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GVD Confidential Page 1 of 1
Protocol PR-30-5017-C
Table 2.15
Overall Survival by Neoadjuvant Chemotherapy According to eCRF (ITT Population)

Neoadjuvant Niraparib Placebo
Chemotherapy Parameter Statistic (N=487) (N=2406)
Yes Time to death (months) [1] [2] Median (95% CI) 33.6 (33.6,NE) NE (NE,NE)
Overall N 322 167
Censored Observations n (%) 270 (83.9) 140 (83.8)
Event Rate, Overall n (%) 52 (16.1) 27 (16.2)
p-value [3] 0.8987
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.97 (0.608,1.548)
No Time to death (months) [1] [2] Median (95% CI) NE (NE,NE) NE (NE,NE)
Overall N 165 79
Censored Observations n (%) 144 (87.3) 67 (84.8)
Event Rate, Overall n (%) 21 (12.7) 12 (15.2)
p-value [3] 0.2948
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.69 (0.336,1.395)

[1] Time to death is defined as the date of randomization to the date of death by any cause. Patients known to be alive were censored
at the last known survival follow-up date.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: best response to platinum therapy (CR or PR), and
HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.

ss737779: T:\Common\Clinical Operations\Programming\Niraparib\5017 (PRIMA)\GVD\Program\Tables\t-2-15-osn.sas 06AUG2020 06:18
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GVD Confidential Page 1 of 1
Protocol PR-30-5017-C
Table 2.16
Overall Survival by Best Response to First Platinum Regimen According to eCRF
(ITT Population)

Best Niraparib Placebo

Response Parameter Statistic (N=487) (N=246)

CR Time to death (months) [1] [2] Median (95% CI) NE (33.6,NE) NE (NE,NE)
Overall N 337 172
Censored Observations n (%) 300 (89.0) 150 (87.2)
Event Rate, Overall n (%) 37 (11.0) 22 (12.8)
p-value [3] 0.5973
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.87 (0.510,1.474)

PR Time to death (months) [1] [2] Median (95% CI) NE (25.3,NE) NE (26.1,NE)
Overall N 150 74
Censored Observations n (%) 114 (76.0) 57 (77.0)
Event Rate, Overall n (%) 36 (24.0) 17 (23.0)
p-value [3] 0.7853
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.92 (0.516,1.647)

[1] Time to death is defined as the date of randomization to the date of death by any cause. Patients known to be alive were censored
at the last known survival follow-up date.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
and HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.

ss737779: T:\Common\Clinical Operations\Programming\Niraparib\5017 (PRIMA)\GVD\Program\Tables\t-2-16-0sp.sas 06AUG2020 06:18
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Protocol PR-30-5017-C
Table 2.18
Overall Survival by Fixed and Individualized Starting Dose Subgroup
(ITT Population)

Starting
Dose Niraparib Placebo
Subgroup Parameter Statistic (N=487) (N=246)
Fixed Time to death (months) [1] [2] Median (95% CI) NE (33.6,NE) NE (NE,NE)
Overall N 317 158
Censored Observations n (%) 265 (83.06) 130 (82.3)
Event Rate, Overall n (%) 52 (l6.4) 28 (17.7)
p-value [3] 0.7243
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.92 (0.580,1.461)
Individualized Time to death (months) [1] [2] Median (95% CI) NE (NE,NE) NE (NE,NE)
Overall N 170 88
Censored Observations n (%) 149 (87.6) 77 (87.5)
Event Rate, Overall n (%) 21 (12.4) 11 (12.5)
p-value [3] 0.5795
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.81 (0.388,1.698)

[1] Time to death is defined as the date of randomization to the date of death by any cause. Patients known to be alive were censored
at the last known survival follow-up date.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.

ss737779: T:\Common\Clinical Operations\Programming\Niraparib\5017 (PRIMA)\GVD\Program\Tables\t-2-18-osd.sas 06AUG2020 06:33
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Protocol PR-30-5017-C
Table 2.42
Progression-Free Survival by Investigator Assessment by Age Category (ITT Population)

Age Niraparib Placebo
Category Parameter Statistic (N=487) (N=2406)
< 65 years Progression-free Survival (months) [1] [2] Median (95% CI) 13.8 (11.3,16.6) 8.2 (7.6,11.2)
Overall N 297 147
Censored Observations n (%) 126 (42.4) 41 (27.9)
Event Rate, Overall n (%) 171 (57.6) 106 (72.1)
Death n (%) 0 0
Progression n (%) 171 (57.6) 106 (72.1)
p-value [3] 0.0001

0.62 (0.488,0.798)
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Hazard Ratio, Niraparib:Placebo [4]

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.

ss737779: T:\Common\Clinical Operations\Programming\Niraparib\5017 (PRIMA)\GVD\Program\Tables\t-2-42-pfssa.sas 06AUG2020 07:12
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GVD

Confidential Page 2 of 2

Protocol PR-30-5017-C

Table 2.42
Progression-Free Survival by Investigator Assessment by Age Category (ITT Population)

Age Niraparib Placebo
Category Parameter Statistic (N=487) (N=246)
>= 65 years Progression-free Survival (months) [1] [2] Median (95% CI) 13.8 (11.0,16.1) 8.3 (5.6,10.9)
Overall N 190 99
Censored Observations n (%) 73 (38.4) 20 (20.2)
Event Rate, Overall n (%) 117 (61.6) 79 (79.8)
Death n (%) 0 0
Progression n (%) 117 (61.6) 79 (79.8)
p-value [3] 0.0003
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.58 (0.427,0.7706)
[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.
[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.
[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd) .
[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
ss8737779: T:\Common\Clinical Operations\Programming\Niraparib\5017 (PRIMA)\GVD\Program\Tables\t-2-42-pfssa.sas 06AUG2020 07:12

Niraparib (Zejula) 10 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD Confidential Page 1 of 2

Protocol PR-30-5017-C
Table 2.43

Progression-Free Survival by Investigator Assessment by Race (ITT Population)

Niraparib Placebo
Race Parameter Statistic (N=487) (N=2406)
White Progression-free Survival (months) [1] [2] Median (95% CI) 13.8 (11.8,16.4) 8.3 (7.6,11.0)
Overall N 436 219
Censored Observations n (%) 174 (39.9) 55 (25.1)
Event Rate, Overall n (%) 262 (60.1) 164 (74.9)
Death n (%) 0 0
Progression n (%) 262 (60.1) 164 (74.9)
p-value [3] <0.0001
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.66 (0.545,0.808)

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.

ss737779: T:\Common\Clinical Operations\Programming\Niraparib\5017 (PRIMA)\GVD\Program\Tables\t-2-43-pfssr.sas 06AUG2020 10:32
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GVD

Confidential Page 2 of 2

Protocol PR-30-5017-C

Table 2.43
Progression-Free Survival by Investigator Assessment by Race (ITT Population)

Niraparib Placebo
Race Parameter Statistic (N=487) (N=2406)
Non-White Progression-free Survival (months) [1] [2] Median (95% CI) 13.8 (8.2,28.5) 7.5 (5.6,9.8)
Overall N 51 27
Censored Observations n (%) 25 (49.0) 6 (22.2)
Event Rate, Overall n (%) 26 (51.0) 21 (77.8)
Death n (%) 0 0
Progression n (%) 26 (51.0) 21 (77.8)
p-value [3] 0.0178
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.45 (0.232,0.890)

[4]

Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See

section 1.2.5.1 of the statistical analysis plan for censoring conventions.

Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd) .

Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
ss8737779: T:\Common\Clinical Operations\Programming\Niraparib\5017 (PRIMA)\GVD\Program\Tables\t-2-43-pfssr.sas 06AUG2020 10:32
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GVD Confidential Page 1 of 2
Protocol PR-30-5017-C
Table 2.44
Progression-Free Survival by Investigator Assessment by ECOG Performance Status (ITT Population)

ECOG Niraparib Placebo
Performance Parameter Statistic (N=487) (N=2406)
0 Progression-free Survival (months) [1] [2] Median (95% CI) 14.7 (13.7,16.7) 8.3 (7.4,10.4)
Overall N 337 174
Censored Observations n (%) 150 (44.5) 44 (25.3)
Event Rate, Overall n (%) 187 (55.5) 130 (74.7)
Death n (%) 0 0
Progression n (%) 187 (55.5) 130 (74.7)
p-value [3] <0.0001
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Hazard Ratio, Niraparib:Placebo [4] 0.62 (0.490,0.773)

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
ss8737779: T:\Common\Clinical Operations\Programming\Niraparib\5017 (PRIMA)\GVD\Program\Tables\t-2-44-pfsse.sas 06AUG2020 10:32
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GVD

Confidential Page 2 of 2

Protocol PR-30-5017-C

Table 2.44
Progression-Free Survival by Investigator Assessment by ECOG Performance Status (ITT Population)

ECOG Niraparib Placebo
Performance Parameter Statistic (N=487) (N=2406)
1 Progression-free Survival (months) [1] [2] Median (95% CI) 11.1 (8.4,14.3) 8.1 (5.7,11.7)
Overall N 150 72
Censored Observations n (%) 49 (32.7) 17 (23.0)
Event Rate, Overall n (%) 101 (67.3) 55 (76.4)
Death n (%) 0 0
Progression n (%) 101 (67.3) 55 (76.4)
p-value [3] 0.0412
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.70 (0.501,0.990)

[4]

Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See

section 1.2.5.1 of the statistical analysis plan for censoring conventions.

Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd) .

Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
ss8737779: T:\Common\Clinical Operations\Programming\Niraparib\5017 (PRIMA)\GVD\Program\Tables\t-2-44-pfsse.sas 06AUG2020 10:32
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Protocol PR-30-5017-C
Table 2.45
Progression-Free Survival by Investigator Assessment by Stage of Disease at Initial Diagnosis (ITT Population)

Stage of Niraparib Placebo
Disease Parameter Statistic (N=487) (N=2406)
ITI Progression-free Survival (months) [1] [2] Median (95% CI) 16.5 (13.8,19.5) 8.3 (7.0,11.0)
Overall N 318 158
Censored Observations n (%) 148 (46.5) 38 (24.1)
Event Rate, Overall n (%) 170 (53.5) 120 (75.9)
Death n (%) 0 0
Progression n (%) 170 (53.5) 120 (75.9)
p-value [3] <0.0001
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.54 (0.424,0.681)

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: Stage III included IIIA, IIIB, IIIC, and III not otherwise specified.

Note: NE = Not Evaluable.
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD Confidential Page 2 of 2

Protocol PR-30-5017-C
Table 2.45
Progression-Free Survival by Investigator Assessment by Stage of Disease at Initial Diagnosis (ITT Population)

Stage of Niraparib Placebo
Disease Parameter Statistic (N=487) (N=2406)
v Progression-free Survival (months) [1] [2] Median (95% CI) 11.2 (8.3,13.8) 8.2 (6.7,11.0)
Overall N 169 88
Censored Observations n (%) 51 (30.2) 23 (26.1)
Event Rate, Overall n (%) 118 (69.8) 65 (73.9)
Death n (%) 0 0
Progression n (%) 118 (69.8) 65 (73.9)
p-value [3] 0.2905
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.85 (0.620,1.155)

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: Stage III included IIIA, IIIB, IIIC, and III not otherwise specified.

Note: NE = Not Evaluable.
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD Confidential Page 1 of 3
Protocol PR-30-5017-C
Table 2.46
Progression-Free Survival by Investigator Assessment by Primary Tumor Site (ITT Population)

Primary
Tumor Niraparib Placebo
Site Parameter Statistic (N=487) (N=246)
Ovarian Progression-free Survival (months) [1] [2] Median (95% CI) 13.9 (11.8,16.5) 8.3 (7.2,11.0)
Overall N 388 201
Censored Observations n (%) 166 (42.8) 50 (24.9)
Event Rate, Overall n (%) 222 (57.2) 151 (75.1)
Death n (%) 0 0
Progression n (%) 222 (57.2) 151 (75.1)
p-value [3] <0.0001
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.61

(0.497,0.754)

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD

Confidential Page 2 of 3

Protocol PR-30-5017-C

Table 2.46
Progression-Free Survival by Investigator Assessment by Primary Tumor Site (ITT Population)

Primary
Tumor Niraparib Placebo
Site Parameter Statistic (N=487) (N=246)
Primary Progression-free Survival (months) [1] [2] Median (95% CI) 13.6 (7.7,19.1) 12.6 (5.6,19.4)
Peritoneal
Overall N 34 13
Censored Observations n (%) 10 (29.4) 3 (23.1)
Event Rate, Overall n (%) 24 (70.0) 10 (76.9)
Death n (%) 0 0
Progression n (%) 24 (70.0) 10 (76.9)
p-value [3] 0.6998
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 1.22
(0.440,3.401)
[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See

[4]

section 1.2.5.1 of the statistical analysis plan for censoring conventions.

Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd) .

Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD

Confidential Page 3 of 3

Protocol PR-30-5017-C

Table 2.46
Progression-Free Survival by Investigator Assessment by Primary Tumor Site (ITT Population)

Primary
Tumor Niraparib Placebo
Site Parameter Statistic (N=487) (N=246)
Fallopian Progression-free Survival (months) [1] [2] Median (95% CI) 12.5 (8.3,16.7) 8.1 (5.6,8.3)
Tube
Overall N 65 32
Censored Observations n (%) 23 (35.4) 8 (25.0)
Event Rate, Overall n (%) 42 (64.0) 24 (75.0)
Death n (%) 0 0
Progression n (%) 42 (64.0) 24 (75.0)
p-value [3] 0.1540
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.68
(0.394,1.161)
[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See

[4]

section 1.2.5.1 of the statistical analysis plan for censoring conventions.

Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd) .

Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD Confidential Page 1 of 2
Protocol PR-30-5017-C
Table 2.47
Progression-Free Survival by Investigator Assessment by Neoadjuvant Chemotherapy According to
Randomization (ITT Population)

Neoadjuvant Niraparib Placebo
Chemotherapy Parameter Statistic (N=487) (N=246)
Yes Progression-free Survival (months) [1] [2] Median (95% CI) 13.8 (11.2,16.4) 8.2 (7.3,10.9)
Overall N 326 165
Censored Observations n (%) 132 (40.5) 43 (26.1)
Event Rate, Overall n (%) 194 (59.5) 122 (73.9)
Death n (%) 0 0
Progression n (%) 194 (59.5) 122 (73.9)
p-value [3] 0.0003
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.66 (0.524,0.827)

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: best response to platinum therapy (CR or PR) and
HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD Confidential Page 2 of 2
Protocol PR-30-5017-C
Table 2.47
Progression-Free Survival by Investigator Assessment by Neoadjuvant Chemotherapy According to
Randomization (ITT Population)

Neoadjuvant Niraparib Placebo
Chemotherapy Parameter Statistic (N=487) (N=246)
No Progression-free Survival (months) [1] [2] Median (95% CI) 14.3 (11.1,16.6) 8.3 (6.8,11.3)
Overall N 161 81
Censored Observations n (%) 67 (41.06) 18 (22.2)
Event Rate, Overall n (%) 94 (58.4) 63 (77.8)
Death n (%) 0 0
Progression n (%) 94 (58.4) 63 (77.8)
p-value [3] 0.0012
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.59 (0.429,0.817)

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: best response to platinum therapy (CR or PR) and
HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD Confidential Page 1 of 2
Protocol PR-30-5017-C
Table 2.48
Progression-Free Survival by Investigator Assessment by Best Response to First Platinum Regimen According
to Randomization (ITT Population)

Best Niraparib Placebo
Response Parameter Statistic (N=487) (N=246)
CR Progression-free Survival (months) [1] [2] Median (95% CI) 16.6 (14.0,19.5) 10.8 (7.9,13.7)
Overall N 327 165
Censored Observations n (%) 149 (45.06) 45 (27.3)
Event Rate, Overall n (%) 178 (54.4) 120 (72.7)
Death n (%) 0 0
Progression n (%) 178 (54.4) 120 (72.7)
p-value [3] <0.0001

0.61 (0.483,0.771)

st
)
©
o
oe
Q
i

Hazard Ratio, Niraparib:Placebo [4]

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
and HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD Confidential Page 2 of 2

Protocol PR-30-5017-C
Table 2.48
Progression-Free Survival by Investigator Assessment by Best Response to First Platinum Regimen According
to Randomization (ITT Population)

Best Niraparib Placebo
Response Parameter Statistic (N=487) (N=246)
PR Progression-free Survival (months) [1] [2] Median (95% CI) 8.5 (8.0,11.1) 6.8 (5.6,8.2)
Overall N 160 81
Censored Observations n (%) 50 (31.3) 16 (19.8)
Event Rate, Overall n (%) 110 (68.8) 65 (80.2)
Death n (%) 0 0
Progression n (%) 110 (68.8) 65 (80.2)
p-value [3] 0.0147
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.68 (0.501,0.930)

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
and HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD Confidential Page 1 of 2

Protocol PR-30-5017-C
Table 2.49

Progression-Free Survival by Investigator Assessment by Neoadjuvant Chemotherapy According to eCRF (ITT Population)

Neoadjuvant Niraparib Placebo
Chemotherapy Parameter Statistic (N=487) (N=2406)
Yes Progression-free Survival (months) [1] [2] Median (95% CI) 13.8 (11.2,16.1) 8.0 (7.0,9.7)
Overall N 322 167
Censored Observations n (%) 127 (39.4) 42 (25.1)
Event Rate, Overall n (%) 195 (60.6) 125 (74.9)
Death n (%) 0 0
Progression n (%) 195 (60.6) 125 (74.9)
p-value [3] 0.0002
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.66 (0.523,0.824)

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: best response to platinum therapy (CR or PR), and
HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD Confidential Page 2 of 2

Protocol PR-30-5017-C
Table 2.49

Progression-Free Survival by Investigator Assessment by Neoadjuvant Chemotherapy According to eCRF (ITT Population)

Neoadjuvant Niraparib Placebo
Chemotherapy Parameter Statistic (N=487) (N=2406)
No Progression-free Survival (months) [1] [2] Median (95% CI) 15.2 (11.8,16.06) 9.0 (7.0,13.0)
Overall N 165 79
Censored Observations n (%) 72 (43.0) 19 (24.1)
Event Rate, Overall n (%) 93 (56.4) 60 (75.9)
Death n (%) 0 0
Progression n (%) 93 (56.4) 60 (75.9)
p-value [3] 0.0021
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.60 (0.434,0.835)

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: best response to platinum therapy (CR or PR), and
HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD Confidential Page 1 of 2
Protocol PR-30-5017-C
Table 2.50
Progression-Free Survival by Investigator Assessment by Best Response to First Platinum Regimen
According to eCRF (ITT Population)

Best Niraparib Placebo
Response Parameter Statistic (N=487) (N=246)
CR Progression-free Survival (months) [1] [2] Median (95% CI) 16.6 (14.2,19.06) 11.0 (8.2,13.7)
Overall N 337 172
Censored Observations n (%) 156 (46.3) 50 (29.1)
Event Rate, Overall n (%) 181 (53.7) 122 (70.9)
Death n (%) 0 0
Progression n (%) 181 (53.7) 122 (70.9)
p-value [3] 0.0001

0.64 (0.505,0.801)

st
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Hazard Ratio, Niraparib:Placebo [4]

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
and HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD Confidential Page 2 of 2
Protocol PR-30-5017-C
Table 2.50
Progression-Free Survival by Investigator Assessment by Best Response to First Platinum Regimen
According to eCRF (ITT Population)

Best Niraparib Placebo
Response Parameter Statistic (N=487) (N=246)
PR Progression-free Survival (months) [1] [2] Median (95% CI) 8.4 (7.9,11.0) 5.7 (5.0,8.0)
Overall N 150 74
Censored Observations n (%) 43 (28.7) 11 (14.9)
Event Rate, Overall n (%) 107 (71.3) 63 (85.1)
Death n (%) 0 0
Progression n (%) 107 (71.3) 63 (85.1)
p-value [3] 0.0007

0.58 (0.425,0.800)

st
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Hazard Ratio, Niraparib:Placebo [4]

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
and HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD Confidential Page 1 of 2
Protocol PR-30-5017-C
Table 2.51
Progression-Free Survival by Investigator Assessment in tBRCA Subgroup (ITT Population)

tBRCA
status Niraparib Placebo
Subtype Parameter Statistic (N=487) (N=246)
tBRCAmut Progression-free Survival (months) [1] [2] Median (95% CI) 24.8 (18.7,NE) 11.5
(8.4,16.6)
Overall N 152 71
Censored Observations n (%) 85 (55.9) 20 (28.2)
Event Rate, Overall n (%) 67 (44.1) 51 (71.8)
Death n (%) 0 0
Progression n (%) 67 (44.1) 51 (71.8)
p-value [3] <0.0001
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.43 (0.297,0.620)

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd for tBRCAwt subgroup only).

