 1.29 (0.95, 1.75) 0.1239 0.0049
Ethnicity
HISPANIC OR LATINO 20 10 6 60.0 5.78 (0.95, NA) 10 6 60.0 3.75 (1.41, NA) 0.91 (0.29, 2.82) 0.8603 0.8685
NOT HISPANIC OR LATINO 294 149 93 62.4 3.71 (2.00, 5.45) 145 98 67.6 1.94 (1.22, 4.04) 1.09 (0.82, 1.44) 0.6267 0.8685
NOT REPORTED 5 3 2 66.7 1.07 (0.95, NA) 2 2 100.0 2.32 (0.92, NA) 0.62 (0.05, 7.00) 0.6949 0.8685
UNKNOWN 6 2 2 100.0 2.40 (1.08, NA) 4 2 50.0 11.50 (1.87, NA) 0.39 (0.03, 4.44) 0.4328 0.8685
Race
Asian 124 63 35 55.6 5.19 (2.10, 11.56) 61 45 73.8 1.87 (0.95, 4.40) 1.46 (0.94, 2.28) 0.1148 0.0226
Black or African American 2 1 1 100.0 16.85 NE 1 0 0.0 NE NE 1.00 (1.00, 1.00) 1.0000 0.0226
White 191 97 65 67.0 214 (1.41, 3.94) 94 62 66.0 2.78 (1.87,4.27) 0.90 (0.63, 1.28) 0.5745 0.0226
Unknown 8 3 2 66.7 1.13 (1.08, NA) 5 1 20.0 21.13 (21.13, NA) <0.01 (0.00, >999.99) 0.0389 0.0226
Liver Metastasis at
Enroliment
N 157 73 54 74.0 1.89 (1.02, 3.71) 84 56 66.7 3.71 (1.91, 5.82) 0.70 (0.48, 1.01) 0.0518 0.0048
Y 168 91 49 53.8 5.19 (3.29, 10.35) 77 52 67.5 1.51 (0.99, 3.71) 1.52 (1.03, 2.25) 0.0394 0.0048
Number Metastatic Organs
at Enroliment
1 53 32 22 68.8 2.37 (1.18, 3.75) 21 17 81.0 1.02 (0.95, 5.82) 1.25 (0.65, 2.41) 0.5138 0.7760
2 104 46 30 65.2 4.44 (2.10, 5.78) 58 39 67.2 2.10 (1.87, 4.40) 1.10 (0.68, 1.78) 0.6909 0.7760
>=3 168 86 51 59.3 2.14 (1.22, 7.95) 82 52 63.4 1.92 (1.81, 5.68) 1.03 (0.70, 1.52) 0.9334 0.7760
ECOG Performance Status at
Baseline
0 206 106 68 64.2 3.29 (1.91, 4.40) 100 71 71.0 191 (1.05, 3.71) 1.15 (0.83, 1.61) 0.4442 0.5204
1 118 58 35 60.3 5.09 (1.41, 10.35) 60 37 61.7 3.71 (1.81,9.13) 0.93 (0.58, 1.47) 0.7435 0.5204
Endocrine Resistance (per
eCRF)
Primary 112 58 36 62.1 3.68 (1.74, 5.55) 54 39 72.2 2.10 (1.87,7.39) 0.97 (0.61, 1.53) 0.8648 0.7815
Secondary 212 105 66 62.9 3.71 (1.94,5.78) 107 69 64.5 2.07 (1.15, 4.04) 1.11 (0.79, 1.55) 0.5922 0.7815
Menopausal Status at
Randomization
NOT POST-MENOPAUSAL 104 52 29 55.8 5.55 (2.14, 16.85) 52 34 65.4 2.78 (0.99, 9.13) 1.12 (0.68, 1.85) 0.7148 0.7720
POST-MENOPAUSAL 215 111 74 66.7 2.10 (1.87,3.94) 104 71 68.3 1.94 (1.81, 3.78) 1.05 (0.76, 1.46) 0.7653 0.7720
Hormone receptor status
ER+/PR- 90 45 24 53.3 5.45 (1.91, 11.56) 45 33 73.3 1.53 (0.99, 4.27) 1.64 (0.97,2.77) 0.0750 0.0896
ER+/PR+ 226 113 75 66.4 2.10 (1.74, 3.94) 113 73 64.6 3.56 (1.87,5.55) 0.89 (0.64, 1.23) 0.4780 0.0896
Other 9 6 4 66.7 5.59 (1.18, NA) 3 2 66.7 1.51 (0.95, NA) 6.79 (0.60, 76.65) 0.0748 0.0896
Prior (neo)-adjuvant
endocrine
Aromatase inhibitor and 37 19 11 57.9 2.00 (1.18, 7.66) 18 9 50.0 5.49 (0.95, NA) 0.85 (0.35, 2.07) 0.7157 0.8320
tamoxifen
Aromatase inhibitor only 131 71 46 64.8 2.10 (1.18, 3.75) 60 46 76.7 1.87 (1.02,3.71) 1.14 (0.75, 1.72) 0.5245 0.8320

Inavolisib (Itovebi® 262 von 1864



Dossier zur Nutzenbewertung — Anhang 4-G Stand: 08.08.2025
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Pbo+Palbo+Fulv Inavo+Palbo+Fulv
Subgroups Total n Events % Median Median 95% CI n Events % Median Median 95% CI Hazard HR 95% Wald CI p-value p-value
n (Months) (Months) Ratio (log- (likelihood
rank) ratio)
Tamoxifen only 155 73 45 61.6 5.19 (2.14, 7.95) 82 53 64.6 291 (1.87, 7.46) 1.06 (0.71, 1.58) 0.8300 0.8320
Prior (neo)-adjuvant CDK4/6
N 322 163 102 62.6 3.71 (1.97,5.19) 159 108 67.9 2.07 (1.87,3.78) 1.07 (0.81, 1.40) 0.6813 1.0000
Y 3 1 1 100.0 0.95 NE 2 0 0.0 NE NE 1.00 (1.00, 1.00) 1.0000 1.0000
Prior (neo)-adjuvant
chemotherapy
N 56 27 18 66.7 1.91 (1.02, 16.36) 29 17 58.6 7.39 (1.87, 13.83) 0.90 (0.46, 1.77) 0.7666 0.4793
Y 269 137 85 62.0 3.71 (2.10, 5.19) 132 91 68.9 1.91 (1.18, 3.68) 1.13 (0.84, 1.52) 0.4541 0.4793
EORTC QLQ-C30: Time to
Unconfirmed Deterioration in
Financial difficulties (MID
>=10)
All Patients 325 164 46 28.0 27.37 (16.36, NA) 161 54 33.5 28.09 (18.69, NA) 0.95 (0.64, 1.42) 0.8135 NE
Age group (years)
<65 266 130 38 29.2 27.37 (14.29, NA) 136 48 35.3 28.09 (19.32, NA) 0.88 (0.57, 1.35) 0.5569 0.4608
>=65 59 34 8 235 NE (16.16, NA) 25 6 24.0 18.69 (17.08, NA) 1.12 (0.39, 3.25) 0.8345 0.4608
Sex
F 319 163 46 28.2 27.37 (16.36, NA) 156 52 333 27.01 (18.69, NA) 0.95 (0.64, 1.42) 0.7976 1.0000
M 6 1 0 0.0 NE NE 5 2 40.0 NE (0.95, NA) NE NE 1.0000 1.0000
Region
ASIA 120 62 17 27.4 NE NE 58 16 27.6 NE (19.32, NA) 0.76 (0.38, 1.51) 0.4279 0.3353
NORTH 127 64 21 32.8 27.37 (13.63, NA) 63 20 317 28.09 (9.30, NA) 0.91 (0.49, 1.70) 0.7718 0.3353
AMERICA/WESTERN
EUROPE
OTHER 78 38 8 21.1 24.54 (16.16, NA) 40 18 45.0 24.05 (7.95, NA) 1.52 (0.65, 3.55) 0.3327 0.3353
Visceral disease (per eCRF)
N 65 36 14 38.9 24.54 (5.59, NA) 29 12 41.4 18.69 (5.55, NA) 0.77 (0.35, 1.70) 0.5214 0.5008
Y 260 128 32 25.0 NE (16.36, NA) 132 42 31.8 28.09 (19.32, NA) 1.05 (0.66, 1.67) 0.8309 0.5008
Ethnicity
HISPANIC OR LATINO 20 10 2 20.0 27.37 (11.30, NA) 10 1 10.0 NE (4.86, NA) 0.47 (0.04, 5.19) 0.5282 0.3475