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD

Confidential Page 2 of 2

Protocol PR-30-5017-C

Table 2.51
Progression-Free Survival by Investigator Assessment in tBRCA Subgroup (ITT Population)

tBRCA
status Niraparib Placebo
Subtype Parameter Statistic (N=487) (N=246)
tBRCAwWtL Progression-free Survival (months) [1] [2] Median (95% CI) 11.0 (8.5,12.2) 7.6 (5.7,8.3)
Overall N 310 163
Censored Observations n (%) 103 (33.2) 37 (22.7)
Event Rate, Overall n (%) 207 (66.8) 126 (77.3)
Death n (%) 0 0
Progression n (%) 207 (66.8) 126 (77.3)
p-value [3] 0.0035
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.72 (0.572,0.897)
[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See

[4]

section 1.2.5.1 of the statistical analysis plan for censoring conventions.

Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd for tBRCAwt subgroup only) .

Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020
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Protocol PR-30-5017-C
Table 2.52
Progression-Free Survival by Investigator Assessment by Baseline CA-125 Level (ITT Population)

Baseline Niraparib Placebo
CA-125 Parameter Statistic (N=484) (N=244)
<=ULN Progression-free Survival (months) [1] [2] Median (95% CI) 14.7 (13.8,16.6) 8.4 (7.9,11.2)
Overall N 450 226
Censored Observations n (%) 194 (43.1) 58 (25.7)
Event Rate, Overall n (%) 256 (56.9) 168 (74.3)
Death n (%) 0 0
Progression n (%) 256 (56.9) 168 (74.3)
p-value [3] <0.0001
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.62 (0.508,0.753)

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD

Confidential Page 2 of 2

Protocol PR-30-5017-C

Table 2.52
Progression-Free Survival by Investigator Assessment by Baseline CA-125 Level (ITT Population)

Baseline Niraparib Placebo
CA-125 Parameter Statistic (N=484) (N=244)
>ULN Progression-free Survival (months) [1] [2] Median (95% CI) 4.2 (2.8,5.8) 2.9 (2.1,5.3)
Overall N 34 18
Censored Observations n (%) 2 (5.9) 1 (5.0)
Event Rate, Overall n (%) 32 (94.1) 17 (94.4)
Death n (%) 0 0
Progression n (%) 32 (94.1) 17 (94.4)
p-value [3] 0.6362
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Hazard Ratio, Niraparib:Placebo [4] 0.87 (0.432,1.764)

Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See

section 1.2.5.1 of the statistical analysis plan for censoring conventions.

Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd) .

Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD Confidential Page 1 of 5
Protocol PR-30-5017-C
Table 2.54
Progression-Free Survival by Investigator Assessment in HRD subgroup (ITT Population)

HRD
Status Niraparib Placebo
Subtype Parameter Statistic (N=487) (N=246)
HRDpos Progression-free Survival (months) [1] [2] Median (95% CI) 24.2 (16.7,NE) 11.2 (8.4,13.7)
Survival Distribution Function (SDF) [3] SDEF (95% CI)
6-month 0.87 (0.82,0.91) 0.74 (0.65,0.81)
12-month 0.70 (0.64,0.76) 0.47 (0.38,0.55)
18-month 0.56 (0.50,0.63) 0.34 (0.26,0.43)
24-month 0.51 (0.44,0.58) 0.24 (0.16,0.34)
30-month 0.45 (0.36,0.53) 0.16 (0.07,0.29)
Overall N 247 126
Censored Observations n (%) 138 (55.9) 36 (28.0)
Event Rate, Overall n (%) 109 (44.1) 90 (71.4)
Death n (%) 0 0
Progression n (%) 109 (44.1) 90 (71.4)
p-value [4] <0.0001

T
)
©
O
o0
Q
—

Hazard Ratio, Niraparib:Placebo [5] 0.48 (0.360,0.632)

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] SDF estimates from product-limit method. Confidence intervals constructed using log-log transformation.

[4] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR).

[5] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: Where the last observation within a treatment and subgroup is an event prior to a time point, the SDF is missing at subsequent

time points.

Note: NE = Not Evaluable.
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD Confidential Page 2 of 5
Protocol PR-30-5017-C
Table 2.54
Progression-Free Survival by Investigator Assessment in HRD subgroup (ITT Population)

HRD
Status Niraparib Placebo
Subtype Parameter Statistic (N=487) (N=246)
tBRCAmut Progression-free Survival (months) [1] [2] Median (95% CI) 24.8 (18.7,NE) 11.5 (8.4,16.6)
Survival Distribution Function (SDF) [3] SDEF (95% CI)
6-month 0.90 (0.84,0.94) 0.75 (0.63,0.84)
12-month 0.74 (0.67,0.81) 0.50 (0.37,0.61)
18-month 0.59 (0.51,0.67) 0.34 (0.23,0.406)
24-month 0.54 (0.45,0.63) 0.25 (0.15,0.306)
30-month 0.45 (0.34,0.56) 0.19 (0.08,0.33)
Overall N 152 71
Censored Observations n (%) 85 (55.9) 20 (28.2)
Event Rate, Overall n (%) 67 (44.1) 51 (71.8)
Death n (%) 0 0
Progression n (%) 67 (44.1) 51 (71.8)
p-value [4] <0.0001
Hazard Ratio, Niraparib:Placebo [5] HR (95% CI) 0.43 (0.297,0.620)

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] SDF estimates from product-limit method. Confidence intervals constructed using log-log transformation.

[4] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR).

[5] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: Where the last observation within a treatment and subgroup is an event prior to a time point, the SDF is missing at subsequent

time points.

Note: NE = Not Evaluable.
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Protocol PR-30-5017-C
Table 2.54
Progression-Free Survival by Investigator Assessment in HRD subgroup (ITT Population)

HRD
Status Niraparib Placebo
Subtype Parameter Statistic (N=487) (N=246)
non-tBRCAmut Progression-free Survival (months) [1] [2] Median (95% CI) 19.4 (12.5,NE) 10.4 (7.0,13.7)
and HRDpos
Survival Distribution Function (SDF) [3] SDF (95% CI)
6-month 0.83 (0.73,0.90) 0.73 (0.59,0.83)
12-month 0.62 (0.51,0.72) 0.44 (0.30,0.56)
18-month 0.52 (0.41,0.62) 0.34 (0.22,0.47)
24-month 0.45 (0.32,0.56) 0.25 (0.13,0.40)
30-month 0.45 (0.32,0.56) 0.13 (0.01,0.37)
Overall N 95 55
Censored Observations n (%) 53 (55.8) 16 (29.1)
Event Rate, Overall n (%) 42 (44.2) 39 (70.9)
Death n (%) 0 0
Progression n (%) 42 (44.2) 39 (70.9)
p-value [4] 0.0151
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Hazard Ratio, Niraparib:Placebo [5] 0.58 (0.372,0.905)

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] SDF estimates from product-limit method. Confidence intervals constructed using log-log transformation.

[4] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR).

[5] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: Where the last observation within a treatment and subgroup is an event prior to a time point, the SDF is missing at subsequent

time points.

Note: NE = Not Evaluable.
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Protocol PR-30-5017-C
Table 2.54
Progression-Free Survival by Investigator Assessment in HRD subgroup (ITT Population)

HRD
Status Niraparib Placebo
Subtype Parameter Statistic (N=487) (N=246)
HRDneg Progression-free Survival (months) [1] [2] Median (95% CI) 8.3 (7.2,10.5) 5.4 (4.5,7.0)
Survival Distribution Function (SDF) [3] SDEF (95% CI)
6-month 0.59 (0.51,0.66) 0.44 (0.33,0.55)
12-month 0.35 (0.27,0.42) 0.25 (0.16,0.35)
18-month 0.23 (0.17,0.30) 0.17 (0.10,0.26)
24-month 0.17 (0.11,0.25) 0.09 (0.03,0.18)
30-month 0.09 (0.03,0.18)
Overall N 169 80
Censored Observations n (%) 39 (23.1) 12 (15.0)
Event Rate, Overall n (%) 130 (76.9) 68 (85.0)
Death n (%) 0 0
Progression n (%) 130 (76.9) 68 (85.0)
p-value [4] 0.0015
Hazard Ratio, Niraparib:Placebo [5] HR (95% CI) 0.62 (0.456,0.835)

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] SDF estimates from product-limit method. Confidence intervals constructed using log-log transformation.

[4] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR).

[5] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: Where the last observation within a treatment and subgroup is an event prior to a time point, the SDF is missing at subsequent

time points.

Note: NE = Not Evaluable.
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Table 2.54
Progression-Free Survival by Investigator Assessment in HRD subgroup (ITT Population)

HRD
Status Niraparib Placebo
Subtype Parameter Statistic (N=487) (N=246)
HRDnd Progression-free Survival (months) [1] [2] Median (95% CI) 11.0 (7.8,14.2) 8.3 (5.7,16.5)
Survival Distribution Function (SDF) [3] SDEF (95% CI)
6-month 0.73 (0.61,0.82) 0.67 (0.50,0.79)
12-month 0.45 (0.33,0.57) 0.43 (0.27,0.58)
18-month 0.31 (0.20,0.42) 0.35 (0.20,0.50)
24-month 0.23 (0.12,0.35) 0.14 (0.01,0.40)
30-month 0.14 (0.01,0.40)
Overall N 71 40
Censored Observations n (%) 22 (31.0) 13 (32.5)
Event Rate, Overall n (%) 49 (69.0) 27 (67.5)
Death n (%) 0 0
Progression n (%) 49 (69.0) 27 (67.5)
p-value [4] 0.9654
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Hazard Ratio, Niraparib:Placebo [5] 1.01 (0.622,1.637)

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] SDF estimates from product-limit method. Confidence intervals constructed using log-log transformation.

[4] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR).

[5] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: Where the last observation within a treatment and subgroup is an event prior to a time point, the SDF is missing at subsequent

time points.

Note: NE = Not Evaluable.
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Table 2.69
Progression-Free Survival-2 (PFS2) by Investigator Assessment by Neoadjuvant Chemotherapy According
to eCRF (ITT Population)

Neoadjuvant Niraparib Placebo
Chemotherapy Parameter Statistic (N=487) (N=246)
Yes Progression-free Survival-2 (months) [1] [2] Median (95% CI) NE (28.7,NE) NE (27.5,NE)
Overall N 322 167
Censored Observations n (%) 227 (70.5) 116 (69.5)
Event Rate, Overall n (%) 95 (29.5) 51 (30.5)
Death n (%) 24 (7.5) 11 (6.6)
Progression n (%) 71 (22.0) 40 (24.0)
p-value [3] 0.5698

st
)
©
o
oe
Q
i

Hazard Ratio, Niraparib:Placebo [4] 0.91 (0.643,1.275)

[1] PFS2 is defined as the date of randomization in the current study to the earlier date of assessment of progression on the next
anti-cancer therapy following study treatment or death by any cause. See section 1.2.5.3 of the SAP for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: best response to platinum therapy (CR or PR), and

HRD status (HRDpos or HRDneg/HRDnd) .
[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Protocol PR-30-5017-C
Table 2.69
Progression-Free Survival-2 (PFS2) by Investigator Assessment by Neoadjuvant Chemotherapy According
to eCRF (ITT Population)

Neoadjuvant Niraparib Placebo
Chemotherapy Parameter Statistic (N=487) (N=246)
No Progression-free Survival-2 (months) [1] [2] Median (95% CI) 31.3 (26.2,NE) NE (23.9,NE)
Overall N 165 79
Censored Observations n (%) 121 (73.3) 57 (72.2)
Event Rate, Overall n (%) 44 (26.7) 22 (27.8)
Death n (%) 15 (9.1) 3 (3.8)
Progression n (%) 29 (17.0) 19 (24.1)
p-value [3] 0.3245
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Hazard Ratio, Niraparib:Placebo [4] 0.77 (0.461,1.293)

[1] PFS2 is defined as the date of randomization in the current study to the earlier date of assessment of progression on the next
anti-cancer therapy following study treatment or death by any cause. See section 1.2.5.3 of the SAP for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: best response to platinum therapy (CR or PR), and

HRD status (HRDpos or HRDneg/HRDnd) .
[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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GVD Confidential Page 1 of 2

Protocol PR-30-5017-C
Table 2.70
Progression-Free Survival-2 (PFS2) by Investigator Assessment by Best Response to First Platinum Regimen
According to eCRF (ITT Population)

Best Niraparib Placebo
Response Parameter Statistic (N=487) (N=246)
CR Progression-free Survival-2 (months) [1] [2] Median (95% CI) NE (31.3,NE) NE (NE,NE)
Overall N 337 172
Censored Observations n (%) 260 (77.2) 128 (74.4)
Event Rate, Overall n (%) 77 (22.8) 44 (25.0)
Death n (%) 16 (4.7) 6 (3.5)
Progression n (%) 61 (18.1) 38 (22.1)
p-value [3] 0.3009
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.82 (0.566,1.193)

[1] PFS2 is defined as the date of randomization in the current study to the earlier date of assessment of progression on the next
anti-cancer therapy following study treatment or death by any cause. See section 1.2.5.3 of the SAP for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
and HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Table 2.70
Progression-Free Survival-2 (PFS2) by Investigator Assessment by Best Response to First Platinum Regimen
According to eCRF (ITT Population)

Best Niraparib Placebo
Response Parameter Statistic (N=487) (N=246)
PR Progression-free Survival-2 (months) [1] [2] Median (95% CI) 22.2 (19.0,NE) 23.9 (16.1,NE)
Overall N 150 74
Censored Observations n (%) 88 (58.7) 45 (60.8)
Event Rate, Overall n (%) 62 (41.3) 29 (39.2)
Death n (%) 23 (15.3) 8 (10.8)
Progression n (%) 39 (26.0) 21 (28.4)
p-value [3] 0.7971
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Hazard Ratio, Niraparib:Placebo [4] 0.94 (0.605,1.472)

[1] PFS2 is defined as the date of randomization in the current study to the earlier date of assessment of progression on the next
anti-cancer therapy following study treatment or death by any cause. See section 1.2.5.3 of the SAP for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
and HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Table 2.72
Progression-Free Survival-2 (PFS2) by Investigator Assessment by Fixed and Individualized Starting Dose
Subgroup (ITT Population)

Starting Dose Niraparib Placebo
Subgroup Parameter Statistic (N=487) (N=246)
Fixed Progression-free Survival-2 (months) [1] [2] Median (95% CI) NE (28.7,NE) NE (24.4,NE)
Overall N 317 158
Censored Observations n (%) 222 (70.0) 102 (64.6)
Event Rate, Overall n (%) 95 (30.0) 56 (35.4)
Death n (%) 27 (8.5) 8 (5.1)
Progression n (%) 68 (21.5) 48 (30.4)
p-value [3] 0.1631
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.79 (0.566, 1.102)

[1] PFS2 is defined as the date of randomization in the current study to the earlier date of assessment of progression on the next
anti-cancer therapy following study treatment or death by any cause. See section 1.2.5.3 of the SAP for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Table 2.72
Progression-Free Survival-2 (PFS2) by Investigator Assessment by Fixed and Individualized Starting Dose
Subgroup (ITT Population)

Starting Dose Niraparib Placebo
Subgroup Parameter Statistic (N=487) (N=246)
Individualized Progression-free Survival-2 (months) [1] [2] Median (95% CI) NE (NE,NE) NE (NE,NE)
Overall N 170 88
Censored Observations n (%) 126 (74.1) 71 (80.7)
Event Rate, Overall n (%) 44 (25.9) 17 (19.3)
Death n (%) 12 (7.1) 6 (6.8)
Progression n (%) 32 (18.8) 11 (12.5)
p-value [3] 0.6724
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Hazard Ratio, Niraparib:Placebo [4] 1.13 (0.639, 2.003)

[1] PFS2 is defined as the date of randomization in the current study to the earlier date of assessment of progression on the next
anti-cancer therapy following study treatment or death by any cause. See section 1.2.5.3 of the SAP for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Table 2.87
Time to First Subsequent Therapy by Neoadjuvant Chemotherapy According to eCRF
(ITT Population)

Neoadjuvant Niraparib Placebo
Chemotherapy Parameter Statistic (N=487) (N=246)
Yes Time to First Subsequent Therapy (months) [1] [2] Median (95% CI) 16.0 (14.5,20.5) 11.9 (9.7,14.4)
Overall N 322 167
Censored Observations n (%) 145 (45.0) 58 (34.7)
Event Rate, Overall n (%) 177 (55.0) 109 (65.3)
p-value [3] 0.0061
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.72 (0.563,0.910)

[1] Time to first subsequent therapy is defined as the time from the date of randomization to the date of first dose of follow-up
anti-cancer treatment or death, whichever occurs first. Patients alive and not starting a first follow-up anti-cancer treatment
will be censored at the date last known alive.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: best response to platinum therapy (CR or PR), and
HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.

ss737779: T:\Common\Clinical Operations\Programming\Niraparib\5017 (PRIMA)\GVD\Program\Tables\t-2-87-tfstn.sas 06AUG2020 12:49

Niraparib (Zejula) 43 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD Confidential Page 2 of 2
Protocol PR-30-5017-C
Table 2.87
Time to First Subsequent Therapy by Neoadjuvant Chemotherapy According to eCRF
(ITT Population)

Neoadjuvant Niraparib Placebo
Chemotherapy Parameter Statistic (N=487) (N=246)
No Time to First Subsequent Therapy (months) [1] [2] Median (95% CI) 19.4 (15.6,25.6) 12.2 (9.2,17.5)
Overall N 165 79
Censored Observations n (%) 83 (50.3) 30 (38.0)
Event Rate, Overall n (%) 82 (49.7) 49 (62.0)
p-value [3] 0.0106
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.63 (0.442,0.900)

[1] Time to first subsequent therapy is defined as the time from the date of randomization to the date of first dose of follow-up
anti-cancer treatment or death, whichever occurs first. Patients alive and not starting a first follow-up anti-cancer treatment
will be censored at the date last known alive.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: best response to platinum therapy (CR or PR), and
HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Table 2.88
Time to First Subsequent Therapy by Best Response to First Platinum Regimen
According to eCRF (ITT Population)

Best Niraparib Placebo
Response Parameter Statistic (N=487) (N=2406)
CR Time to First Subsequent Therapy (months) [1] [2] Median (95% CI) 21.9 (17.6,25.2) 13.9 (11.8,17.1)
Overall N 337 172
Censored Observations n (%) 175 (51.9) 67 (39.0)
Event Rate, Overall n (%) 162 (48.1) 105 (61.0)
p-value [3] 0.0007
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.65 (0.510,0.8306)
[1] Time to first subsequent therapy is defined as the time from the date of randomization to the date of first dose of follow-up

[31]

[4]

anti-cancer treatment or death, whichever occurs first. Patients alive and not starting a first follow-up anti-cancer treatment
will be censored at the date last known alive.

Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
and HRD status (HRDpos or HRDneg/HRDnd) .

Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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GVD
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Protocol PR-30-5017-C

Table 2.88
Time to First Subsequent Therapy by Best Response to First Platinum Regimen
According to eCRF (ITT Population)

Best Niraparib Placebo

Response Parameter Statistic (N=487) (N=246)

PR Time to First Subsequent Therapy (months) [1] [2] Median (95% CI) 11.6 (10.2,14.0) 9.1 (7.1,11.1)
Overall N 150 74
Censored Observations n (%) 53 (35.3) 21 (28.4)
Event Rate, Overall n (%) 97 (64.7) 53 (71.0)
p-value [3] 0.0478
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.71 (0.509,0.998)

[1] Time to first subsequent therapy is defined as the time from the date of randomization to the date of first dose of follow-up

[31]

[4]

anti-cancer treatment or death, whichever occurs first. Patients alive and not starting a first follow-up anti-cancer treatment
will be censored at the date last known alive.

Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
and HRD status (HRDpos or HRDneg/HRDnd) .

Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Protocol PR-30-5017-C

Table 2.90
Time to First Subsequent Therapy by Fixed and Individualized Starting Dose Subgroup
(ITT Population)

Starting Niraparib Placebo

Dose Subgroup Parameter Statistic (N=487) (N=246)

Fixed Time to First Subsequent Therapy (months) [1] [2] Median (95% CI) 18.3 (15.5,23.2) 12.0 (9.7,14.4)
Overall N 317 158
Censored Observations n (%) 148 (46.7) 54 (34.2)
Event Rate, Overall n (%) 169 (53.3) 104 (65.8)
p-value [3] 0.0013
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.67 (0.523,0.850)

[1] Time to first subsequent therapy is defined as the time from the date of randomization to the date of first dose of follow-up

[31]

[4]

anti-cancer treatment or death, whichever occurs first. Patients alive and not starting a first follow-up anti-cancer treatment
will be censored at the date last known alive.

Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd) .

Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD Confidential Page 2 of 2
Protocol PR-30-5017-C
Table 2.90
Time to First Subsequent Therapy by Fixed and Individualized Starting Dose Subgroup
(ITT Population)

Starting Niraparib Placebo
Dose Subgroup Parameter Statistic (N=487) (N=246)
Individualized Time to First Subsequent Therapy (months) [1] [2] Median (95% CI) 16.0 (13.3,NE) 11.7 (8.7,14.9)
Overall N 170 88
Censored Observations n (%) 80 (47.1) 34 (38.06)
Event Rate, Overall n (%) 90 (52.9) 54 (61.4)
p-value [3] 0.0879
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.74 (0.527,1.040)

[1] Time to first subsequent therapy is defined as the time from the date of randomization to the date of first dose of follow-up
anti-cancer treatment or death, whichever occurs first. Patients alive and not starting a first follow-up anti-cancer treatment
will be censored at the date last known alive.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Table 2.11
Overall Survival by Neoadjuvant Chemotherapy According to eCRF (ITT-GVD Population)

Neoadjuvant Niraparib Placebo
Chemotherapy Parameter Statistic (N=228) (N=124)
Yes Time to death (months) [1] [2] Median (95% CI) NE (NE,NE) NE (NE,NE)
Overall N 145 75
Censored Observations n (%) 124 (85.5) 66 (88.0)
Event Rate, Overall n (%) 21 (14.5) 9 (12.0)
p-value [3] 0.5708
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 1.26 (0.571,2.763)
No Time to death (months) [1] [2] Median (95% CI) NE (NE,NE) NE (NE,NE)
Overall N 83 49
Censored Observations n (%) 75 (90.4) 42 (85.7)
Event Rate, Overall n (%) 8 (9.0) 7 (14.3)
p-value [3] 0.2846
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.58 (0.209,1.599)

[1] Time to death is defined as the date of randomization to the date of death by any cause. Patients known to be alive were censored
at the last known survival follow-up date.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: best response to platinum therapy (CR or PR), and
HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Protocol PR-30-5017-C
Table 2.12
Overall Survival by Best Response to First Platinum Regimen According to eCRF
(ITT-GVD Population)

Best Niraparib Placebo

Response Parameter Statistic (N=228) (N=124)

CR Time to death (months) [1] [2] Median (95% CI) NE (NE,NE) NE (NE,NE)
Overall N 149 84
Censored Observations n (%) 139 (93.3) 74 (88.1)
Event Rate, Overall n (%) 10 (6.7) 10 (11.9)
p-value [3] 0.2625
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.61 (0.252,1.465)

PR Time to death (months) [1] [2] Median (95% CI) 25.3 (25.3,NE) NE (NE,NE)
Overall N 79 40
Censored Observations n (%) 60 (75.9) 34 (85.0)
Event Rate, Overall n (%) 19 (24.1) 6 (15.0)
p-value [3] 0.3714
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 1.52 (0.603,3.822)

[1] Time to death is defined as the date of randomization to the date of death by any cause. Patients known to be alive were censored
at the last known survival follow-up date.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
and HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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GVD
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Overall Survival by Fixed and Individualized Starting Dose Subgroup

Confidential

Table 2.14

Stand: 23.11.2020

Page 1 of 1

(ITT-GVD Population)

Starting
Dose Niraparib Placebo
Subgroup Parameter Statistic (N=228) (N=124)
Fixed Time to death (months) [1] [2] Median (95% CI) NE (NE,NE) NE (NE,NE)
Overall N 72 42
Censored Observations n (%) 63 (87.5) 36 (85.7)
Event Rate, Overall n (%) 9 (12.5) 6 (14.3)
p-value [3] 0.9639
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 1.03 (0.349,3.008)
Individualized Time to death (months) [1] [2] Median (95% CI) NE (NE,NE) NE (NE,NE)
Overall N 156 82
Censored Observations n (%) 136 (87.2) 72 (87.8)
Event Rate, Overall n (%) 20 (12.8) 10 (12.2)
p-value [3] 0.7793
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.90 (0.417,1.928)

[1] Time to death is defined as the date of randomization to the date of death by any cause.

at the last known survival follow-up date.

[2] Quartile estimates from product-limit

transformation.

[3] Based on stratified log-rank test using randomization stratification factors:

best response to platinum therapy

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD Confidential Page 1 of 2

Protocol PR-30-5017-C
Table 2.30
Progression-Free Survival by Investigator Assessment by Race (ITT-GVD Population)

Niraparib Placebo
Race Parameter Statistic (N=228) (N=124)
White Progression-free Survival (months) [1] [2] Median (95% CI) 13.8 (11.0,16.6) 8.3 (7.3,11.0)
Overall N 205 110
Censored Observations n (%) 87 (42.4) 27 (24.5)
Event Rate, Overall n (%) 118 (57.6) 83 (75.5)
Death n (%) 0 0
Progression n (%) 118 (57.6) 83 (75.5)
p-value [3] 0.0021
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.64 (0.478,0.851)

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD
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Protocol PR-30-5017-C

Table 2.30
Progression-Free Survival by Investigator Assessment by Race (ITT-GVD Population)

Niraparib Placebo
Race Parameter Statistic (N=228) (N=124)
Non-White Progression-free Survival (months) [1] [2] Median (95% CI) 16.1 (8.3,NE) 7.7 (2.8,NE)
Overall N 23 14
Censored Observations n (%) 13 (56.5) 5 (35.7)
Event Rate, Overall n (%) 10 (43.5) 9 (64.3)
Death n (%) 0 0
Progression n (%) 10 (43.5) 9 (64.3)
p-value [3] 0.1610
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.44 (0.137,1.419)

[4]

Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See

section 1.2.5.1 of the statistical analysis plan for censoring conventions.

Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd) .

Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Protocol PR-30-5017-C
Table 2.31
Progression-Free Survival by Investigator Assessment by ECOG Performance Status (ITT-GVD Population)

ECOG Niraparib Placebo
Performance Parameter Statistic (N=228) (N=124)
0 Progression-free Survival (months) [1] [2] Median (95% CI) 16.4 (12.2,19.06) 8.3 (6.8,11.2)
Overall N 154 83
Censored Observations n (%) 75 (48.7) 20 (24.1)
Event Rate, Overall n (%) 79 (51.3) 63 (75.9)
Death n (%) 0 0
Progression n (%) 79 (51.3) 63 (75.9)
p-value [3] 0.0001
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.51 (0.360,0.714)

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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GVD
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Protocol PR-30-5017-C

Table 2.31
Progression-Free Survival by Investigator Assessment by ECOG Performance Status (ITT-GVD Population)

ECOG Niraparib Placebo
Performance Parameter Statistic (N=228) (N=124)
1 Progression-free Survival (months) [1] [2] Median (95% CI) 11.0 (6.8,14.0) 8.1 (5.7,11.5)
Overall N 74 41
Censored Observations n (%) 25 (33.8) 12 (29.3)
Event Rate, Overall n (%) 49 (66.2) 29 (70.7)
Death n (%) 0 0
Progression n (%) 49 (66.2) 29 (70.7)
p-value [3] 0.6908
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.91 (0.564,1.468)

[4]

Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.
Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log

transformation.

Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd) .

Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD Confidential Page 1 of 2

Protocol PR-30-5017-C
Table 2.32
Progression-Free Survival by Investigator Assessment by Stage of Disease at Initial Diagnosis (ITT-GVD Population)

Stage of Niraparib Placebo
Disease Parameter Statistic (N=228) (N=124)
ITI Progression-free Survival (months) [1] [2] Median (95% CI) 16.6 (12.2,19.06) 7.6 (6.5,9.4)
Overall N 155 80
Censored Observations n (%) 76 (49.0) 19 (23.8)
Event Rate, Overall n (%) 79 (51.0) 61 (76.3)
Death n (%) 0 0
Progression n (%) 79 (51.0) 6l (76.3)
p-value [3] 0.0001
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.51 (0.357,0.714)

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.
[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log

transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: Stage III included IIIA, IIIB, IIIC, and III not otherwise specified.

Note: NE = Not Evaluable.
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD Confidential Page 2 of 2

Protocol PR-30-5017-C
Table 2.32
Progression-Free Survival by Investigator Assessment by Stage of Disease at Initial Diagnosis (ITT-GVD Population)

Stage of Niraparib Placebo
Disease Parameter Statistic (N=228) (N=124)
v Progression-free Survival (months) [1] [2] Median (95% CI) 11.0 (7.9,13.9) 9.7 (8.1,12.7)
Overall N 73 44
Censored Observations n (%) 24 (32.9) 13 (29.5)
Event Rate, Overall n (%) 49 (67.1) 31 (70.5)
Death n (%) 0 0
Progression n (%) 49 (67.1) 31 (70.5)
p-value [3] 0.5307
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.85 (0.528,1.377)

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.
[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log

transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: Stage III included IIIA, IIIB, IIIC, and III not otherwise specified.

Note: NE = Not Evaluable.
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Protocol PR-30-5017-C
Table 2.33
Progression-Free Survival by Investigator Assessment by Primary Tumor Site (ITT-GVD Population)

Primary
Tumor Niraparib Placebo
Site Parameter Statistic (N=228) (N=124)
Ovarian Progression-free Survival (months) [1] [2] Median (95% CI) 13.9 (10.9,16.06) 8.2 (6.5,10.9)
Overall N 187 99
Censored Observations n (%) 85 (45.5) 24 (24.2)
Event Rate, Overall n (%) 102 (54.5) 75 (75.8)
Death n (%) 0 0
Progression n (%) 102 (54.5) 75 (75.8)
p-value [3] 0.0006
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.59 (0.439,0.8006)

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Protocol PR-30-5017-C

Table 2.33
Progression-Free Survival by Investigator Assessment by Primary Tumor Site (ITT-GVD Population)

Primary
Tumor Niraparib Placebo
Site Parameter Statistic (N=228) (N=124)
Primary Progression-free Survival (months) [1] [2] Median (95% CI) 14.3 (7.8,NE) 18.5 (1.8,NE)
Peritoneal
Overall N 18 8
Censored Observations n (%) 7 (38.9) 3 (37.5)
Event Rate, Overall n (%) 11 (61.1) 5 (62.5)
Death n (%) 0 0
Progression n (%) 11 (61.1) 5 (62.5)
p-value [3] 0.7004
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 1.32 (0.321,5.410)
[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See

[4]

section 1.2.5.1 of the statistical analysis plan for censoring conventions.

Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd) .

Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
ss737779: T:\Common\Clinical Operations\Programming\Niraparib\5017 (PRIMA)\GVD\Program\Tables\t-2-33-pfsspt-g.sas 07SEP2020 13:18

Niraparib (Zejula) 59 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD

Confidential Page 3 of 3

Protocol PR-30-5017-C

Table 2.33
Progression-Free Survival by Investigator Assessment by Primary Tumor Site (ITT-GVD Population)

Primary
Tumor Niraparib Placebo
Site Parameter Statistic (N=228) (N=124)
Fallopian Progression-free Survival (months) [1] [2] Median (95% CI) 13.8 (7.3,19.4) 8.2 (6.1,16.3)
Tube
Overall N 23 17
Censored Observations n (%) 8 (34.8) 5 (29.4)
Event Rate, Overall n (%) 15 (65.2) 12 (70.6)
Death n (%) 0 0
Progression n (%) 15 (65.2) 12 (70.6)
p-value [3] 0.4218
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.71 (0.306,1.644)
[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See

[4]

section 1.2.5.1 of the statistical analysis plan for censoring conventions.

Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd) .

Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Protocol PR-30-5017-C
Table 2.34
Progression-Free Survival by Investigator Assessment by Neoadjuvant Chemotherapy According to
Randomization (ITT-GVD Population)

Neoadjuvant Niraparib Placebo
Chemotherapy Parameter Statistic (N=228) (N=124)
Yes Progression-free Survival (months) [1] [2] Median (95% CI) 13.9 (10.5,16.6) 8.3 (7.0,12.7)
Overall N 146 74
Censored Observations n (%) 64 (43.8) 22 (29.7)
Event Rate, Overall n (%) 82 (56.2) 52 (70.3)
Death n (%) 0 0
Progression n (%) 82 (56.2) 52 (70.3)
p-value [3] 0.0409
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.69 (0.487,0.986)

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: best response to platinum therapy (CR or PR) and
HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Table 2.34
Progression-Free Survival by Investigator Assessment by Neoadjuvant Chemotherapy According to
Randomization (ITT-GVD Population)

Neoadjuvant Niraparib Placebo
Chemotherapy Parameter Statistic (N=228) (N=124)
No Progression-free Survival (months) [1] [2] Median (95% CI) 15.2 (11.1,19.6) 8.2 (5.7,10.4)
Overall N 82 50
Censored Observations n (%) 36 (43.9) 10 (20.0)
Event Rate, Overall n (%) 46 (56.1) 40 (80.0)
Death n (%) 0 0
Progression n (%) 46 (56.1) 40 (80.0)
p-value [3] 0.0020
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.51 (0.330,0.788)

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: best response to platinum therapy (CR or PR) and
HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Protocol PR-30-5017-C
Table 2.35
Progression-Free Survival by Investigator Assessment by Best Response to First Platinum Regimen According
to Randomization (ITT-GVD Population)

Best Niraparib Placebo
Response Parameter Statistic (N=228) (N=124)
CR Progression-free Survival (months) [1] [2] Median (95% CI) 16.5 (12.2,25.7) 9.0 (7.2,12.7)
Overall N 146 82
Censored Observations n (%) 72 (49.3) 21 (25.06)
Event Rate, Overall n (%) 74 (50.7) 6l (74.4)
Death n (%) 0 0
Progression n (%) 74 (50.7) 61 (74.4)
p-value [3] 0.0004
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.54 (0.384,0.7606)

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
and HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Protocol PR-30-5017-C
Table 2.35
Progression-Free Survival by Investigator Assessment by Best Response to First Platinum Regimen According
to Randomization (ITT-GVD Population)

Best Niraparib Placebo
Response Parameter Statistic (N=228) (N=124)
PR Progression-free Survival (months) [1] [2] Median (95% CI) 10.2 (8.2,13.9) 8.1 (5.7,8.4)
Overall N 82 42
Censored Observations n (%) 28 (34.1) 11 (26.2)
Event Rate, Overall n (%) 54 (65.9) 31 (73.8)
Death n (%) 0 0
Progression n (%) 54 (65.9) 31 (73.8)
p-value [3] 0.2227

0.76 (0.482,1.185)

st
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i

Hazard Ratio, Niraparib:Placebo [4]

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
and HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Protocol PR-30-5017-C

Table 2.36
Progression-Free Survival by Investigator Assessment by Neoadjuvant Chemotherapy According to eCRF (ITT-GVD Population)

Neoadjuvant Niraparib Placebo
Chemotherapy Parameter Statistic (N=228) (N=124)
Yes Progression-free Survival (months) [1] [2] Median (95% CI) 13.9 (10.3,16.06) 8.2 (6.8,11.2)
Overall N 145 75
Censored Observations n (%) 63 (43.4) 21 (28.0)
Event Rate, Overall n (%) 82 (56.0) 54 (72.0)
Death n (%) 0 0
Progression n (%) 82 (56.0) 54 (72.0)
p-value [3] 0.0181
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.66 (0.465,0.934)

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: best response to platinum therapy (CR or PR), and
HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Protocol PR-30-5017-C

Table 2.36
Progression-Free Survival by Investigator Assessment by Neoadjuvant Chemotherapy According to eCRF (ITT-GVD Population)

Neoadjuvant Niraparib Placebo
Chemotherapy Parameter Statistic (N=228) (N=124)
No Progression-free Survival (months) [1] [2] Median (95% CI) 15.2 (11.1,19.0) 8.3 (6.5,11.2)
Overall N 83 49
Censored Observations n (%) 37 (44.0) 11 (22.4)
Event Rate, Overall n (%) 46 (55.4) 38 (77.6)
Death n (%) 0 0
Progression n (%) 46 (55.4) 38 (77.0)
p-value [3] 0.0120
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.57 (0.370,0.891)

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: best response to platinum therapy (CR or PR), and
HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Protocol PR-30-5017-C
Table 2.37
Progression-Free Survival by Investigator Assessment by Best Response to First Platinum Regimen
According to eCRF (ITT-GVD Population)

Best Niraparib Placebo
Response Parameter Statistic (N=228) (N=124)
CR Progression-free Survival (months) [1] [2] Median (95% CI) 16.5 (12.2,25.7) 9.7 (7.7,13.7)
Overall N 149 84
Censored Observations n (%) 74 (49.7) 25 (29.8)
Event Rate, Overall n (%) 75 (50.3) 59 (70.2)
Death n (%) 0 0
Progression n (%) 75 (50.3) 59 (70.2)
p-value [3] 0.0076
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.63 (0.442,0.880)

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
and HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Table 2.37
Progression-Free Survival by Investigator Assessment by Best Response to First Platinum Regimen
According to eCRF (ITT-GVD Population)

Best Niraparib Placebo
Response Parameter Statistic (N=228) (N=124)
PR Progression-free Survival (months) [1] [2] Median (95% CI) 10.2 (8.2,13.9) 6.6 (5.6,8.2)
Overall N 79 40
Censored Observations n (%) 26 (32.9) 7 (17.5)
Event Rate, Overall n (%) 53 (67.1) 33 (82.5)
Death n (%) 0 0
Progression n (%) 53 (67.1) 33 (82.5)
p-value [3] 0.0087
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.56 (0.358,0.868)

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
and HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Table 2.39
Progression-Free Survival by Investigator Assessment by Baseline CA-125 Level (ITT-GVD Population)

Baseline Niraparib Placebo
CA-125 Parameter Statistic (N=228) (N=124)
<=ULN Progression-free Survival (months) [1] [2] Median (95% CI) 14.5 (11.9,19.1) 8.3 (7.6,11.2)
Overall N 214 115
Censored Observations n (%) 98 (45.8) 32 (27.8)
Event Rate, Overall n (%) 116 (54.2) 83 (72.2)
Death n (%) 0 0
Progression n (%) 116 (54.2) 83 (72.2)
p-value [3] 0.0007
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Hazard Ratio, Niraparib:Placebo [4] 0.61 (0.457,0.812)

[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See
section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Protocol PR-30-5017-C

Table 2.39
Progression-Free Survival by Investigator Assessment by Baseline CA-125 Level (ITT-GVD Population)

Baseline Niraparib Placebo
CA-125 Parameter Statistic (N=228) (N=124)
>ULN Progression-free Survival (months) [1] [2] Median (95% CI) 4.0 (2.7,6.6) 4.9 (1.2,8.5)
Overall N 14 9
Censored Observations n (%) 2 (14.3) 0
Event Rate, Overall n (%) 12 (85.7) 9 (100.0)
Death n (%) 0 0
Progression n (%) 12 (85.7) 9 (100.0)
p-value [3] 0.1433

[4]
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Hazard Ratio, Niraparib:Placebo [4] 0.33 (0.068,1.557)

Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See

section 1.2.5.1 of the statistical analysis plan for censoring conventions.

Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd) .

Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Protocol PR-30-5017-C
Table 2.41

Progression-Free Survival by Investigator Assessment in HRD subgroup

Stand: 23.11.2020

Page 1 of 5

(ITT-GVD Population)

HRD
Status Niraparib Placebo
Subtype Parameter Statistic (N=228) (N=124)
HRDpos Progression-free Survival (months) [1] [2] Median (95% CI) 25.7 (16.6,NE) 12.1 (9.4,16.1)
Survival Distribution Function (SDF) [3] SDEF (95% CI)
6-month 0.88 (0.80,0.93) 0.83 (0.70,0.91)
12-month 0.73 (0.64,0.80) 0.50 (0.36,0.62)
18-month 0.58 (0.48,0.66) 0.35 (0.22,0.47)
24-month 0.51 (0.39,0.61) 0.24 (0.12,0.38)
30-month 0.44 (0.29,0.59) 0.24 (0.12,0.38)
Overall N 120 56
Censored Observations n (%) 70 (58.3) 18 (32.1)
Event Rate, Overall n (%) 50 (41.7) 38 (67.9)
Death n (%) 0 0
Progression n (%) 50 (41.7) 38 (67.9)
p-value [4] 0.0003
Hazard Ratio, Niraparib:Placebo [5] HR (95% CI) 0.46 (0.302,0.712)
[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See

section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] SDF estimates from product-limit method. Confidence intervals constructed using log-log transformation.

[4] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR).

[5] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Table 2.41

Progression-Free Survival by Investigator Assessment in HRD subgroup

Stand: 23.11.2020

Page 2 of 5

(ITT-GVD Population)

HRD
Status Niraparib Placebo
Subtype Parameter Statistic (N=228) (N=124)
tBRCAmut Progression-free Survival (months) [1] [2] Median (95% CI) 25.7 (16.6,NE) 11.5 (9.4,14.3)
Survival Distribution Function (SDF) [3] SDEF (95% CI)
6-month 0.90 (0.81,0.95) 0.83 (0.63,0.92)
12-month 0.81 (0.69,0.88) 0.48 (0.29,0.65)
18-month 0.61 (0.48,0.71) 0.27 (0.13,0.44)
24-month 0.58 (0.45,0.69) 0.19 (0.07,0.35)
30-month 0.48 (0.28,0.66) 0.19 (0.07,0.35)
Overall N 76 31
Censored Observations n (%) 47 (61.8) 8 (25.8)
Event Rate, Overall n (%) 29 (38.2) 23 (74.2)
Death n (%) 0 0
Progression n (%) 29 (38.2) 23 (74.2)
p-value [4] <0.0001
Hazard Ratio, Niraparib:Placebo [5] HR (95% CI) 0.33 (0.186,0.570)
[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See

section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] SDF estimates from product-limit method. Confidence intervals constructed using log-log transformation.

[4] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR).

[5] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Table 2.41

Progression-Free Survival by Investigator Assessment in HRD subgroup

Stand: 23.11.2020

Page 3 of 5

(ITT-GVD Population)

HRD
Status Niraparib Placebo
Subtype Parameter Statistic (N=228) (N=124)
non-tBRCAmut Progression-free Survival (months) [1] [2] Median (95% CI) 19.4 (11.1,NE) 12.1 (7.6,NE)
and HRDpos
Survival Distribution Function (SDF) [3] SDF (95% CI)
6-month 0.83 (0.68,0.92) 0.84 (0.63,0.94)
12-month 0.60 (0.43,0.73) 0.52 (0.31,0.69)
18-month 0.52 (0.36,0.66) 0.44 (0.24,0.62)
24-month 0.36 (0.16,0.57) 0.29 (0.07,0.56)
30-month 0.36 (0.16,0.57) 0.29 (0.07,0.56)
Overall N 44 25
Censored Observations n (%) 23 (52.3) 10 (40.0)
Event Rate, Overall n (%) 21 (47.7) 15 (60.0)
Death n (%) 0 0
Progression n (%) 21 (47.7) 15 (60.0)
p-value [4] 0.2865
Hazard Ratio, Niraparib:Placebo [5] HR (95% CI) 0.69 (0.347,1.370)
[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See

section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] SDF estimates from product-limit method. Confidence intervals constructed using log-log transformation.

[4] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR).

[5] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Table 2.41

Progression-Free Survival by Investigator Assessment in HRD subgroup

Stand: 23.11.2020

Page 4 of 5

(ITT-GVD Population)

HRD
Status Niraparib Placebo
Subtype Parameter Statistic (N=228) (N=124)
HRDneg Progression-free Survival (months) [1] [2] Median (95% CI) 7.3 (5.6,9.7) 5.7 (4.6,7.6)
Survival Distribution Function (SDF) [3] SDEF (95% CI)
6-month 0.52 (0.40,0.63) 0.49 (0.34,0.63)
12-month 0.29 (0.19,0.39) 0.21 (0.10,0.34)
18-month 0.23 (0.14,0.33) 0.14 (0.06,0.26)
24-month 0.21 (0.12,0.31) 0.08 (0.02,0.20)
30-month 0.21 (0.12,0.31) 0.08 (0.02,0.20)
Overall N 77 45
Censored Observations n (%) 20 (26.0) 6 (13.3)
Event Rate, Overall n (%) 57 (74.0) 39 (86.7)
Death n (%) 0 0
Progression n (%) 57 (74.0) 39 (86.7)
p-value [4] 0.0247
Hazard Ratio, Niraparib:Placebo [5] HR (95% CI) 0.62 (0.408,0.948)

section 1.2.5.1 of the statistical analysis plan for censoring conventions.

Progression-free Survival is defined as the time in months from the date of randomization to progression or death.

See

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] SDF estimates from product-limit method. Confidence intervals constructed using log-log transformation.

[4] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR).

[5] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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GVD Confidential
Protocol PR-30-5017-C
Table 2.41

Progression-Free Survival by Investigator Assessment in HRD subgroup

Stand: 23.11.2020

Page 5 of 5

(ITT-GVD Population)

HRD
Status Niraparib Placebo
Subtype Parameter Statistic (N=228) (N=124)
HRDnd Progression-free Survival (months) [1] [2] Median (95% CI) 11.0 (7.4,13.9) 7.7 (5.6,13.7)
Survival Distribution Function (SDF) [3] SDEF (95% CI)
6-month 0.79 (0.59,0.90) 0.59 (0.36,0.76)
12-month 0.39 (0.22,0.57) 0.35 (0.16,0.54)
18-month 0.25 (0.11,0.42) 0.30 (0.12,0.50)
24-month 0.25 (0.11,0.42) 0.30 (0.12,0.50)
30-month 0.25 (0.11,0.42) 0.30 (0.12,0.50)
Overall N 31 23
Censored Observations n (%) 10 (32.3) 8 (34.8)
Event Rate, Overall n (%) 21 (67.7) 15 (65.2)
Death n (%) 0 0
Progression n (%) 21 (67.7) 15 (65.2)
p-value [4] 0.3899
Hazard Ratio, Niraparib:Placebo [5] HR (95% CI) 0.70 (0.336,1.474)
[1] Progression-free Survival is defined as the time in months from the date of randomization to progression or death. See

section 1.2.5.1 of the statistical analysis plan for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] SDF estimates from product-limit method. Confidence intervals constructed using log-log transformation.

[4] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR).

[5] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD Confidential Page 1 of 2
Protocol PR-30-5017-C
Table 2.65
Progression-Free Survival-2 (PFS2) by Investigator Assessment by Neoadjuvant Chemotherapy According
to eCRF (ITT-GVD Population)

Neoadjuvant Niraparib Placebo
Chemotherapy Parameter Statistic (N=228) (N=124)
Yes Progression-free Survival-2 (months) [1] [2] Median (95% CI) NE (25.3,NE) NE (23.1,NE)
Overall N 145 75
Censored Observations n (%) 105 (72.4) 57 (76.0)
Event Rate, Overall n (%) 40 (27.0) 18 (24.0)
Death n (%) 11 (7.0) 7 (9.3)
Progression n (%) 29 (20.0) 11 (14.7)
p-value [3] 0.3690

T
)
©
O
o0
Q
—

Hazard Ratio, Niraparib:Placebo [4] 1.30 (0.733,2.302)

[1] PFS2 is defined as the date of randomization in the current study to the earlier date of assessment of progression on the next
anti-cancer therapy following study treatment or death by any cause. See section 1.2.5.3 of the SAP for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: best response to platinum therapy (CR or PR), and
HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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GVD Confidential Page 2 of 2
Protocol PR-30-5017-C
Table 2.65
Progression-Free Survival-2 (PFS2) by Investigator Assessment by Neoadjuvant Chemotherapy According
to eCRF (ITT-GVD Population)

Neoadjuvant Niraparib Placebo
Chemotherapy Parameter Statistic (N=228) (N=124)
No Progression-free Survival-2 (months) [1] [2] Median (95% CI) NE (24.3,NE) NE (25.6,NE)
Overall N 83 49
Censored Observations n (%) 63 (75.9) 36 (73.5)
Event Rate, Overall n (%) 20 (24.1) 13 (26.5)
Death n (%) 8 (9.6) 3 (6.1)
Progression n (%) 12 (14.5) 10 (20.4)
p-value [3] 0.4092

T
)
©
O
o0
Q
—

Hazard Ratio, Niraparib:Placebo [4] 0.74 (0.365,1.509)

[1] PFS2 is defined as the date of randomization in the current study to the earlier date of assessment of progression on the next
anti-cancer therapy following study treatment or death by any cause. See section 1.2.5.3 of the SAP for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: best response to platinum therapy (CR or PR), and

HRD status (HRDpos or HRDneg/HRDnd) .
[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
ss737779: T:\Common\Clinical Operations\Programming\Niraparib\5017 (PRIMA)\GVD\Program\Tables\t-2-65-pfss2n-g.sas 04SEP2020 07:15

Niraparib (Zejula) 77 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD Confidential Page 1 of 2
Protocol PR-30-5017-C
Table 2.66
Progression-Free Survival-2 (PFS2) by Investigator Assessment by Best Response to First Platinum Regimen
According to eCRF (ITT-GVD Population)

Best Niraparib Placebo
Response Parameter Statistic (N=228) (N=124)
CR Progression-free Survival-2 (months) [1] [2] Median (95% CI) NE (27.2,NE) NE (NE,NE)
Overall N 149 84
Censored Observations n (%) 117 (78.5) 64 (76.2)
Event Rate, Overall n (%) 32 (21.5) 20 (23.8)
Death n (%) 4 (2.7) 5 (6.0)
Progression n (%) 28 (18.8) 15 (17.9)
p-value [3] 0.7339

T
)
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—

Hazard Ratio, Niraparib:Placebo [4] 0.91 (0.517,1.593)

[1] PFS2 is defined as the date of randomization in the current study to the earlier date of assessment of progression on the next
anti-cancer therapy following study treatment or death by any cause. See section 1.2.5.3 of the SAP for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
and HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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GVD Confidential Page 2 of 2
Protocol PR-30-5017-C
Table 2.66
Progression-Free Survival-2 (PFS2) by Investigator Assessment by Best Response to First Platinum Regimen
According to eCRF (ITT-GVD Population)

Best Niraparib Placebo
Response Parameter Statistic (N=228) (N=124)
PR Progression-free Survival-2 (months) [1] [2] Median (95% CI) 25.3 (20.7,NE) 25.6 (23.1,NE)
Overall N 79 40
Censored Observations n (%) 51 (64.0) 29 (72.5)
Event Rate, Overall n (%) 28 (35.4) 11 (27.5)
Death n (%) 15 (19.0) 5 (12.5)
Progression n (%) 13 (16.5) 6 (15.0)
p-value [3] 0.4137

st
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Hazard Ratio, Niraparib:Placebo [4] 1.35 (0.654,2.797)

[1] PFS2 is defined as the date of randomization in the current study to the earlier date of assessment of progression on the next
anti-cancer therapy following study treatment or death by any cause. See section 1.2.5.3 of the SAP for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),

and HRD status (HRDpos or HRDneg/HRDnd) .
[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD Confidential Page 1 of 2
Protocol PR-30-5017-C
Table 2.68
Progression-Free Survival-2 (PFS2) by Investigator Assessment by Fixed and Individualized Starting Dose
Subgroup (ITT-GVD Population)

Starting Dose Niraparib Placebo
Subgroup Parameter Statistic (N=228) (N=124)
Fixed Progression-free Survival-2 (months) [1] [2] Median (95% CI) NE (27.2,NE) NE (18.7,NE)
Overall N 72 42
Censored Observations n (%) 53 (73.0) 26 (61.9)
Event Rate, Overall n (%) 19 (26.4) 16 (38.1)
Death n (%) 8 (11.1) 4 (9.5)
Progression n (%) 11 (15.3) 12 (28.0)
p-value [3] 0.2889
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.68 (0.339, 1.383)

[1] PFS2 is defined as the date of randomization in the current study to the earlier date of assessment of progression on the next
anti-cancer therapy following study treatment or death by any cause. See section 1.2.5.3 of the SAP for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD Confidential Page 2 of 2
Protocol PR-30-5017-C
Table 2.68
Progression-Free Survival-2 (PFS2) by Investigator Assessment by Fixed and Individualized Starting Dose
Subgroup (ITT-GVD Population)

Starting Dose Niraparib Placebo
Subgroup Parameter Statistic (N=228) (N=124)
Individualized Progression-free Survival-2 (months) [1] [2] Median (95% CI) NE (NE,NE) NE (NE,NE)
Overall N 156 82
Censored Observations n (%) 115 (73.7) 67 (81.7)
Event Rate, Overall n (%) 41 (26.3) 15 (18.3)
Death n (%) 11 (7.1) 6 (7.3)
Progression n (%) 30 (19.2) 9 (11.0)
p-value [3] 0.4396

T
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Hazard Ratio, Niraparib:Placebo [4] 1.27 (0.694, 2.323)

[1] PFS2 is defined as the date of randomization in the current study to the earlier date of assessment of progression on the next
anti-cancer therapy following study treatment or death by any cause. See section 1.2.5.3 of the SAP for censoring conventions.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD

Confidential Page 1 of 2

Protocol PR-30-5017-C

Table 2.83
Time to First Subsequent Therapy by Neoadjuvant Chemotherapy According to eCRF
(ITT-GVD Population)

Neoadjuvant Niraparib Placebo
Chemotherapy Parameter Statistic (N=228) (N=124)
Yes Time to First Subsequent Therapy (months) [1] [2] Median (95% CI) 16.0 (12.3,NE) 13.1 (8.7,14.9)
Overall N 145 75
Censored Observations n (%) 69 (47.6) 27 (36.0)
Event Rate, Overall n (%) 76 (52.4) 48 (64.0)
p-value [3] 0.1525
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.77 (0.532,1.104)

[31]

[4]

Time to first subsequent therapy is defined as the time from the date of randomization to the date of first dose of follow-up
anti-cancer treatment or death, whichever occurs first. Patients alive and not starting a first follow-up anti-cancer treatment
will be censored at the date last known alive.

Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

Based on stratified log-rank test using randomization stratification factors: best response to platinum therapy (CR or PR), and
HRD status (HRDpos or HRDneg/HRDnd) .

Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD

Confidential Page 2 of 2

Protocol PR-30-5017-C

Table 2.83
Time to First Subsequent Therapy by Neoadjuvant Chemotherapy According to eCRF
(ITT-GVD Population)

Neoadjuvant Niraparib Placebo
Chemotherapy Parameter Statistic (N=228) (N=124)
No Time to First Subsequent Therapy (months) [1] [2] Median (95% CI) 19.7 (14.6,NE) 10.4 (8.8,14.2)
Overall N 83 49
Censored Observations n (%) 43 (51.8) 1o (32.7)
Event Rate, Overall n (%) 40 (48.2) 33 (67.3)
p-value [3] 0.0087
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.54 (0.338,0.862)

[31]

[4]

Time to first subsequent therapy is defined as the time from the date of randomization to the date of first dose of follow-up
anti-cancer treatment or death, whichever occurs first. Patients alive and not starting a first follow-up anti-cancer treatment
will be censored at the date last known alive.

Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

Based on stratified log-rank test using randomization stratification factors: best response to platinum therapy (CR or PR), and
HRD status (HRDpos or HRDneg/HRDnd) .

Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
jg247770: T:\Common\Clinical Operations\Programming\Niraparib\5017 (PRIMA)\GVD\Program\Tables\t-2-83-tfstn-g.sas 04SEP2020 08:58

Niraparib (Zejula) 83 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD

Confidential Page 1 of 2

Protocol PR-30-5017-C

Table 2.84
Time to First Subsequent Therapy by Best Response to First Platinum Regimen
According to eCRF (ITT-GVD Population)

Best Niraparib Placebo
Response Parameter Statistic (N=228) (N=124)
CR Time to First Subsequent Therapy (months) [1] [2] Median (95% CI) 20.5 (15.3,NE) 13.1 (9.2,15.3)
Overall N 149 84
Censored Observations n (%) 80 (53.7) 29 (34.5)
Event Rate, Overall n (%) 69 (46.3) 55 (65.5)
p-value [3] 0.0036
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.59 (0.413,0.845)
[1] Time to first subsequent therapy is defined as the time from the date of randomization to the date of first dose of follow-up

[31]

[4]

anti-cancer treatment or death, whichever occurs first. Patients alive and not starting a first follow-up anti-cancer treatment
will be censored at the date last known alive.

Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
and HRD status (HRDpos or HRDneg/HRDnd) .

Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD Confidential Page 2 of 2
Protocol PR-30-5017-C
Table 2.84
Time to First Subsequent Therapy by Best Response to First Platinum Regimen
According to eCRF (ITT-GVD Population)

Best Niraparib Placebo
Response Parameter Statistic (N=228) (N=124)
PR Time to First Subsequent Therapy (months) [1] [2] Median (95% CI) 14.3 (10.4,19.7) 10.9 (7.9,13.7)
Overall N 79 40
Censored Observations n (%) 32 (40.5) 14 (35.0)
Event Rate, Overall n (%) 47 (59.5) 26 (65.0)
p-value [3] 0.4055
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.82 (0.503,1.323)

[1] Time to first subsequent therapy is defined as the time from the date of randomization to the date of first dose of follow-up
anti-cancer treatment or death, whichever occurs first. Patients alive and not starting a first follow-up anti-cancer treatment
will be censored at the date last known alive.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
and HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD

Confidential Page 1 of 2

Protocol PR-30-5017-C

Table 2.86
Time to First Subsequent Therapy by Fixed and Individualized Starting Dose Subgroup
(ITT-GVD Population)

Starting Niraparib Placebo

Dose Subgroup Parameter Statistic (N=228) (N=124)

Fixed Time to First Subsequent Therapy (months) [1] [2] Median (95% CI) NE (13.9,NE) 11.1 (8.8,14.5)
Overall N 72 42
Censored Observations n (%) 40 (55.0) 12 (28.0)
Event Rate, Overall n (%) 32 (44.4) 30 (71.4)
p-value [3] 0.0025
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.46 (0.272,0.767)

[1] Time to first subsequent therapy is defined as the time from the date of randomization to the date of first dose of follow-up

[31]

[4]

anti-cancer treatment or death, whichever occurs first. Patients alive and not starting a first follow-up anti-cancer treatment
will be censored at the date last known alive.

Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd) .

Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

GVD Confidential Page 2 of 2
Protocol PR-30-5017-C
Table 2.86
Time to First Subsequent Therapy by Fixed and Individualized Starting Dose Subgroup
(ITT-GVD Population)

Starting Niraparib Placebo
Dose Subgroup Parameter Statistic (N=228) (N=124)
Individualized Time to First Subsequent Therapy (months) [1] [2] Median (95% CI) 16.0 (13.3,20.06) 11.7 (8.7,14.9)
Overall N 156 82
Censored Observations n (%) 72 (46.2) 31 (37.8)
Event Rate, Overall n (%) 84 (53.8) 51 (62.2)
p-value [3] 0.1459
Hazard Ratio, Niraparib:Placebo [4] HR (95% CI) 0.77 (0.539,1.095)

[1] Time to first subsequent therapy is defined as the time from the date of randomization to the date of first dose of follow-up
anti-cancer treatment or death, whichever occurs first. Patients alive and not starting a first follow-up anti-cancer treatment
will be censored at the date last known alive.

[2] Quartile estimates from product-limit (Kaplan-Meier) method. Confidence intervals from Brookmeyer and Crowley method with log-log
transformation.

[3] Based on stratified log-rank test using randomization stratification factors: Administration of neoadjuvant chemotherapy (yes/no),
best response to platinum therapy (CR or PR), and HRD status (HRDpos or HRDneg/HRDnd) .