NOT HISPANIC OR LATINO 294 149 42 28.2 24.54 (16.16, NA) 145 51 35.2 27.01 (17.08, NA) 0.97 (0.64, 1.47) 0.9012 0.3475
NOT REPORTED 5 3 1 333 0.95 (0.95, NA) 2 2 100.0 3.71 (1.87, NA) 1.62 (0.14, 18.31) 0.6949 0.3475
UNKNOWN 6 2 1 50.0 5.55 NE 4 0 0.0 NE NE <0.01 (0.00, >999.99) 0.1573 0.3475
Race
Asian 124 63 17 27.0 NE NE 61 18 295 39.10 (19.32, NA) 0.79 (0.40, 1.54) 0.4826 0.3934
Black or African American 2 1 1 100.0 0.95 NE 1 0 0.0 NE NE 1.00 (1.00, 1.00) 1.0000 0.3934
White 191 97 28 28.9 24.54 (16.16, NA) 94 35 37.2 24.05 (9.46, NA) 1.14 (0.69, 1.87) 0.6202 0.3934
Unknown 8 3 0 0.0 NE NE 5 1 20.0 16.62 (16.62, NA) NE NE 1.0000 0.3934
Liver Metastasis at
Enroliment
N 157 73 24 329 24.54 (16.16, NA) 84 29 34.5 28.09 (18.69, NA) 0.87 (0.50, 1.49) 0.6063 0.6602
Y 168 91 22 24.2 NE (14.29, NA) 77 25 325 24.05 (16.62, NA) 1.05 (0.59, 1.88) 0.8747 0.6602
Number Metastatic Organs
at Enroliment
1 53 32 11 344 NE (5.55, NA) 21 6 28.6 39.10 (7.95, NA) 0.58 (0.20, 1.68) 0.3068 0.0348
2 104 46 16 34.8 14.29 (11.30, NA) 58 16 27.6 NE (21.62, NA) 0.56 (0.28, 1.15) 0.1073 0.0348
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Subgroups Total n Events % Median Median 95% CI n Events % Median Median 95% CI Hazard HR 95% Wald CI p-value p-value
n (Months) (Months) Ratio (log- (likelihood
rank) ratio)
>=3 168 86 19 22.1 NE (16.59, NA) 82 32 39.0 18.69 (11.01, 28.09) 1.63 (0.93, 2.89) 0.0851 0.0348
ECOG Performance Status at
Baseline
0 206 106 28 26.4 NE (27.37, NA) 100 32 32.0 39.10 (24.05, NA) 0.91 (0.55, 1.53) 0.7328 0.5538
1 118 58 18 31.0 16.59 (13.63, NA) 60 22 36.7 17.08 (9.13, NA) 1.09 (0.58, 2.04) 0.7848 0.5538
Endocrine Resistance (per
eCRF)
Primary 112 58 15 25.9 NE (13.63, NA) 54 20 37.0 24.05 (8.38, NA) 1.00 (0.51, 1.99) 0.9859 0.9501
Secondary 212 105 31 29.5 27.37 (16.16, NA) 107 34 31.8 28.09 (19.32, NA) 0.90 (0.55, 1.48) 0.6851 0.9501
Menopausal Status at
Randomization
NOT POST-MENOPAUSAL 104 52 18 34.6 NE (6.14, NA) 52 19 36.5 27.01 (9.46, NA) 0.77 (0.40, 1.48) 0.4348 0.2665
POST-MENOPAUSAL 215 111 28 25.2 27.37 (16.36, NA) 104 33 31.7 24.05 (17.08, NA) 1.07 (0.64, 1.78) 0.7941 0.2665
Hormone receptor status
ER+/PR- 90 45 9 20.0 NE NE 45 13 28.9 NE (18.69, NA) 1.15 (0.49, 2.72) 0.7390 0.8798
ER+/PR+ 226 113 34 30.1 27.37 (14.29, NA) 113 40 35.4 27.01 (16.62, NA) 0.96 (0.60, 1.52) 0.8427 0.8798
Other 9 6 3 50.0 15.06 (5.55, NA) 3 1 333 39.10 NE <0.01 (0.00, >999.99) 0.1973 0.8798
Prior (neo)-adjuvant
endocrine
Aromatase inhibitor and 37 19 5 26.3 NE (6.70, NA) 18 5 27.8 39.10 (4.40, NA) 0.83 (0.22, 3.10) 0.7804 0.7956
tamoxifen
Aromatase inhibitor only 131 71 16 225 27.37 (16.16, NA) 60 17 28.3 NE (15.05, NA) 1.06 (0.54, 2.12) 0.8646 0.7956
Tamoxifen only 155 73 25 34.2 NE (6.14, NA) 82 32 39.0 27.01 (16.62, NA) 0.86 (0.51, 1.46) 0.5816 0.7956
Prior (neo)-adjuvant CDK4/6
N 322 163 46 28.2 27.37 (16.36, NA) 159 54 34.0 28.09 (18.69, NA) 0.94 (0.64, 1.40) 0.7770 1.0000
Y 3 1 0 0.0 NE NE 2 0 0.0 NE NE NE NE 1.0000 1.0000
Prior (neo)-adjuvant
chemotherapy
N 56 27 8 29.6 27.37 (14.29, NA) 29 9 31.0 19.32 (9.13, NA) 0.92 (0.35, 2.41) 0.8730 0.9603
Y 269 137 38 27.7 NE (16.16, NA) 132 45 34.1 28.09 (18.69, NA) 0.97 (0.63, 1.51) 0.9042 0.9603
EORTC QLQ-C30: Time to
Unconfirmed Deterioration in
Nausea and vomiting (MID
>=10)
All Patients 325 164 70 427 11.76 (8.87, 15.74) 161 83 51.6 11.83 (5.72, 19.61) 1.11 (0.80, 1.53) 0.5442 NE
Age group (years)
<65 266 130 53 40.8 11.76 (9.69, 17.74) 136 71 52.2 12.91 (6.01, 19.61) 1.15 (0.80, 1.64) 0.4466 0.8079
>=65 59 34 17 50.0 10.58 (3.78, 14.75) 25 12 48.0 3.71 (0.95, NA) 1.04 (0.48, 2.23) 0.9509 0.8079
Sex
F 319 163 70 42.9 11.76 (8.87, 15.74) 156 79 50.6 12.91 (5.78, 22.64) 1.09 (0.79, 1.51) 0.6181 1.0000
M 6 1 0 0.0 NE NE 5 4 80.0 2.10 (0.99, NA) NE NE 1.0000 1.0000
Region
ASIA 120 62 27 435 9.89 (7.39, NA) 58 30 51.7 9.33 (5.78, NA) 1.04 (0.62,1.77) 0.8908 0.7876
NORTH 127 64 29 45.3 13.14 (9.69, 15.74) 63 29 46.0 13.11 (3.71, 26.71) 0.97 (0.57, 1.64) 0.9154 0.7876
AMERICA/WESTERN
EUROPE
OTHER 78 38 14 36.8 11.33 (3.81, NA) 40 24 60.0 12.91 (1.87,27.73) 1.38 (0.71, 2.69) 0.3413 0.7876
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Pbo+Palbo+Fulv Inavo+Palbo+Fulv
Subgroups Total n Events % Median Median 95% CI n Events % Median Median 95% CI Hazard HR 95% Wald CI p-value p-value
n (Months) (Months) Ratio (log- (likelihood
rank) ratio)
Visceral disease (per eCRF)
N 65 36 15 41.7 15.57 (4.67, NA) 29 19 65.5 5.72 (1.91, 19.61) 1.13 (0.55, 2.33) 0.7277 0.7298
Y 260 128 55 43.0 11.76 (7.49, 15.74) 132 64 48.5 12.91 (5.78, 26.71) 1.08 (0.75, 1.55) 0.7071 0.7298
Ethnicity
HISPANIC OR LATINO 20 10 6 60.0 10.12 (0.95, NA) 10 5 50.0 13.90 (1.41, NA) 0.45 (0.12, 1.66) 0.2183 0.1222
NOT HISPANIC OR LATINO 294 149 63 42.3 12.02 (7.49, 15.74) 145 75 51.7 11.83 (5.78, 22.64) 1.12 (0.80, 1.57) 0.5313 0.1222