[4] Based on stratified Cox proportional hazards model using randomization stratification factors as above.

Note: NE = Not Evaluable.
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Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=487) (N=246) (N=733)
Last On-treatment Actual n 263 171 434
Visit Prior to
Progression
Mean (StdbDev) 25.1 (4.39) 25.3 (3.92) 25.2 (4.21)
Median 26.0 26.0 26.0
Q1, 03 23.0, 28.0 23.0, 28.0 23.0, 28.0
Min, Max 9, 32 7, 32 7, 32
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Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=487) (N=2406) (N=733)
End of Treatment Actual (All Subjects) n 214 159 373

Mean (StdDev) 23.0 (4.83) 23.4 (4.70) 23.2 (4.77)
Median 24.0 24.0 24.0
Q1, 03 20.0, 26.0 21.0, 27.0 21.0, 27.0
Min, Max 4, 31 4, 32 4, 32

Actual (Subjects with n 209 146 355

Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev) 25.2 (4.35) 25.5 (3.66) 25.3 (4.08)
Median 26.0 26.0 26.0
Q1, 03 23.0, 28.0 24.0, 28.0 23.0, 28.0
Min, Max 10, 32 14, 32 10, 32
End of Treatment
Mean (StdDev) 23.1 (4.85) 23.5 (4.73) 23.2 (4.80)
Median 24.0 24.0 24.0
Q1, 03 20.0, 26.0 21.0, 27.0 21.0, 27.0
Min, Max 4, 31 4, 32 4, 32
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Visit

Stand: 23.11.2020

Overall
(N=733)

End of Treatment

Niraparib (Zejula)

Change at Visit

Niraparib
Statistic (N=487)
Mean (StdDev) -2.1 (3.71)
Median -2.0
Q1, 03 -4.0, 0.0
Min, Max -14, 8
p-value[l]
Delta2 (95% CI) [3]
Delta3 (95% CI) [4]
LS Mean (SE) -2.1 (0.24)
95% CI -2.6, -1.7

p-value[2]

-2.1 (3.62)

-1.3

-4.0, 0.0

-15, 8

<0.0001

0.46 (0.37, 0.55)
0.51 (0.41, 0.61)

2.1 (0.19)
2.4, -1.7
<0.0001
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Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=487) (N=2406) (N=733)
Follow-Up Week 4 Actual (All Subjects) n 135 97 232

Mean (StdDev) 23.3 (5.65) 22.9 (4.75) 23.1 (5.29)
Median 24.0 24.0 24.0
Q1, 03 21.0, 27.0 20.0, 26.0 20.0, 27.0
Min, Max 1, 32 8, 30 1, 32
Actual (Subjects with n 134 90 224
Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev) 25.4 (4.15) 25.2 (3.77) 25.3 (4.00)
Median 26.0 26.0 26.0
Q1, 03 23.0, 28.0 23.0, 28.0 23.0, 28.0
Min, Max 10, 32 7, 32 7, 32
Follow-Up Week 4
Mean (StdDev) 23.3 (5.66) 22.9 (4.82) 23.1 (5.33)
Median 24.0 24.0 24.0
Q1, 03 21.0, 27.0 20.0, 26.0 20.0, 27.0
Min, Max 1, 32 8, 30 1, 32
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Stand: 23.11.2020

Actual/ Niraparib Overall
Visit Change Statistic (N=487) (N=733)
Follow-Up Week 4 Change at Visit Mean (StdDev) -2.1 (4.98) -2.2 (4.70)
Median -1.0 -1.3
Q1, 03 -4.0, 0.0 -4.0, 0.0
Min, Max -25, 10 -25, 10
p-value[1l] <0.0001
Delta2 (95% CI) [3] 0.47 (0.34, 0.61)
Delta3 (95% CI) [4] 0.56 (0.39, 0.7
LS Mean (SE) -2.1 (0.39) -2.2 (0.30)
95% CI -2.9, -1.3 -2.8, -1.6
p-value[2] <0.0001
Change up to Visit n [5] 215 366
LS Mean (SE) -2.2 (0.38) -2.4 (0.29)
95% CI -3.0, -1.5 -3.0, -1.8
p-value[6] <0.0001
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Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=487) (N=246) (N=733)
Follow-Up Week 8 Actual (All Subjects) n 135 88 223
Mean (StdDev) 23.2 (4.71) 22.5 (4.77) 22.9 (4.74)
Median 25.0 24.0 24.0
Q1, 03 20.0, 27.0 20.0, 26.0 20.0, 26.0
Min, Max 9, 31 9, 30 9, 31
Actual (Subjects with n 133 83 216
Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev) 25.3 (4.33) 25.3 (3.60) 25.3 (4.006)
Median 26.0 26.0 26.0
Q1, 03 23.0, 28.0 23.0, 28.0 23.0, 28.0
Min, Max 12, 32 14, 32 12, 32
Follow-Up Week 8
Mean (StdDev) 23.3 (4.73) 22.6 (4.76) 23.0 (4.74)
Median 25.0 24.0 24.0
Q1, 03 20.0, 27.0 20.0, 26.0 20.0, 26.0
Min, Max 9, 31 9, 30 9, 31
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020
Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=487) (N=2406) (N=733)
Follow-Up Week 8 Change at Visit Mean (StdDev) -2.0 (4.27) -2.7 (4.32) -2.3 (4.30)
Median -2.0 -2.0 -2.0
01, Q3 -4.0, 0.0 -4.0, 0.0 -4.0, 0.0
Min, Max -18, 8 -19, 10 -19, 10
p-value[1l] <0.0001
Delta2 (95% CI) 0.52 (0.38, 0.65)
Delta3 (95% CI) 0.56 (0.41, 0.71
LS Mean (SE) -2.0 (0.35) -2.7 (0.44) -2.3 (0.27)
95% CI -2.7, -1.3 -3.6, -1.9 -2.8, -1.7
p-value[2] <0.0001
Change up to Visit n [5] 220 151 371
LS Mean (SE) -1.9 (0.34) -2.9 (0.42) -2.3 (0.26)
95% CI -2.6, -1.3 -3.7, -2.0 -2.8, -1.8
p-value[6] <0.0001
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Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=487) (N=2406) (N=733)
Follow-Up Week 12 Actual (All Subjects) n 159 103 262

Mean (StdDev) 23.2 (5.58) 23.1 (4.58) 23.2 (5.20)
Median 24.0 24.0 24.0
Q1, 03 20.0, 27.0 21.0, 26.0 21.0, 26.0
Min, Max 3, 32 8, 31 3, 32
Actual (Subjects with n 154 97 251
Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev) 25.5 (4.29) 25.3 (3.93) 25.5 (4.15)
Median 26.0 26.0 26.0
Q1, 03 23.0, 29.0 23.0, 28.0 23.0, 28.0
Min, Max 10, 32 7, 32 7, 32
Follow-Up Week 12
Mean (StdDev) 23.2 (5.60) 23.1 (4.65) 23.2 (5.25)
Median 24.0 24.0 24.0
Q1, 03 20.0, 27.0 21.0, 26.0 21.0, 26.0
Min, Max 3, 32 8, 31 3, 32
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020
Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=487) (N=2406) (N=733)
Follow-Up Week 12 Change at Visit Mean (StdDev) -2.3 (4.79) -2.2 (4.20) -2.3 (4.56)
Median -1.0 -2.0 -1.0
01, Q3 -4.0, 0.0 -4.0, 0.0 -4.0, 0.0
Min, Max -20, 7 -22, 7 -22, 7
p-value[1l] <0.0001
Delta2 (95% CI) 0.48 (0.36, 0.61)
Delta3 (95% CI) 0.55 (0.41, 0.7
LS Mean (SE) -2.3 (0.35) -2.3 (0.45) -2.3 (0.28)
95% CI -3.0, -1.6 -3.2, -1.4 -2.8, -1.7
p-value[2] <0.0001
Change up to Visit n [5] 226 151 377
LS Mean (SE) -2.1 (0.35) -2.3 (0.44) -2.2 (0.27)
95% CI -2.8, -1.4 -3.1, -1.4 -2.7, -1.6
p-value[6] <0.0001
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Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=487) (N=2406) (N=733)
Follow-Up Week 24 Actual (All Subjects) n 128 83 211

Mean (StdDev) 23.8 (5.04) 24.0 (4.23) 23.8 (4.73)
Median 25.0 25.0 25.0
Q1, 03 21.0, 27.0 22.0, 27.0 21.0, 27.0
Min, Max 3, 32 9, 31 3, 32
Actual (Subjects with n 123 77 200
Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev) 25.8 (4.30) 25.3 (3.39) 25.7 (3.97)
Median 26.3 26.0 26.0
Q1, 03 24.0, 29.0 23.0, 28.0 23.0, 28.0
Min, Max 9, 32 14, 31 9, 32
Follow-Up Week 24
Mean (StdDev) 24.0 (4.97) 24.0 (4.32) 24.0 (4.72)
Median 25.0 25.0 25.0
Q1, 03 21.0, 27.0 22.0, 27.0 21.5, 27.0
Min, Max 3, 32 9, 31 3, 32
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020
Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=487) (N=2406) (N=733)
Follow-Up Week 24 Change at Visit Mean (StdDev) -1.9 (4.85) -1.4 (3.71) -1.7 (4.44)
Median -1.3 -1.0 -1.0
01, Q3 -4.0, 0.0 -3.0, 1.0 -4.0, 0.0
Min, Max -20, 19 -14, 7 -20, 19
p-value[1l] <0.0001
Delta2 (95% CI) 0.39 (0.24, 0.53)
Delta3 (95% CI) 0.43 (0.27, 0.59)
LS Mean (SE) -1.8 (0.37) -1.5 (0.47) -1.7 (0.29)
95% CI -2.5, -1.1 -2.4, -0.6 -2.3, -1.1
p-value[2] <0.0001
Change up to Visit n [5] 230 152 382
LS Mean (SE) -2.0 (0.37) -1.7 (0.46) -1.9 (0.29)
95% CI -2.7, -1.2 -2.6, -0.8 -2.4, -1.3
p-value[6] <0.0001
Niraparib (Zejula) 98 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall

Visit Change Statistic (N=487) (N=246) (N=733)

Last On-treatment Actual n 265 172 437

Visit Prior to

Progression
Mean (StdbDev) 72.3 (19.41) 73.1 (17.01) 72.6 (18.48)
Median 75.0 75.0 75.0
Q1, 03 58.3, 83.3 66.7, 83.3 66.7, 83.3
Min, Max 0, 100 17, 100 0, 100
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Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=487) (N=2406) (N=733)
End of Treatment Actual (All Subjects) n 215 162 377

Mean (StdDev) 65.2 (21.58) 65.2 (20.99) 65.2 (21.30)
Median 66.7 66.7 66.7
Q1, 03 50.0, 83.3 50.0, 83.3 50.0, 83.3
Min, Max 0, 100 8, 100 0, 100

Actual (Subjects with n 210 149 359

Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev) 74.0 (18.406) 73.5 (16.70) 73.8 (17.73)
Median 83.3 75.0 75.0
Q1, 03 66.7, 83.3 66.7, 83.3 66.7, 83.3
Min, Max 25, 100 17, 100 17, 100
End of Treatment
Mean (StdDev) 65.2 (21.79) 65.7 (20.68) 65.4 (21.31)
Median 66.7 66.7 66.7
Q1, 03 50.0, 83.3 50.0, 83.3 50.0, 83.3
Min, Max 0, 100 8, 100 0, 100
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Stand: 23.11.2020

Actual/ Niraparib Placebo Overall

Visit Change Statistic (N=487) (N=2406) (N=733)

End of Treatment Change at Visit Mean (StdDev) -8.9 (19.81) -7.8 (16.66) -8.4 (18.55)
Median -8.3 0.0 -8.3
Q1, 03 -16.7, 0.0 -16.7, 0.0 -16.7,
Min, Max -100, 58 -58, 50 -100, 58
p-value[1l] <0.0001
Delta2 (95% CI) [3] 0.43 (0.33, 0.53)
Delta3 (95% CI) [4] 0.48 (0.36, 0.59)
LS Mean (SE) -8.8 (1.22) -7.9 (1.45) -8.4 (0.93)
95% CI -11.2, -6.4 -10.7, =-5.0 -10.3, -6.6
p-value[2] <0.0001
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Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=487) (N=2406) (N=733)
Follow-Up Week 4 Actual (All Subjects) n 133 99 232

Mean (StdDev) 65.0 (21.94) 62.5 (19.58) 63.9 (20.96)
Median 66.7 66.7 66.7
Q1, 03 50.0, 83.3 50.0, 75.0 50.0, 83.3
Min, Max 0, 100 0, 100 0, 100
Actual (Subjects with n 133 93 226
Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev) 75.3 (18.35) 72.2 (15.00) 74.0 (17.10)
Median 83.3 66.7 75.0
Q1, 03 66.7, 83.3 66.7, 83.3 66.7, 83.3
Min, Max 25, 100 33, 100 25, 100
Follow-Up Week 4
Mean (StdDev) 65.0 (21.94) 62.0 (19.71) 63.8 (21.06)
Median 66.7 66.7 66.7
Q1, 03 50.0, 83.3 50.0, 75.0 50.0, 83.3
Min, Max 0, 100 0, 100 0, 100
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Visit

Actual/

Change

Stand: 23.11.2020

Overall
(N=733)

Follow-Up Week 4

Niraparib (Zejula)

Change at Visit

Change up to Visit

Niraparib
Statistic (N=487)
Mean (StdDev) -10.2 (18.88)
Median -8.3
Q1, 03 -16.7, 0.0
Min, Max -83, 42
p-value[l]
Delta2 (95% CI) [3]
Delta3 (95% CI) [4]
LS Mean (SE) -9.9 (1.48)
95% CI -12.8, -7.0
p-value[2]
n [5] 216
LS Mean (SE) -10.4 (1.40)
95% CI -13.2, -7.5
p-value[6]

(17.60)

0.0

42
<0.0001
(0.41, 0.66)
(0.45, 0.74)

(1.13)
-8.0

<0.0001

(1.11)
-8.2

<0.0001
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Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=487) (N=2406) (N=733)
Follow-Up Week 8 Actual (All Subjects) n 136 90 226

Mean (StdDev) 64.0 (21.27) 60.5 (19.93) 62.6 (20.78)
Median 66.7 66.7 66.7
Q1, 03 50.0, 83.3 50.0, 75.0 50.0, 83.3
Min, Max 0, 100 17, 100 0, 100
Actual (Subjects with n 135 86 221
Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev) 74.5 (18.12) 72.0 (15.23) 73.5 (17.006)
Median 83.3 75.0 75.0
Q1, 03 66.7, 83.3 66.7, 83.3 66.7, 83.3
Min, Max 25, 100 33, 100 25, 100
Follow-Up Week 8
Mean (StdDev) 63.9 (21.28) 60.2 (20.19) 62.4 (20.90)
Median 66.7 66.7 66.7
Q1, 03 50.0, 83.3 50.0, 75.0 50.0, 83.3
Min, Max 0, 100 17, 100 0, 100
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Visit

Actual/

Change

Stand: 23.11.2020

Overall
(N=733)

Follow-Up Week 8

Niraparib (Zejula)

Change at Visit

Change up to Visit

Niraparib
Statistic (N=487)
Mean (StdDev) -10.6 (21.51)
Median -8.3
Q1, 03 -16.7, 0.0
Min, Max -100, 42
p-value[l]
Delta2 (95% CI) [3]
Delta3 (95% CI) [4]
LS Mean (SE) -10.1 (1.65)
95% CI -13.4, -6.9
p-value[2]
n [5] 219
LS Mean (SE) -10.6 (1.59)
95% CI -13.7, =-7.4
p-value[6]

(20.88)

0.0
42

<0.0001
(0.43, 0.73)
(0.48, 0.82)

(1.29)
-8.6

<0.0001

(1.24)
-8.7

<0.0001
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Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=487) (N=2406) (N=733)
Follow-Up Week 12 Actual (All Subjects) n 161 106 267

Mean (StdDev) 62.2 (22.40) 63.0 (19.28) 62.5 (21.18)
Median 66.7 66.7 66.7
Q1, 03 50.0, 83.3 50.0, 83.3 50.0, 83.3
Min, Max 0, 100 0, 100 0, 100
Actual (Subjects with n 157 101 258
Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev) 74.3 (18.94) 72.9 (15.62) 73.7 (17.70)
Median 83.3 75.0 75.0
Q1, 03 66.7, 83.3 66.7, 83.3 66.7, 83.3
Min, Max 17, 100 33, 100 17, 100
Follow-Up Week 12
Mean (StdDev) 62.5 (22.48) 63.0 (19.56) 62.7 (21.35)
Median 66.7 66.7 66.7
Q1, 03 50.0, 83.3 50.0, 83.3 50.0, 83.3
Min, Max 0, 100 0, 100 0, 100
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Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=487) (N=2406) (N=733)
Follow-Up Week 12 Change at Visit Mean (StdDev) -11.8 (20.37) =-9.9 (17.07) -11.0 (19.13)
Median -8.3 -8.3 -8.3
01, Q3 -16.7, 0.0 -16.7, 0.0 -16.7, 0.0
Min, Max -83, 50 -83, 25 -83, 50
p-value[1l] <0.0001
Delta2 (95% CI) 0.56 (0.44, 0.69)
Delta3 (95% CI) 0.62 (0.48, 0.77)
LS Mean (SE) -11.6 (1.45) -10.2 (1.80) -11.0 (1.13)
95% CI -14.4, -8.7 -13.8, -6.7 -13.3, -8.8
p-value[2] <0.0001
Change up to Visit n [5] 227 153 380
LS Mean (SE) -11.1 (1.41) -10.3 (1.76) -10.8 (1.10)
95% CI -13.9, -8.4 -13.8, -6.8 -13.0, -8.6
p-value[6] <0.0001

Niraparib (Zejula)

107 von 1926
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Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=487) (N=2406) (N=733)
Follow-Up Week 24 Actual (All Subjects) n 129 84 213

Mean (StdDev) 63.6 (20.88) 64.8 (19.42) 64.1 (20.28)
Median 66.7 66.7 66.7
Q1, 03 50.0, 83.3 50.0, 83.3 50.0, 83.3
Min, Max 0, 100 0, 100 0, 100
Actual (Subjects with n 125 79 204
Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev) 75.3 (18.91) 74.2 (15.01) 74.9 (17.48)
Median 83.3 75.0 83.3
Q1, 03 66.7, 83.3 66.7, 83.3 66.7, 83.3
Min, Max 0, 100 33, 100 0, 100
Follow-Up Week 24
Mean (StdDev) 64.1 (20.97) 64.5 (19.69) 64.2 (20.43)
Median 66.7 66.7 66.7
Q1, 03 50.0, 83.3 50.0, 83.3 50.0, 83.3
Min, Max 0, 100 0, 100 0, 100
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=487) (N=2406) (N=733)
Follow-Up Week 24 Change at Visit Mean (StdDev) -11.3 (21.64) -9.7 (16.42) -10.7 (19.76)
Median -8.3 -8.3 -8.3
01, Q3 -16.7, 0.0 -25.0, 0.0 -16.7, 0.0
Min, Max -100, 100 -50, 25 -100, 100
p-value[1l] <0.0001
Delta2 (95% CI) 0.56 (0.41, 0.71)
Delta3 (95% CI) 0.61 (0.44, 0.78)
LS Mean (SE) -11.1 (1.63) -10.0 (2.04) -10.7 (1.27)
95% CI -14.3, -7.9 -14.1, -6.0 -13.2, -8.2
p-value[2] <0.0001
Change up to Visit n [5] 231 153 384
LS Mean (SE) -11.4 (1.60) -9.6 (2.00) -10.7 (1.25)
95% CI -14.6, -8.3 -13.6, -5.7 -13.2, -8.2
p-value[6] <0.0001
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Stand: 23.11.2020

Actual/ Niraparib Placebo Overall

Visit Change Statistic (N=487) (N=246) (N=733)

Last On-treatment Actual n 264 170 434

Visit Prior to

Progression
Mean (StdbDev) 77.8 (16.79) 78.5 (15.05) 78.1 (16.12)
Median 80.0 80.0 80.0
Q1, 03 70.0, 90.0 70.0, 90.0 70.0, 90.0
Min, Max 0, 100 30, 100 0, 100
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=487) (N=246) (N=733)
End of Treatment Actual (All Subjects) n 214 163 377