NOT REPORTED 5 3 1 33.3 15.74 NE 2 1 50.0 0.92 (0.92, NA) >999.99 (0.00, >999.99) 0.3173 0.1222
UNKNOWN 6 2 0 0.0 NE NE 4 2 50.0 3.79 (1.87, NA) >999.99 (0.00, >999.99) 0.1573 0.1222
Race
Asian 124 63 27 42.9 9.89 (7.39, NA) 61 32 52.5 9.33 (5.78, NA) 1.06 (0.63, 1.79) 0.8263 0.9843
Black or African American 2 1 0 0.0 NE NE 1 0 0.0 NE NE NE NE 1.0000 0.9843
White 191 97 42 43.3 12.91 (8.54, 15.74) 94 49 52.1 13.90 (3.71, 22.64) 1.09 (0.72, 1.65) 0.7035 0.9843
Unknown 8 3 1 33.3 15.74 NE 5 2 40.0 5.72 (4.96, NA) 1.14 (0.10, 13.27) 0.9183 0.9843
Liver Metastasis at
Enrollment
N 157 73 30 411 14.75 (10.58, 24.54) 84 44 52.4 12.91 (3.98, 26.71) 1.20 (0.75, 1.91) 0.4329 0.6164
Y 168 91 40 44.0 8.87 (5.59, 11.76) 77 39 50.6 9.33 (3.71, 27.73) 1.02 (0.65, 1.60) 0.9387 0.6164
Number Metastatic Organs
at Enroliment
1 53 32 10 31.2 NE (9.79, NA) 21 12 57.1 13.11 (0.99, NA) 1.94 (0.83, 4.54) 0.1201 0.2828
2 104 46 24 52.2 9.69 (4.11, 12.02) 58 30 51.7 14.06 (3.98, 22.64) 0.83 (0.48, 1.43) 0.4908 0.2828
>=3 168 86 36 41.9 12.91 (7.43,17.74) 82 41 50.0 9.33 (3.81, 34.56) 1.08 (0.69, 1.70) 0.7493 0.2828
ECOG Performance Status at
Baseline
0 206 106 43 40.6 11.76 (9.79, NA) 100 51 51.0 15.44 (4.96, 27.73) 1.14 (0.75,1.71) 0.5483 0.8312
1 118 58 27 46.6 7.49 (4.11, 15.74) 60 32 53.3 7.82 (3.65, 19.61) 1.02 (0.61, 1.70) 0.9661 0.8312
Endocrine Resistance (per
eCRF)
Primary 112 58 25 43.1 7.43 (3.75, 15.74) 54 32 59.3 7.62 (1.97, 19.61) 1.08 (0.63, 1.84) 0.7674 0.9861
Secondary 212 105 44 41.9 12.91 (9.89, 24.54) 107 51 47.7 12.91 (4.96, NA) 1.12 (0.75, 1.68) 0.6003 0.9861
Menopausal Status at
Randomization
NOT POST-MENOPAUSAL 104 52 17 32.7 15.57 (8.87, NA) 52 28 53.8 12.91 (3.71, NA) 1.49 (0.80, 2.74) 0.2067 0.2813
POST-MENOPAUSAL 215 111 53 47.7 10.58 (7.43, 14.75) 104 51 49.0 11.83 (4.40, 26.71) 0.96 (0.65, 1.42) 0.8435 0.2813
Hormone receptor status
ER+/PR- 90 45 18 40.0 11.56 (5.78, NA) 45 24 53.3 11.83 (3.71, 26.71) 1.16 (0.63, 2.16) 0.6354 0.5554
ER+/PR+ 226 113 50 44.2 11.33 (7.43, 15.74) 113 57 50.4 9.49 (3.94, 27.73) 1.05 (0.72,1.54) 0.8126 0.5554
Other 9 6 2 33.3 24,54 (13.14, NA) 3 2 66.7 13.11 (0.76, NA) >999.99  (0.00, >999.99) 0.0343 0.5554
Prior (neo)-adjuvant
endocrine
Aromatase inhibitor and 37 19 6 31.6 15.74 (3.81, NA) 18 10 55.6 4.96 (0.95, NA) 2.25 (0.82, 6.22) 0.1077 0.3204
tamoxifen
Aromatase inhibitor only 131 71 32 45.1 10.12 (7.39, 14.75) 60 31 51.7 9.49 (3.71, 16.92) 0.97 (0.59, 1.61) 0.8993 0.3204
Tamoxifen only 155 73 31 425 11.56 (7.43, NA) 82 41 50.0 18.37 (6.47, 27.73) 1.06 (0.66, 1.70) 0.8165 0.3204
Prior (neo)-adjuvant CDK4/6
N 322 163 69 42.3 11.76 (8.87, 15.74) 159 83 52.2 11.83 (5.72, 19.61) 111 (0.81, 1.54) 0.5174 1.0000
Y 3 1 1 100.0 15.57 NE 2 0 0.0 NE NE 1.00 (1.00, 1.00) 1.0000 1.0000
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Subgroups Total n Events % Median Median 95% CI n Events % Median Median 95% CI Hazard HR 95% Wald CI p-value p-value
n (Months) (Months) Ratio (log- (likelihood
rank) ratio)
Prior (neo)-adjuvant
chemotherapy
N 56 27 13 48.1 10.12 (2.10, 14.75) 29 14 48.3 8.31 (1.87, 34.56) 0.96 (0.45, 2.06) 0.9120 0.7695
Y 269 137 57 41.6 12.91 (8.54, 17.74) 132 69 52.3 11.83 (5.72, 22.64) 1.12 (0.79, 1.60) 0.5305 0.7695
EORTC QLQ-C30: Time to
Unconfirmed Deterioration in
Pain (MID >=10)
All Patients 325 164 82 50.0 7.46 (4.40, 11.99) 161 84 52.2 9.43 (5.75, 18.69) 0.93 (0.68, 1.26) 0.6161 NE
Age group (years)
<65 266 130 63 48.5 6.74 (4.17, 13.80) 136 72 52.9 7.95 (5.55, 14.75) 0.94 (0.67, 1.32) 0.6983 0.9720
>=65 59 34 19 55.9 8.54 (1.87, 16.59) 25 12 48.0 18.69 (1.15, 21.65) 0.93 (0.45, 1.92) 0.8331 0.9720
Sex
F 319 163 82 50.3 7.46 (4.40, 11.99) 156 81 51.9 9.43 (5.75, 18.69) 0.93 (0.68, 1.26) 0.6105 1.0000
M 6 1 0 0.0 NE NE 5 3 60.0 2.37 (0.95, NA) NE NE 1.0000 1.0000
Region
ASIA 120 62 33 53.2 6.74 (3.25, 14.98) 58 33 56.9 8.54 (5.49, 18.76) 0.89 (0.55, 1.46) 0.6199 0.9436
NORTH 127 64 35 54.7 6.01 (3.75, 15.70) 63 32 50.8 3.94 (2.37,11.30) 1.03 (0.64, 1.67) 0.9010 0.9436
AMERICA/WESTERN
EUROPE
OTHER 78 38 14 36.8 9.43 (3.75, NA) 40 19 475 14.75 (7.95, NA) 0.87 (0.43, 1.75) 0.6950 0.9436
Visceral disease (per eCRF)
N 65 36 21 58.3 9.43 (3.71, 22.70) 29 14 48.3 18.69 (3.94, NA) 0.70 (0.35, 1.38) 0.3036 0.3585
Y 260 128 61 47.7 7.46 (4.17, 14.98) 132 70 53.0 7.92 (5.49, 13.96) 1.01 (0.72, 1.43) 0.9766 0.3585
Ethnicity
HISPANIC OR LATINO 20 10 5 50.0 8.54 (0.95, NA) 10 5 50.0 3.07 (0.95, NA) 1.45 (0.39, 5.40) 0.5778 0.4877
NOT HISPANIC OR LATINO 294 149 74 49.7 7.46 (5.19, 13.80) 145 76 52.4 10.12 (5.82, 18.69) 0.91 (0.66, 1.26) 0.5723 0.4877
NOT REPORTED 5 3 1 33.3 1.18 (1.18, NA) 2 2 100.0 2.45 (0.95, NA) 1.41 (0.08, 23.57) 0.8084 0.4877
UNKNOWN 6 2 2 100.0 2.40 (1.08, NA) 4 1 25.0 1.87 (1.87, NA) 0.39 (0.03, 4.44) 0.4328 0.4877
Race
Asian 124 63 33 52.4 6.74 (3.25, 14.98) 61 35 57.4 7.56 (4.67, 18.76) 0.94 (0.58, 1.52) 0.7608 0.0128