Mean (StdDev) 70.0 (21.38) 69.8 (22.72) 69.9 (21.94)
Median 75.0 75.0 75.0
Q1, 03 55.0, 85.0 50.0, 90.0 55.0, 90.0
Min, Max 0, 100 0, 100 0, 100

Actual (Subjects with n 209 150 359

Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev) 78.6 (16.68) 78.3 (15.14) 78.5 (16.03)
Median 85.0 80.0 80.0
Q1, 03 70.0, 90.0 70.0, 90.0 70.0, 90.0
Min, Max 30, 100 30, 100 30, 100
End of Treatment
Mean (StdDev) 70.3 (21.50) 70.9 (21.93) 70.5 (21.65)
Median 75.0 75.0 75.0
Q1, 03 55.0, 85.0 60.0, 90.0 58.0, 90.0
Min, Max 0, 100 0, 100 0, 100
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo Overall

Visit Change Statistic (N=487) (N=2406) (N=733)

End of Treatment Change at Visit Mean (StdDev) -8.3 (16.85) -7.4 (15.66) -7.9 (16.35)
Median -5.0 -3.0 -5.0
Q1, 03 -15.0, 0.0 -15.0, 0.0 -15.0, 0.0
Min, Max -75, 50 -70, 25 -75, 50
p-value[1l] <0.0001
Delta2 (95% CI) [3] 0.42 (0.32, 0.51)
Delta3 (95% CI) [4] 0.50 (0.38, 0.61)
LS Mean (SE) -8.3 (1.13) -7.5 (1.33) -7.9 (0.86)
95% CI -10.5, -6.1 -10.1, -4.8 -9.6, -6.3
p-value[2] <0.0001
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Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=487) (N=246) (N=733)
Follow-Up Week 4 Actual (All Subjects) n 134 99 233

Mean (StdDev) 71.6 (20.39) 68.6 (20.44) 70.3 (20.42)
Median 75.0 70.0 75.0
Q1, 03 60.0, 90.0 55.0, 85.0 55.0, 90.0
Min, Max 0, 100 0, 99 0, 100
Actual (Subjects with n 133 93 226
Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev) 79.5 (16.41) 77.6 (13.71) 78.7 (15.35)
Median 85.0 80.0 80.0
Q1, 03 70.0, 90.0 70.0, 90.0 70.0, 90.0
Min, Max 30, 100 30, 100 30, 100
Follow-Up Week 4
Mean (StdDev) 71.6 (20.406) 68.9 (19.93) 70.5 (20.24)
Median 75.0 70.0 75.0
Q1, 03 60.0, 90.0 55.0, 85.0 55.0, 90.0
Min, Max 0, 100 0, 99 0, 100
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Visit

Statistic

Niraparib

Stand: 23.11.2020

Overall
(N=733)

Follow-Up Week 4

Niraparib (Zejula)

Change at Visit

Change up to Visit

Mean (StdDev)
Median

Q1, Q3

Min, Max

p-value[l]

Delta2 (95% CI) [3]
Delta3 (95% CI) [4]

LS Mean (SE)

95% CI
p-value[2]

n [5]

LS Mean (SE)
95% CI
p-value[6]

(17.05)

0.0

40
<0.0001
(0.33, 0.59)
(0.38, 0.69)

(1.11)

-6.0

<0.0001

(1.06)

-6.3

<0.0001
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Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=487) (N=246) (N=733)
Follow-Up Week 8 Actual (All Subjects) n 136 88 224

Mean (StdDev) 70.2 (19.79) 69.4 (19.03) 69.9 (19.406)
Median 70.0 70.0 70.0
Q1, 03 55.0, 90.0 57.5, 85.0 55.0, 86.
Min, Max 20, 100 25, 99 20, 100
Actual (Subjects with n 135 84 219
Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev) 78.4 (16.27) 77.9 (13.86) 78.2 (15.306)
Median 80.0 80.0 80.0
Q1, 03 70.0, 90.0 70.0, 90.0 70.0, 90.
Min, Max 30, 100 30, 100 30, 100
Follow-Up Week 8
Mean (StdDev) 70.4 (19.79) 69.1 (19.02) 69.9 (19.406)
Median 70.0 70.0 70.0
Q1, 03 55.0, 90.0 57.5, 85.0 55.0, 85.
Min, Max 20, 100 25, 99 20, 100
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Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=487) (N=2406) (N=733)
Follow-Up Week 8 Change at Visit Mean (StdDev) -8.0 (15.31) -8.7 (13.93) -8.3 (14.77)
Median -5.0 -5.0 -5.0
Q1, 03 -15.0, 3.0 -15.0, 0.0 -15.0, 0.0
Min, Max -50, 40 -60, 20 -60, 40
p-value[1l] <0.0001
Delta2 (95% CI) [3] 0.47 (0.35, 0.59)
Delta3 (95% CI) [4] 0.54 (0.40, 0.68)
LS Mean (SE) -8.0 (1.26) -8.8 (1.60) -8.3 (0.99)
95% CI -10.4, -5.5 -11.9, -5.6 -10.2, -6.3
p-value[2] <0.0001
Change up to Visit n [5] 219 154 373
LS Mean (SE) -8.4 (1.22) -8.3 (1.53) -8.3 (0.95)
95% CI -10.8, -6.0 -11.3, -5.3 -10.2, -6.5
p-value[6] <0.0001

Niraparib (Zejula)

116 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=487) (N=246) (N=733)
Follow-Up Week 12 Actual (All Subjects) n 160 104 264

Mean (StdDev) 69.3 (20.23) 73.0 (16.67) 70.8 (18.96)
Median 70.0 75.0 73.5
01, 03 60.0, 85.0 65.0, 87.0 60.0, 85.
Min, Max 10, 100 30, 98 10, 100
Actual (Subjects with n 156 99 255
Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev) 78.7 (16.02) 77.9 (14.38) 78.4 (15.38)
Median 82.5 80.0 80.0
01, 03 70.0, 90.0 70.0, 90.0 70.0, 90.
Min, Max 30, 100 30, 100 30, 100
Follow-Up Week 12
Mean (StdDev) 69.6 (20.22) 73.4 (16.49) 71.1 (18.92)
Median 72.5 75.0 75.0
01, 03 60.0, 85.0 65.0, 85.0 60.0, 85.
Min, Max 10, 100 30, 98 10, 100
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Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=487) (N=2406) (N=733)
Follow-Up Week 12 Change at Visit Mean (StdDev) -9.1 (16.66) -4.5 (12.33) -7.3 (15.26)
Median -5.0 -5.0 -5.0
01, Q3 -15.0, 0.0 -10.0, 0.0 -15.0, 0.0
Min, Max -76, 45 -50, 35 -76, 45
p-value[1l] <0.0001
Delta2 (95% CI) 0.42 (0.31, 0.54)
Delta3 (95% CI) 0.48 (0.35, 0.60
LS Mean (SE) -9.0 (1.18) -4.7 (1.48) -7.3 (0.92)
95% CI -11.3, -6.7 -7.6, -1.7 -9.1, -5.5
p-value[2] <0.0001
Change up to Visit n [5] 225 154 379
LS Mean (SE) -9.1 (1.14) -4.6 (1.43) -7.3 (0.89)
95% CI -11.4, -6.9 -7.4, -1.8 -9.0, -5.5
p-value[6] <0.0001

Niraparib (Zejula)

118 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=487) (N=246) (N=733)
Follow-Up Week 24 Actual (All Subjects) n 129 85 214

Mean (StdDev) 71.7 (20.20) 71.7 (18.51) 71.7 (19.50)
Median 75.0 75.0 75.0
Q1, 03 60.0, 89.0 60.0, 85.0 60.0, 85.0
Min, Max 5, 100 25, 100 5, 100
Actual (Subjects with n 124 80 204
Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev) 78.4 (16.75) 78.4 (13.73) 78.4 (15.60)
Median 82.5 80.0 80.0
Q1, 03 70.0, 90.0 70.0, 90.0 70.0, 90.0
Min, Max 30, 100 50, 100 30, 100
Follow-Up Week 24
Mean (StdDev) 72.3 (20.21) 72.1 (18.20) 72.2 (19.40)
Median 76.5 75.0 75.0
Q1, 03 60.0, 90.0 60.0, 85.0 60.0, 85.0
Min, Max 5, 100 25, 100 5, 100

Niraparib (Zejula)

119 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=487) (N=2406) (N=733)
Follow-Up Week 24 Change at Visit Mean (StdDev) -6.1 (15.38) -6.4 (13.29) -6.2 (14.56)
Median -3.5 -5.0 -5.0
01, Q3 -13.0, 0.0 -15.0, 0.0 -15.0, 0.0
Min, Max -65, 55 -40, 20 -65, 55
p-value[1l] <0.0001
Delta2 (95% CI) 0.35 (0.23, 0.47)
Delta3 (95% CI) 0.40 (0.26, 0.53
LS Mean (SE) -6.1 (1.29) -6.4 (1l.61) -6.2 (1.01)
95% CI -8.7, -3.6 -9.5, -3.2 -8.2, -4.2
p-value[2] <0.0001
Change up to Visit n [5] 229 154 383
LS Mean (SE) =7.7 (1.23) -6.3 (1.52) -7.1 (0.96)
95% CI -10.1, -5.3 -9.3, -3.3 -9.0, -5.2
p-value[6] <0.0001
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Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Last On-treatment Actual n 117 84 201
Visit Prior to
Progression
Mean (StdbDev) 24.8 (4.41) 24.6 (3.95) 24.7 (4.21)
Median 26.0 25.5 26.0
Q1, 03 23.0, 28.0 22.0, 28.0 22.0, 28.0
Min, Max 10, 32 14, 31 10, 32
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
End of Treatment Actual (All Subjects) n 89 82 171

Mean (StdDev) 23.3 (4.65) 22.7 (4.74) 23.0 (4.69)
Median 24.0 24.0 24.0
Q1, 03 20.0, 27.0 20.0, 26.0 20.0, 26.0
Min, Max 8, 31 4, 31 4, 31

Actual (Subjects with n 88 75 163

Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev) 24.9 (4.49) 24.7 (3.96) 24.8 (4.24)
Median 26.0 26.0 26.0
Q1, 03 22.0, 28.0 22.0, 28.0 22.0, 28.0
Min, Max 10, 32 14, 31 10, 32
End of Treatment
Mean (StdDev) 23.2 (4.65) 22.6 (4.83) 23.0 (4.73)
Median 24.0 24.0 24.0
Q1, 03 20.0, 27.0 20.0, 26.0 20.0, 26.0
Min, Max 8, 31 4, 31 4, 31
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall

Visit Change Statistic (N=228) (N=124) (N=352)

End of Treatment Change at Visit Mean (StdDev) -1.7 (3.72) -2.1 (3.51) -1.9 (3.62)
Median -1.1 -2.0 -1.3
Q1, 03 -4.0, 1.0 -4.0, 0.0 -4.0, 0.0
Min, Max -13, 8 -15, 4 -15, 8
p-value[1l] <0.0001
Delta2 (95% CI) [3] 0.42 (0.29, .55
Delta3 (95% CI) [4] 0.44 (0.30, .58
LS Mean (SE) -1.6 (0.37) -2.1 (0.40) -1.9 (0.27)
95% CI -2.4, -0.9 -2.9, -1.4 -2.4, -1.3
p-value[2] <0.0001
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Follow-Up Week 4 Actual (All Subjects) n 65 52 117

Mean (StdDev) 23.4 (5.45) 22.9 (4.106) 23.2 (4.91)
Median 25.0 24.0 24.0
Q1, 03 21.0, 27.0 20.0, 26.0 20.0, 26.0
Min, Max 6, 32 12, 29 6, 32
Actual (Subjects with n 64 49 113
Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev) 25.1 (4.35) 25.2 (3.10) 25.1 (3.84)
Median 26.0 26.0 26.0
Q1, 03 23.0, 28.0 23.0, 27.0 23.0, 28.0
Min, Max 10, 32 18, 31 10, 32
Follow-Up Week 4
Mean (StdDev) 23.3 (5.48) 22.8 (4.21) 23.1 (4.96)
Median 25.0 24.0 24.0
Q1, 03 20.5, 26.5 20.0, 26.0 20.0, 26.0
Min, Max 6, 32 12, 29 6, 32
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Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Follow-Up Week 4 Change at Visit Mean (StdDev) -1.8 (4.99) -2.4 (3.73) -2.1 (4.48)
Median -1.0 -3.0 -2.0
Q1, 03 -4.0, 1.0 -5.0, 0.0 -4.0, 0.0
Min, Max -15, 10 -11, 5 -15, 10
p-value[1l] <0.0001
Delta2 (95% CI) 0.46 (0.27, .66
Delta3 (95% CI) 0.54 (0.31, 76)
LS Mean (SE) -1.8 (0.54) -2.4 (0.61) -2.1 (0.40)
95% CI -2.9, -0.7 -3.6, -1.2 -2.9, -1.3
p-value[2] <0.0001
Change up to Visit n [5] 92 77 169
LS Mean (SE) -1.8 (0.53) -2.5 (0.60) -2.2 (0.40)
95% CI -2.9, -0.8 -3.7, -1.4 -2.9, -1.4
p-value[6] <0.0001
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Follow-Up Week 8 Actual (All Subjects) n 60 50 110

Mean (StdDev) 23.2 (4.98) 22.0 (4.75) 22.7 (4.89)
Median 24.0 23.0 24.0
Q1, 03 20.0, 26.5 19.0, 25.0 20.0, 26.0
Min, Max 9, 31 9, 30 9, 31
Actual (Subjects with n 59 48 107
Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev) 25.3 (4.32) 24.6 (3.59) 25.0 (4.01)
Median 26.0 25.0 26.0
Q1, 03 23.0, 28.0 22.0, 27.0 23.0, 28.0
Min, Max 13, 32 14, 31 13, 32
Follow-Up Week 8
Mean (StdDev) 23.2 (5.01) 21.9 (4.79) 22.6 (4.93)
Median 24.0 23.0 24.0
Q1, 03 20.0, 27.0 19.0, 25.0 20.0, 26.0
Min, Max 9, 31 9, 30 9, 31
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Follow-Up Week 8 Change at Visit Mean (StdDev) -2.0 (4.63) -2.7 (4.03) -2.3 (4.30)
Median -2.0 -3.0 -2.0
Q1, 03 -4.0, 0.0 -4.0, -1.0 -4.0, 0.0
Min, Max -18, 8 -10, 10 -18, 10
p-value[1l] <0.0001
Delta2 (95% CI) 0.52 (0.33, 0.7
Delta3 (95% CI) 0.59 (0.36, 0.81
LS Mean (SE) -1.9 (0.54) -2.8 (0.60) -2.3 (0.40)
95% CI -3.0, -0.9 -4.0, -1.7 -3.1, -1.5
p-value[2] <0.0001
Change up to Visit n [5] 96 77 173
LS Mean (SE) -1.8 (0.51) -3.0 (0.58) -2.3 (0.38)
95% CI -2.8, -0.8 -4.1, -1.8 -3.1, -1.6
p-value[6] <0.0001
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Follow-Up Week 12 Actual (All Subjects) n 69 56 125

Mean (StdDev) 23.0 (5.99) 23.0 (4.35) 23.0 (5.30)
Median 24.0 24.0 24.0
Q1, 03 21.0, 27.0 21.0, 26.0 21.0, 26.0
Min, Max 5, 32 8, 30 5, 32
Actual (Subjects with n 67 54 121
Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev) 25.5 (4.36) 25.1 (3.43) 25.3 (3.96)
Median 26.0 26.0 26.0
Q1, 03 23.0, 29.0 23.0, 28.0 23.0, 28.0
Min, Max 10, 32 14, 31 10, 32
Follow-Up Week 12
Mean (StdDev) 22.9 (6.06) 23.0 (4.43) 23.0 (5.37)
Median 24.0 24.0 24.0
Q1, 03 19.0, 27.0 21.0, 26.0 21.0, 26.0
Min, Max 5, 32 8, 30 5, 32
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Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Follow-Up Week 12 Change at Visit Mean (StdDev) -2.5 (5.46) -2.1 (4.46) -2.3 (5.02)
Median -1.0 -2.0 -1.0
01, Q3 -4.0, 0.0 -4.0, 1.0 -4.0, 0.0
Min, Max -20, 7 -18, 7 -20, 7
p-value[1l] <0.0001
Delta2 (95% CI) 0.49 (0.30, 69)
Delta3 (95% CI) 0.59 (0.35, 83)
LS Mean (SE) -2.5 (0.59) -2.2 (0.66) -2.3 (0.44)
95% CI -3.6, -1.3 -3.5, -0.9 -3.2, -1.5
p-value[2] <0.0001
Change up to Visit n [5] 99 77 176
LS Mean (SE) -2.2 (0.58) -2.2 (0.65) -2.2 (0.43)
95% CI -3.4, -1.1 -3.4, -0.9 -3.1, -1.3
p-value[6] <0.0001
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Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Follow-Up Week 24 Actual (All Subjects) n 6l 46 107

Mean (StdDev) 23.7 (5.16) 24.4 (4.10) 24.0 (4.73)
Median 25.0 25.0 25.0
01, 03 22.0, 27.0 22.0, 27.0 22.0, 27.0
Min, Max 3, 32 10, 31 3, 32
Actual (Subjects with n 56 43 99
Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev) 25.6 (4.41) 25.3 (3.41) 25.5 (3.99)
Median 26.0 26.0 26.0
01, 03 23.0, 29.0 23.0, 28.0 23.0, 28.0
Min, Max 10, 32 14, 31 10, 32
Follow-Up Week 24
Mean (StdDev) 24.1 (5.00) 24.4 (4.17) 24.2 (4.64)
Median 25.0 25.0 25.0
01, 03 22.0, 27.0 22.0, 27.0 22.0, 27.0
Min, Max 3, 32 10, 31 3, 32
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Follow-Up Week 24 Change at Visit Mean (StdDev) -1.5 (4.77) -0.9 (3.77) -1.3 (4.35)
Median -1.0 0.0 -1.0
Q1, 03 -3.5, 0.5 -3.0, 1.0 -3.0, 1.0
Min, Max -19, 11 -14, 7 -19, 11
p-value[1l] 0.0049
Delta2 (95% CI) [3] 0.29 (0.09, 0.49)
Delta3 (95% CI) [4] 0.32 (0.09, 0.54
LS Mean (SE) -1.5 (0.54) -1.0 (0.62) -1.3 (0.41)
95% CI -2.5, -0.4 -2.2, 0.2 -2.1, -0.4
p-value[2] 0.0026
Change up to Visit n [5] 101 77 178
LS Mean (SE) -1.6 (0.53) -1.3 (0.60) -1.5 (0.40)
95% CI -2.7, -0.6 -2.5, -0.1 -2.3, -0.7
p-value[6] 0.0004
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Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Last On-treatment Actual n 118 84 202
Visit Prior to
Progression

Niraparib (Zejula)

Mean (StdDev)
Median

01, 03

Min, Max

71.8 (20.27)
75.0

58.3, 83.3
25, 100

71.4 (18.03)
75.0

58.3, 83.3
17, 100

71.6 (19.32)
75.0

58.3, 83.3
17, 100
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Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
End of Treatment Actual (All Subjects) n 91 82 173

Mean (StdDev) 63.6 (21.96) 64.9 (20.27) 64.3 (21.13)
Median 66.7 66.7 66.7
Q1, 03 50.0, 83.3 50.0, 83.3 50.0, 83.3
Min, Max 0, 100 17, 100 0, 100

Actual (Subjects with n 90 74 164

Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev) 73.6 (19.84) 72.5 (17.38) 73.1 (18.72)
Median 83.3 75.0 75.0
Q1, 03 58.3, 83.3 58.3, 83.3 58.3, 83.3
Min, Max 25, 100 33, 100 25, 100
End of Treatment
Mean (StdDev) 63.7 (22.08) 65.4 (19.83) 64.5 (21.05)
Median 66.7 66.7 66.7
Q1, 03 50.0, 83.3 50.0, 83.3 50.0, 83.3
Min, Max 0, 100 17, 100 0, 100
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo Overall

Visit Change Statistic (N=228) (N=124) (N=352)

End of Treatment Change at Visit Mean (StdDev) -9.9 (22.27) -7.1 (13.70) -8.6 (18.89)
Median -8.3 0.0 -8.3
Q1, 03 -16.7, 0.0 -16.7, 0.0 -16.7, 0.0
Min, Max -100, 58 -42, 25 -100, 58
p-value[1l] <0.0001
Delta2 (95% CI) [3] 0.43 (0.28, 0.58)
Delta3 (95% CI) [4] 0.46 (0.30, 0.62)
LS Mean (SE) -9.7 (1.85) -7.3 (2.05) -8.6 (1.37)
95% CI -13.4, -6.1 -11.4, -3.3 -11.4, -5.9
p-value[2] <0.0001
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Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Follow-Up Week 4 Actual (All Subjects) n 65 53 118

Mean (StdDev) 62.4 (21.71) 63.4 (17.48) 62.9 (19.84)
Median 66.7 66.7 66.7
Q1, 03 50.0, 83.3 50.0, 75.0 50.0, 75.
Min, Max 17, 100 17, 100 17, 100
Actual (Subjects with n 65 50 115
Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev) 74.1 (19.61) 71.3 (16.93) 72.9 (18.406)
Median 83.3 75.0 75.0
Q1, 03 66.7, 83.3 58.3, 83.3 58.3, 83.
Min, Max 25, 100 33, 100 25, 100
Follow-Up Week 4
Mean (StdDev) 62.4 (21.71) 62.7 (17.68) 62.5 (19.97)
Median 66.7 66.7 66.7
Q1, 03 50.0, 83.3 50.0, 75.0 50.0, 75.
Min, Max 17, 100 17, 100 17, 100
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Follow-Up Week 4 Change at Visit Mean (StdDev) -11.7 (21.03) =-8.7 (15.79) -10.4 (18.91)
Median -8.3 -8.3 -8.3
01, Q3 -16.7, 0.0 -16.7, 0.0 -16.7, 0.0
Min, Max -83, 42 -50, 25 -83, 42
p-value[1l] <0.0001
Delta2 (95% CI) [3] 0.54 (0.35, 0.73)
Delta3 (95% CI) [4] 0.56 (0.36, 0.76)
LS Mean (SE) -11.1 (2.14) -9.3 (2.44) -10.4 (1.60)
95% CI -15.4, -6.9 -14.2, -4.5 -13.5, -7.2
p-value[2] <0.0001
Change up to Visit n [5] 94 76 170
LS Mean (SE) -11.8 (2.10) -9.3 (2.40) -10.7 (1.58)
95% CI -16.0, -7.7 -14.1, -4.6 -13.8, -7.6
p-value[6] <0.0001

Niraparib (Zejula) 136 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Follow-Up Week 8 Actual (All Subjects) n ol 50 111

Mean (StdDev) 62.7 (21.87) 59.5 (19.49) 61.3 (20.80)
Median 66.7 66.7 66.7
Q1, 03 50.0, 83.3 50.0, 66.7 50.0, 75.0
Min, Max 0, 100 17, 100 0, 100
Actual (Subjects with n 6l 48 109
Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev) 74.3 (19.506) 70.7 (16.40) 72.7 (18.25)
Median 83.3 75.0 75.0
Q1, 03 66.7, 83.3 54.2, 83.3 66.7, 83.3
Min, Max 25, 100 33, 100 25, 100
Follow-Up Week 8
Mean (StdDev) 62.7 (21.87) 59.2 (19.84) 61.2 (20.98)
Median 66.7 66.7 66.7
Q1, 03 50.0, 83.3 50.0, 70.8 50.0, 75.0
Min, Max 0, 100 17, 100 0, 100
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Follow-Up Week 8 Change at Visit Mean (StdDev) -11.6 (24.31) -11.5 (19.42) -11.5 (22.19)
Median -8.3 -12.5 -8.3
Q1, 03 -25.0, 0.0 -16.7, 0.0 -25.0, 0.0
Min, Max -83, 42 -67, 25 -83, 42
p-value[1l] <0.0001
Delta2 (95% CI) [3] 0.59 (0.37, 0.81)
Delta3 (95% CI) [4] 0.63 (0.39, 0.88)
LS Mean (SE) -10.7 (2.52) -12.7 (2.85) -11.5 (1.88)
95% CI -15.7, =5.7 -18.3, -7.0 -15.3, -7.8
p-value[2] <0.0001
Change up to Visit n [5] 96 76 172
LS Mean (SE) -11.4 (2.40) -11.4 (2.74) -11.4 (1.80)
95% CI -16.2, -6.7 -16.8, -5.9 -15.0, -7.8
p-value[6] <0.0001
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Follow-Up Week 12 Actual (All Subjects) n 72 57 129
Mean (StdDev) 60.1 (23.57) 62.9 (17.11) 61.3 (20.93)
Median 66.7 66.7 66.7
01, 03 50.0, 83.3 50.0, 75.0 50.0, 75.0
Min, Max 0, 100 17, 100 0, 100
Actual (Subjects with n 71 55 126

Change at Visit)
Last On-treatment
Visit Prior to

Progression

Mean (StdDev) 74.4 (19.64) 71.1 (17.26) 72.9 (18.64)
Median 83.3 75.0 75.0

01, Q3 66.7, 83.3 50.0, 83.3 58.3, 83.3
Min, Max 25, 100 33, 100 25, 100

Follow-Up Week 12

Mean (StdDev) 60.2 (23.70) 63.0 (17.33) 61.4 (21.13)
Median 66.7 66.7 66.7

Q1, Q3 50.0, 83.3 50.0, 75.0 50.0, 75.0
Min, Max 0, 100 17, 100 0, 100
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Follow-Up Week 12 Change at Visit Mean (StdDev) -14.2 (22.77) -8.0 (15.87) -11.5 (20.22)
Median -8.3 -8.3 -8.3
Q1, 03 -25.0, 0.0 -16.7, 0.0 -16.7, 0.0
Min, Max -83, 25 -50, 25 -83, 25
p-value[1l] <0.0001
Delta2 (95% CI) [3] 0.58 (0.39, 0.76)
Delta3 (95% CI) [4] 0.62 (0.41, 0.82)
LS Mean (SE) -13.6 (2.19) -8.9 (2.49) -11.5 (1.64)
95% CI -17.9, -9.2 -13.8, -3.9 -14.8, -8.3
p-value[2] <0.0001
Change up to Visit n [5] 100 76 176
LS Mean (SE) -13.6 (2.12) -9.2 (2.42) -11.7 (1.59)
95% CI -17.8, -9.4 -14.0, -4.5 -14.8, -8.5
p-value[6] <0.0001
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Follow-Up Week 24 Actual (All Subjects) n 62 46 108

Mean (StdDev) 63.3 (19.99) 66.1 (20.29) 64.5 (20.07)
Median 66.7 66.7 66.7
Q1, 03 50.0, 83.3 50.0, 83.3 50.0, 83.3
Min, Max 17, 100 0, 100 0, 100
Actual (Subjects with n 58 43 101
Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev) 74.3 (19.01) 73.6 (16.406) 74.0 (17.88)
Median 83.3 75.0 83.3
Q1, 03 58.3, 83.3 66.7, 83.3 66.7, 83.3
Min, Max 25, 100 33, 100 25, 100
Follow-Up Week 24
Mean (StdDev) 64.2 (20.11) 65.1 (20.59) 64.6 (20.22)
Median 66.7 66.7 66.7
Q1, 03 50.0, 83.3 50.0, 83.3 50.0, 83.3
Min, Max 17, 100 0, 100 0, 100
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Follow-Up Week 24 Change at Visit Mean (StdDev) -10.1 (17.57) -8.5 (15.38) -9.4 (16.61)
Median -8.3 0.0 -8.3
01, Q3 -16.7, 0.0 -25.0, 0.0 -16.7, 0.0
Min, Max -58, 33 -42, 17 -58, 33
p-value[1l] <0.0001
Delta2 (95% CI) [3] 0.49 (0.31, 0.67)
Delta3 (95% CI) [4] 0.53 (0.33, 0.72)
LS Mean (SE) -10.0 (2.09) -8.6 (2.43) -9.4 (1.58)
95% CI -14.1, -5.8 -13.5, -3.8 -12.5, -6.3
p-value[2] <0.0001
Change up to Visit n [5] 102 76 178
LS Mean (SE) -11.4 (2.05) -8.6 (2.38) -10.2 (1.55)
95% CI -15.5, -7.4 -13.3, -3.9 -13.3, -7.1
p-value[6] <0.0001
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Last On-treatment Actual n 117 84 201
Visit Prior to
Progression

Niraparib (Zejula)

Mean (StdDev)
Median

01, 03

Min, Max

77.7 (16.94)
80.0

70.0, 90.0
30, 100

77.5 (15.74)
80.0

70.0, 90.0
30, 100

77.6 (16.41)
80.0

70.0, 90.0
30, 100
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
End of Treatment Actual (All Subjects) n 91 82 173

Mean (StdDev) 68.9 (21.70) 69.0 (23.53) 69.0 (22.52)
Median 75.0 75.0 75.0
Q1, 03 55.0, 85.0 50.0, 88.0 50.0, 85.0
Min, Max 0, 100 0, 100 0, 100

Actual (Subjects with n 90 75 165

Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev) 77.8 (17.86) 77.6 (16.02) 77.7 (17.00)
Median 80.0 80.0 80.0
Q1, 03 70.0, 93.0 68.0, 90.0 70.0, 90.0
Min, Max 30, 100 30, 100 30, 100
End of Treatment
Mean (StdDev) 69.0 (21.82) 70.4 (22.65) 69.6 (22.14)
Median 75.0 75.0 75.0
Q1, 03 55.0, 85.0 55.0, 90.0 55.0, 87.0
Min, Max 0, 100 0, 100 0, 100
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo Overall

Visit Change Statistic (N=228) (N=124) (N=352)

End of Treatment Change at Visit Mean (StdDev) -8.8 (17.59) -7.2 (16.99) -8.1 (17.28)
Median -5.0 -2.0 -5.0
Q1, 03 -20.0, 0.0 -15.0, 0.0 -19.0, 0.0
Min, Max -70, 50 -70, 25 -70, 50
p-value[1l] <0.0001
Delta2 (95% CI) [3] 0.41 (0.27, 0.55)
Delta3 (95% CI) [4] 0.48 (0.31, 0.64)
LS Mean (SE) -8.8 (1.81) -7.2 (1.98) -8.1 (1.33)
95% CI -12.4, -5.2 -11.1, -3.3 -10.7, -5.4
p-value[2] <0.0001

Niraparib (Zejula) 145 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Follow-Up Week 4 Actual (All Subjects) n 65 54 119

Mean (StdDev) 71.0 (21.48) 68.1 (20.86) 69.7 (21.16)
Median 75.0 72.5 75.0
Q1, 03 55.0, 90.0 55.0, 85.0 55.0, 85.0
Min, Max 0, 100 0, 99 0, 100
Actual (Subjects with n 64 51 115
Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev) 79.0 (16.42) 76.5 (14.77) 77.9 (15.69)
Median 85.0 80.0 80.0
Q1, 03 70.0, 90.0 68.0, 90.0 70.0, 90.0
Min, Max 30, 100 30, 100 30, 100
Follow-Up Week 4
Mean (StdDev) 71.1 (21.64) 68.5 (20.10) 70.0 (20.92)
Median 75.0 70.0 75.0
Q1, 03 55.0, 90.0 55.0, 85.0 55.0, 85.0
Min, Max 0, 100 0, 99 0, 100
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Follow-Up Week 4 Change at Visit Mean (StdDev) -7.9 (20.53) -8.0 (18.13) =-7.9 (19.42)
Median 0.0 -5.0 -5.0
Q1, 03 -15.0, 0.0 -15.0, 0.0 -15.0, 0.0
Min, Max -90, 40 -90, 23 -90, 40
p-value[1l] <0.0001
Delta2 (95% CI) [3] 0.43 (0.23, 0.63)
Delta3 (95% CI) [4] 0.51 (0.27, 0.74)
LS Mean (SE) -7.5 (2.34) -8.5 (2.62) -7.9 (1.74)
95% CI -12.1, -2.9 -13.7, -3.3 -11.4, -4.5
p-value[2] <0.0001
Change up to Visit n [5] 94 77 171
LS Mean (SE) -8.3 (2.24) -8.2 (2.51) -8.3 (1.67)
95% CI -12.8, -3.9 -13.1, -3.2 -11.6, -4.9
p-value[6] <0.0001
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Follow-Up Week 8 Actual (All Subjects) n ol 48 109

Mean (StdDev) 71.0 (20.27) 67.1 (18.69) 69.3 (19.60)
Median 75.0 70.0 70.0
Q1, 03 50.0, 90.0 50.0, 80.0 50.0, 90.
Min, Max 20, 100 30, 99 20, 100
Actual (Subjects with n 6l 46 107
Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev) 78.1 (17.04) 76.2 (14.30) 77.3 (15.87)
Median 80.0 80.0 80.0
Q1, 03 70.0, 90.0 70.0, 90.0 70.0, 90.
Min, Max 30, 100 30, 99 30, 100
Follow-Up Week 8
Mean (StdDev) 71.0 (20.27) 66.9 (18.47) 69.2 (19.54)
Median 75.0 70.0 70.0
Q1, 03 50.0, 90.0 50.0, 80.0 50.0, 90.
Min, Max 20, 100 30, 99 20, 100
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Follow-Up Week 8 Change at Visit Mean (StdDev) -7.0 (16.83) -9.4 (12.66) -8.0 (15.15)
Median -5.0 -6.5 -5.0
Q1, 03 -15.0, 5.0 -15.0, 0.0 -15.0, 0.0
Min, Max -50, 40 -40, 20 -50, 40
p-value[1l] <0.0001
Delta2 (95% CI) [3] 0.45 (0.28, 0.62)
Delta3 (95% CI) [4] 0.51 (0.31, 0.70)
LS Mean (SE) -6.9 (1.91) -9.6 (2.20) -8.0 (1.44)
95% CI -10.7, -3.1 -13.9, -5.2 -10.9, -5.2
p-value[2] <0.0001
Change up to Visit n [5] 96 77 173
LS Mean (SE) -7.9 (1.82) -8.4 (2.10) -8.1 (1.38)
95% CI -11.5, -4.3 -12.5, -4.2 -10.8, -5.4
p-value[6] <0.0001
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Follow-Up Week 12 Actual (All Subjects) n 71 56 127

Mean (StdDev) 69.8 (20.76) 73.1 (16.34) 71.2 (18.94)
Median 75.0 75.0 75.0
Q1, 03 60.0, 85.0 62.5, 85.0 60.0, 85.
Min, Max 10, 100 35, 95 10, 100
Actual (Subjects with n 70 54 124
Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev) 78.2 (16.50) 76.6 (14.91) 77.5 (15.79)
Median 80.0 80.0 80.0
Q1, 03 70.0, 90.0 68.0, 90.0 70.0, 90.
Min, Max 30, 100 30, 99 30, 100
Follow-Up Week 12
Mean (StdDev) 69.8 (20.91) 73.2 (16.18) 71.2 (19.00)
Median 75.0 75.0 75.0
Q1, 03 60.0, 85.0 65.0, 85.0 60.0, 85.
Min, Max 10, 100 35, 95 10, 100
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Follow-Up Week 12 Change at Visit Mean (StdDev) -8.4 (19.12) -3.4 (13.82) -6.3 (17.13)
Median -5.0 -5.0 -5.0
01, Q3 -20.0, 0.0 -10.0, 5.0 -12.5, 2.0
Min, Max -76, 45 -40, 35 -76, 45
p-value[1l] <0.0001
Delta2 (95% CI) [3] 0.36 (0.18, 0.53)
Delta3 (95% CI) [4] 0.40 (0.20, 0.59)
LS Mean (SE) -8.2 (1.93) -3.7 (2.19) -6.3 (1.45)
95% CI -12.0, -4.4 -8.1, 0.6 -9.1, -3.4
p-value[2] <0.0001
Change up to Visit n [5] 99 77 176
LS Mean (SE) -8.7 (1.87) -3.7 (2.13) -6.5 (1.40)
95% CI -12.4, -5.0 -7.9, 0.5 -9.3, -3.7
p-value[6] <0.0001
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Follow-Up Week 24 Actual (All Subjects) n 63 47 110

Mean (StdDev) 71.6 (20.18) 73.1 (18.33) 72.3 (19.34)
Median 75.0 80.0 75.0
Q1, 03 60.0, 88.0 70.0, 85.0 60.0, 85.0
Min, Max 5, 100 25, 100 5, 100
Actual (Subjects with n 58 44 102
Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev) 76.9 (17.74) 77.4 (13.44) 77.1 (15.95)
Median 80.0 80.0 80.0
Q1, 03 70.0, 90.0 69.0, 90.0 70.0, 90.0
Min, Max 30, 100 50, 100 30, 100
Follow-Up Week 24
Mean (StdDev) 72.9 (20.18) 72.5 (18.53) 72.7 (19.39)
Median 77.5 77.5 77.5
Q1, 03 60.0, 90.0 69.5, 85.0 60.0, 85.0
Min, Max 5, 100 25, 100 5, 100
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Follow-Up Week 24 Change at Visit Mean (StdDev) -4.0 (14.83) -4.9 (13.74) -4.4 (14.31)
Median 0.0 -2.5 0.0
Q1, 03 -10.0, 5.0 -10.0, 1.0 -10.0, 5.0
Min, Max -45, 40 -37, 20 -45, 40
p-value[1l] 0.0024
Delta2 (95% CI) [3] 0.25 (0.09, 0.41)
Delta3 (95% CI) [4] 0.28 (0.10, 0.45)
LS Mean (SE) -4.0 (1.86) -4.9 (2.14) -4.4 (1.41)
95% CI -7.7, -0.3 -9.1, -0.6 -7.2, -1.6
p-value[2] 0.0023
Change up to Visit n [5] 101 77 178
LS Mean (SE) -6.8 (1.76) -4.9 (2.02) -6.0 (1.33)
95% CI -10.3, -3.3 -8.9, -0.9 -8.6, -3.3
p-value[6] <0.0001
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=487) (N=2406) (N=733)
Last On-treatment Actual n 265 172 437
Visit Prior to
Progression

Niraparib (Zejula)

Mean (StdDev)
Median

01, 03

Min, Max

17.3 (16.31)
14.3

4.8, 23.8

0, 81

16.1 (16.50)
14.3

4.8, 19.0

0, 81

16.8 (16.38)
14.3

4.8, 23.8

0, 81
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=487) (N=246) (N=733)
End of Treatment Actual (All Subjects) n 217 162 379

Mean (StdDev)
Median

Q1, Q3

Min, Max

Actual (Subjects with n

Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev)
Median
01, 03
Min, Max

End of Treatment
Mean (StdDev)
Median

Q1, Q3

Min, Max

Niraparib (Zejula)

23.3 (20.68)
19.0

9.5, 38.1

0, 90

212

16.9 (16.04)
14.3

4.8, 23.8

0, 81

23.2 (20.88)
14.3

7.5, 38.1

0, 90

20.8 (18.91)
19.0

9.5, 23.8

0, 100

150

20.3 (19.09)
14.3

4.8, 23.8

0, 100

22.2 (19.9¢6)
19.0

9.5, 33.3

0, 100

362

16.1 (15.83)
14.3

4.8, 23.8

0, 81

22.0 (20.18)
14.3

5.6, 33.3

0, 100
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall

Visit Change Statistic (N=487) (N=2406) (N=733)

End of Treatment Change at Visit Mean (StdDev) 6.3 (16.50) 5.3 (14.17) 5.9 (15.57)
Median 2.4 4.8 4.8
Q1, 03 -4.8, 14.3 -4.8, 9.5 -4.8, 9.5
Min, Max -28, 71 -29, 67 -29, 71
p-value[1l] <0.0001
Delta2 (95% CI) [3] -0.33 (-0.42, -0.23)
Delta3 (95% CI) [4] -0.37 (-0.48, -0.27)
LS Mean (SE) 6.5 (1.06) 5.1 (1.206) 5.9 (0.81)
95% CI 4.4, 8.5 2.6, 7.6 4.3, 7.5
p-value[2] <0.0001
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=487) (N=246) (N=733)
Follow-Up Week 4 Actual (All Subjects) n 133 97 230