Black or African American 2 1 0 0.0 NE NE 1 0 0.0 NE NE NE NE 1.0000 0.0128
White 191 97 47 48.5 8.54 (3.94, 15.70) 94 49 52.1 9.43 (3.94, 18.92) 0.96 (0.64, 1.43) 0.8360 0.0128
Unknown 8 3 2 66.7 1.13 (1.08, NA) 5 0 0.0 NE NE <0.01 (0.00, >999.99) 0.0389 0.0128
Liver Metastasis at
Enrollment
N 157 73 42 575 7.62 (3.71, 13.80) 84 44 52.4 10.02 (4.40, 18.92) 0.85 (0.55, 1.29) 0.4363 0.5131
Y 168 91 40 44.0 6.74 (4.17, 15.70) 77 40 51.9 7.46 (4.67, 23.03) 1.03 (0.66, 1.60) 0.9267 0.5131
Number Metastatic Organs
at Enrollment
1 53 32 17 53.1 6.01 (3.29, NA) 21 12 57.1 5.82 (1.02, NA) 1.13 (0.54, 2.37) 0.7692 0.1483
2 104 46 28 60.9 5.59 (3.75, 10.05) 58 27 46.6 18.76 (5.52, NA) 0.60 (0.35, 1.03) 0.0586 0.1483
>=3 168 86 37 43.0 13.80 (4.40, 31.05) 82 45 54.9 9.43 (4.40, 14.75) 1.18 (0.76, 1.82) 0.4742 0.1483
ECOG Performance Status at
Baseline
0 206 106 56 52.8 5.59 (3.75, 11.60) 100 54 54.0 7.95 (3.94, 21.65) 0.86 (0.59, 1.26) 0.4295 0.4051
1 118 58 26 448 11.30 (5.78, 22.70) 60 30 50.0 10.02 (5.52, 18.69) 1.09 (0.64, 1.84) 0.7582 0.4051
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Pbo+Palbo+Fulv Inavo+Palbo+Fulv
Subgroups Total n Events % Median Median 95% CI n Events % Median Median 95% CI Hazard HR 95% Wald CI p-value p-value
n (Months) (Months) Ratio (log- (likelihood
rank) ratio)
Endocrine Resistance (per
eCRF)
Primary 112 58 27 46.6 4.40 (3.25, 11.30) 54 27 50.0 11.30 (5.82, 35.09) 0.70 (0.41,1.21) 0.2024 0.3174
Secondary 212 105 55 52.4 9.69 (5.19, 14.98) 107 57 53.3 7.46 (3.78, 14.75) 1.03 (0.71, 1.49) 0.9058 0.3174
Menopausal Status at
Randomization
NOT POST-MENOPAUSAL 104 52 23 44.2 13.80 (5.55, NA) 52 27 51.9 11.24 (5.82, NA) 0.95 (0.54, 1.66) 0.8251 0.9449
POST-MENOPAUSAL 215 111 59 53.2 7.46 (3.75, 11.60) 104 54 51.9 8.54 (3.94, 18.69) 0.92 (0.64, 1.34) 0.6683 0.9449
Hormone receptor status
ER+/PR- 90 45 20 44.4 10.05 (3.68, NA) 45 23 51.1 8.54 (4.67, NA) 0.98 (0.54, 1.79) 0.9390 0.0651
ER+/PR+ 226 113 57 50.4 7.46 (3.88, 13.80) 113 59 52.2 10.02 (5.49, 18.92) 0.93 (0.64, 1.34) 0.6945 0.0651
Other 9 6 5 83.3 3.71 (0.99, NA) 3 2 66.7 0.94 (0.92, NA) >999.99 (0.00, >999.99) 0.0082 0.0651
Prior (neo)-adjuvant
endocrine
Aromatase inhibitor and 37 19 10 52.6 5.59 (2.10, NA) 18 8 44.4 21.65 (0.95, NA) 0.88 (0.34, 2.23) 0.7749 0.4902
tamoxifen
Aromatase inhibitor only 131 71 41 57.7 5.78 (3.29, 11.30) 60 31 51.7 8.54 (3.75, 18.92) 0.77 (0.48, 1.23) 0.2636 0.4902
Ta