Mean (StdDev)
Median

Q1, Q3

Min, Max

Actual (Subjects with n

Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev)
Median
01, 03
Min, Max

Follow-Up Week 4
Mean (StdDev)
Median

Q1, 03

Min, Max

Niraparib (Zejula)

20.8 (21.35)
14.3

4.8, 33.3

0, 90

133

20.8 (21.35)
14.3

4.8, 33.3

0, 90

23.0 (19.33)
19.0

9.5, 33.3

0, 86

92

15.4 (13.87)
14.3

4.8, 19.0

0, 76

23.3 (19.7¢6)
19.0

9.5, 33.3

0, 86

21.7 (20.51)
14.3

4.8, 33.3

0, 90

225

21.8 (20.71)
14.3

4.8, 33.3

0, 90
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=487) (N=2406) (N=733)
Follow-Up Week 4 Change at Visit Mean (StdDev) 5.6 (18.98) 7.9 (16.24) 6.6 (17.91)
Median 4.8 7.1 4.8
Q1, 03 -4.8, 9.5 0.0, 16.7 -4.8, 14.3
Min, Max -38, 71 -29, 62 -38, 71
p-value[1l] <0.0001
Delta2 (95% CI) [3] -0.37 (-0.50, -0.23)
Delta3 (95% CI) [4] -0.45 (-0.62, -0.29)
LS Mean (SE) 5.6 (1.53) 8.0 (1.84) 6.6 (1.17)
95% CI 2.6, 8.6 4.3, 11.6 4.3, 8.9
p-value[2] <0.0001
Change up to Visit n [5] 218 154 372
LS Mean (SE) 6.0 (1.49) 8.7 (1.79) 7.1 (1.15)
95% CI 3.0, 8.9 5.2, 12.2 4.8, 9.4
p-value[6] <0.0001

Niraparib (Zejula)

158 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=487) (N=246) (N=733)
Follow-Up Week 8 Actual (All Subjects) n 136 90 226

Mean (StdDev)
Median

Q1, Q3

Min, Max

Actual (Subjects with n

Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev)
Median
01, 03
Min, Max

Follow-Up Week 8
Mean (StdDev)
Median

Q1, 03

Min, Max

Niraparib (Zejula)

21.4 (19.50)
17.9

4.8, 33.3

0, 95

135

21.6 (19.51)
19.0

4.8, 33.3

0, 95

21.6 (18.73)
19.0

9.5, 28.6

0, 100

86

15.7 (14.66)
14.3

4.8, 19.0

0, 71

21.9 (18.98)
19.0

9.5, 28.6

0, 100

21.5 (19.15)
19.0

4.8, 28.6

0, 100

221

16.2 (15.80)
14.3

4.8, 23.8

0, 71

21.7 (19.27)
19.0

4.8, 28.6

0, 100
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=487) (N=2406) (N=733)
Follow-Up Week 8 Change at Visit Mean (StdDev) 5.0 (17.22) 6.2 (15.95) 5.5 (16.71)
Median 4.8 4.8 4.8
Q1, 03 -4.8, 14.3 0.0, 14.3 -4.8, 14.3
Min, Max -48, 52 -48, 52 -48, 52
p-value[1l] <0.0001
Delta2 (95% CI) [3] -0.31 (-0.44, -0.18)
Delta3 (95% CI) [4] -0.35 (-0.49, -0.20)
LS Mean (SE) 5.1 (1.38) 6.0 (1.73) 5.5 (1.08)
95% CI 2.4, 7.8 2.6, 9.4 3.3, 7.6
p-value[2] <0.0001
Change up to Visit n [5] 221 154 375
LS Mean (SE) 5.5 (1.31) 6.9 (1.63) 6.1 (1.02)
95% CI 2.9, 8.1 3.7, 10.1 4.1, 8.1
p-value[6] <0.0001

Niraparib (Zejula)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=487) (N=246) (N=733)
Follow-Up Week 12 Actual (All Subjects) n 162 106 268

Mean (StdDev)
Median

Q1, Q3

Min, Max

Actual (Subjects with n

Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev)
Median
01, 03
Min, Max

Follow-Up Week 12
Mean (StdDev)
Median

Q1, 03

Min, Max

Niraparib (Zejula)

22.6 (20.57)
19.0

9.5, 33.3

0, 100

158

22.7 (20.67)
19.0

9.5, 33.3

0, 100

22.0 (17.96)
19.0

9.5, 33.3

0, 81

101

16.0 (15.20)
14.3

4.8, 19.0

0, 76

22.3 (18.25)
19.0

9.5, 33.3

0, 81

22.4 (19.55)
19.0

9.5, 33.3

0, 100

259

16.0 (15.25)
14.3

4.8, 23.8

0, 76

22.6 (19.73)
19.0

9.5, 33.3

0, 100
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=487) (N=2406) (N=733)
Follow-Up Week 12 Change at Visit Mean (StdDev) 6.7 (17.18) 6.3 (16.24) 6.5 (16.79)
Median 4.8 4.8 4.8
01, Q3 -4.8, 14.3 0.0, 9.5 -4.8, 14.3
Min, Max -29, 86 -43, 67 -43, 86
p-value[1l] <0.0001
Delta2 (95% CI) [3] -0.37 (-0.49, -0.25)
Delta3 (95% CI) [4] -0.43 (-0.57, -0.29)
LS Mean (SE) 6.7 (1.30) 6.3 (1.63) 6.5 (1.02)
95% CI 4.1, 9.2 3.1, 9.5 4.5, 8.5
p-value[2] <0.0001
Change up to Visit n [5] 228 154 382
LS Mean (SE) 6.0 (1.26) 6.6 (1.58) 6.2 (0.99)
95% CI 3.5, 8.4 3.5, 9.8 4.3, 8.2
p-value[6] <0.0001

Niraparib (Zejula)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=487) (N=246) (N=733)
Follow-Up Week 24 Actual (All Subjects) n 129 83 212

Mean (StdDev)
Median

Q1, Q3

Min, Max

Actual (Subjects with n

Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev)
Median
01, 03
Min, Max

Follow-Up Week 24
Mean (StdDev)
Median

Q1, 03

Min, Max

Niraparib (Zejula)

21.0 (18.61)
19.0

5.6, 28.6

0, 81

124

20.7 (18.68)
19.0

4.8, 28.6

0, 81

18.9 (16.41)
14.3

4.8, 28.6

0, 90

78

14.4 (13.38)
11.9

4.8, 19.0

0, 57

18.9 (16.47)
14.3

4.8, 28.6

0, 90

20.2 (17.77)
14.3

4.8, 28.6

0, 90

202

20.0 (17.84)
14.3

4.8, 28.6

0, 90
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=487) (N=2406) (N=733)
Follow-Up Week 24 Change at Visit Mean (StdDev) 5.3 (18.88) 4.5 (12.99) 5.0 (16.82)
Median 0.0 4.8 0.0
01, Q3 -4.8, 11.9 -4.8, 9.5 -4.8, 9.5
Min, Max -67, 62 -24, 38 -67, 62
p-value[1l] <0.0001
Delta2 (95% CI) [3] -0.31 (-0.45, -0.1¢6)
Delta3 (95% CI) [4] -0.35 (-0.51, -0.18)
LS Mean (SE) 5.5 (1.42) 4.2 (1.79) 5.0 (1.11)
95% CI 2.7, 8.3 0.7, 7.7 2.8, 7.2
p-value[2] <0.0001
Change up to Visit n [5] 232 154 386
LS Mean (SE) 5.5 (1.37) 4.2 (1.73) 5.0 (1.08)
95% CI 2.7, 8.2 0.8, 7.6 2.8, 7.1
p-value[6] <0.0001

Niraparib (Zejula)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Last On-treatment Actual n 118 84 202
Visit Prior to
Progression

Niraparib (Zejula)

Mean (StdDev)
Median

01, 03

Min, Max

17.0 (15.14)
14.3

4.8, 23.8

0, 67

17.7 (18.10)
14.3

4.8, 23.8

0, 81

17.3 (16.40)
14.3

4.8, 23.8

0, 81
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
End of Treatment Actual (All Subjects) n 92 82 174

Mean (StdDev)
Median

Q1, Q3

Min, Max

Actual (Subjects with n

Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev)
Median
01, 03
Min, Max

End of Treatment
Mean (StdDev)
Median

Q1, Q3

Min, Max

Niraparib (Zejula)

22.6 (19.90)
16.7

9.5, 33.3

0, 90

91

16.3 (14.69)
14.3

4.8, 23.8

0, 67

22.5 (19.98)
14.3

9.5, 33.3

0, 90

22.4 (19.42)
19.0

9.5, 28.6

0, 86

75

16.6 (17.62)
14.3

4.8, 19.0

0, 81

21.7 (19.76)
19.0

9.5, 23.8

0, 86

22.5 (19.62)
19.0

9.5, 28.6

0, 90

166

16.4 (16.03)
14.3

4.8, 19.0

0, 81

22.1 (19.82)
16.7

9.5, 28.6

0, 90
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall

Visit Change Statistic (N=228) (N=124) (N=352)

End of Treatment Change at Visit Mean (StdDev) 6.2 (17.76) 5.1 (14.34) 5.7 (16.27)
Median 0.0 4.8 0.0
Q1, 03 -4.8, 14.3 0.0, 9.5 -4.8, 9.5
Min, Max -24, 71 -24, 67 -24, 71
p-value[1l] <0.0001
Delta2 (95% CI) [3] -0.32 (-0.46, -0.18)
Delta3 (95% CI) [4] -0.36 (-0.52, -0.20)
LS Mean (SE) 6.2 (1.66) 5.2 (1.83) 5.7 (1.23)
95% CI 2.9, 9.5 1.6, 8.8 3.3, 8.2
p-value[2] <0.0001

Niraparib (Zejula)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Follow-Up Week 4 Actual (All Subjects) n 64 53 117

Mean (StdDev)
Median

Q1, Q3

Min, Max

Actual (Subjects with n

Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev)
Median
01, 03
Min, Max

Follow-Up Week 4
Mean (StdDev)
Median

Q1, 03

Min, Max

Niraparib (Zejula)

21.0 (21.17)
14.3

4.8, 35.7

0, 90

64

15.6 (14.99)
11.9

4.8, 19.0

0, 67

21.0 (21.17)
14.3

4.8, 35.7

0, 90

21.0 (16.90)
19.0

9.5, 28.6

0, 76

50

14.9 (11.69)
14.3

4.8, 19.0

0, 57

21.4 (17.30)
19.0

9.5, 28.6

0, 76

21.0 (19.27)
14.3

4.8, 33.3

0, 90

114

15.2 (13.59)
14.3

4.8, 19.0

0, 67

21.2 (19.49)
14.3

4.8, 33.3

0, 90
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Follow-Up Week 4 Change at Visit Mean (StdDev) 5.4 (17.71) 6.6 (15.48) 5.9 (16.71)
Median 4.8 4.8 4.8
01, Q3 -4.8, 9.5 -4.8, 14.3 -4.8, 14.3
Min, Max -29, 57 -29, 62 -29, 62
p-value[1l] 0.0002
Delta2 (95% CI) [3] -0.35 (-0.54, -0.17)
Delta3 (95% CI) [4] -0.44 (-0.67, -0.20)
LS Mean (SE) 5.5 (2.07) 6.5 (2.34) 5.9 (1.55)
95% CI 1.4, 9.6 1.8, 11.1 2.9, 9.0
p-value[2] 0.0002
Change up to Visit n [5] 95 77 172
LS Mean (SE) 6.1 (2.07) 7.3 (2.34) 6.6 (1.56)
95% CI 2.0, 10.2 2.6, 11.9 3.5, 9.7
p-value[6] <0.0001

Niraparib (Zejula)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Follow-Up Week 8 Actual (All Subjects) n ol 50 111

Mean (StdDev)
Median

Q1, Q3

Min, Max

Actual (Subjects with n

Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev)
Median
01, 03
Min, Max

Follow-Up Week 8
Mean (StdDev)
Median

Q1, 03

Min, Max

Niraparib (Zejula)

21.5 (19.92)
16.7

9.5, 28.6

0, 95

61

15.8 (15.35)
14.3

4.8, 19.0

0, 67

21.5 (19.92)
16.7

9.5, 28.6

0, 95

21.0 (17.27)
19.0

9.5, 28.6

0, 90

48

17.4 (15.20)
14.3

4.8, 19.0

0, 71

21.0 (17.57)
19.0

9.5, 28.6

0, 90

21.3 (18.69)
19.0

9.5, 28.6

0, 95

109

16.5 (15.23)
14.3

4.8, 19.0

0, 71

21.3 (18.84)
19.0

9.5, 28.6

0, 95
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Follow-Up Week 8 Change at Visit Mean (StdDev) 5.7 (15.80) 3.7 (16.79) 4.8 (16.20)
Median 4.8 0.0 4.8
Q1, 03 -4.8, 14.3 -4.8, 11.9 -4.8, 14.3
Min, Max -19, 52 -48, 52 -48, 52
p-value[1l] 0.0024
Delta2 (95% CI) [3] -0.28 (-0.46, -0.10)
Delta3 (95% CI) [4] -0.32 (-0.52, -0.11)
LS Mean (SE) 5.5 (2.01) 3.9 (2.206) 4.8 (1.50)
95% CI 1.5, 9.5 -0.5, 8.4 1.9, 7.8
p-value[2] 0.0017
Change up to Visit n [5] 97 77 174
LS Mean (SE) 6.3 (1.93) 4.9 (2.18) 5.7 (1.45)
95% CI 2.5, 10.2 0.6, 9.3 2.9, 8.6
p-value[6] 0.0001

Niraparib (Zejula)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Follow-Up Week 12 Actual (All Subjects) n 72 57 129

Mean (StdDev)
Median

Q1, Q3

Min, Max

Actual (Subjects with n

Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev)
Median
01, 03
Min, Max

Follow-Up Week 12
Mean (StdDev)
Median

Q1, 03

Min, Max

Niraparib (Zejula)

22.7 (21.91)
19.0

7.1, 28.6

0, 100

71

15.8 (14.75)
14.3

4.8, 19.0

0, 67

22.9 (21.9¢6)
19.0

9.5, 28.6

0, 100

19.6 (14.62)
14.3

9.5, 28.6

0, 57

55

15.9 (13.66)
14.3

4.8, 19.0

0, 57

19.5 (14.84)
14.3

9.5, 28.6

0, 57

21.3 (19.03)
19.0

9.5, 28.6

0, 100

126

15.8 (14.23)
14.3

4.8, 19.0

0, 67

21.4 (19.19)
19.0

9.5, 28.6

0, 100
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Follow-Up Week 12 Change at Visit Mean (StdDev) 7.2 (18.05) 3.5 (16.55) 5.6 (17.44)
Median 4.8 4.8 4.8
01, Q3 -4.8, 19.0 -4.8, 9.5 -4.8, 14.3
Min, Max -24, 71 -43, 48 -43, 71
p-value[1l] 0.0005
Delta2 (95% CI) [3] -0.33 (-0.52, -0.15)
Delta3 (95% CI) [4] -0.39 (-0.61, -0.17)
LS Mean (SE) 7.2 (1.99) 3.6 (2.206) 5.6 (1.50)
95% CI 3.2, 11.1 -0.9, 8.1 2.6, 8.6
p-value[2] 0.0003
Change up to Visit n [5] 100 77 177
LS Mean (SE) 6.3 (1.93) 4.5 (2.20) 5.5 (1.45)
95% CI 2.5, 10.1 0.1, 8.8 2.6, 8.4
p-value[6] 0.0002

Niraparib (Zejula)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Follow-Up Week 24 Actual (All Subjects) n 62 45 107

Mean (StdDev)
Median

Q1, Q3

Min, Max

Actual (Subjects with n

Change at Visit)
Last On-treatment
Visit Prior to
Progression
Mean (StdDev)
Median
01, 03
Min, Max

Follow-Up Week 24
Mean (StdDev)
Median

Q1, 03

Min, Max

Niraparib (Zejula)

22.6 (19.22)
19.0

9.5, 33.3

0, 76

57

15.6 (14.48)
14.3

4.8, 19.0

0, 67

22.1 (19.4¢6)
19.0

9.5, 28.6

0, 76

17.9 (13.36)
14.3

4.8, 23.8

0, 52

42

12.6 (10.77)
11.9

4.8, 19.0

0, 57

17.9 (13.17)
14.3

4.8, 23.8

0, 52

20.6 (17.09)
19.0

9.5, 28.6

0, 76

99

14.3 (13.06)
14.3

4.8, 19.0

0, 67

20.3 (17.13)
19.0

4.8, 28.6

0, 76
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo Overall
Visit Change Statistic (N=228) (N=124) (N=352)
Follow-Up Week 24 Change at Visit Mean (StdDev) 6.5 (19.79) 5.3 (12.09) 6.0 (16.89)
Median 0.0 4.8 4.8
Q1, 03 -4.8, 14.3 -4.8, 9.5 -4.8, 14.3
Min, Max -38, 62 -24, 38 -38, 62
p-value[1l] 0.0006
Delta2 (95% CI) [3] -0.39 (-0.62, -0.17)
Delta3 (95% CI) [4] -0.46 (-0.72, -0.20)
LS Mean (SE) 7.1 (2.10) 4.5 (2.45) 6.0 (1.59)
95% CI 3.0, 11.3 -0.4, 9.3 2.9, 9.2
p-value[2] 0.0003
Change up to Visit n [5] 102 77 179
LS Mean (SE) 6.6 (2.03) 4.6 (2.39) 5.7 (1.506)
95% CI 2.5, 10.6 -0.1, 9.4 2.6, 8.8
p-value[6] 0.0004

Niraparib (Zejula)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo

Visit Change Statistic (N=487) (N=246)
Baseline Actual n 476 238

Mean (StdDev) 1.4 (1.04) 1.4 (0.97)

Median 1.0 1.0

Q1l, 03 1.0, 2.0 1.0, 2.0

Min, Max 0, 4 0, 4
Cycle 3 Day 1 Actual n 422 221

Mean (StdDev) 1.5 (1.06) 1.3 (1.08)

Median 1.0 1.0

Q1l, 03 1.0, 2.0 0.0, 2.0

Min, Max 0, 4 0, 4

Change from BL n 416 215

Mean (StdDev) 0.1 (1.08) -0.1 (1.07)

Median 0.0 0.0

Q1, 03 0.0, 1.0 -1.0, 0.0

Min, Max -4, 4 -3, 4

LS Mean (SE) 0.1 (0.05) -0.1 (0.07)

95% CI 0.0, 0.2 -0.2, 0.1

Difference from placebo [1]

LS Mean (SE) 0.2 (0.09)

95% CI 0.0, 0.4

p-value 0.0252

Corrected Hedges g (95% CI) [2] 0.19 (0.02, 0.35)

Niraparib (Zejula) 176 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 5 Day 1 Actual n 352 185
Mean (StdDev) 1.3 (1.03) 1.3 (1.05)
Median 1.0 1.0
Q1l, 03 1.0, 2.0 0.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 345 181
Mean (StdDev) -0.1 (1.12) -0.1 (1.14)
Median 0.0 0.0
Q1l, 03 -1.0, 1.0 -1.0, 0.0
Min, Max -4, 3 -3, 3
LS Mean (SE) -0.1 (0.05) -0.1 (0.07)
95% CI -0.2, 0.0 -0.2, 0.1
Difference from placebo [1]
LS Mean (SE) 0.0 (0.09)
95% CI -0.1, 0.2
p-value 0.7965

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.02 (-0.16,

0.20)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 7 Day 1 Actual n 317 159
Mean (StdDev) 1.1 (0.97) 1.1 (0.93)
Median 1.0 1.0
Q1l, 03 0.0, 2.0 1.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 311 155
Mean (StdDev) -0.3 (1.08) -0.3 (1.01)
Median 0.0 0.0
Q1l, 03 -1.0, 0.0 -1.0, 0.0
Min, Max -3, 3 -3, 3
LS Mean (SE) -0.2 (0.05) -0.2 (0.07)
95% CI -0.3, -0.1 -0.3, -0.1
Difference from placebo [1]
LS Mean (SE) 0.0 (0.08)
95% CI -0.2, 0.2
p-value 0.9311

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.01 (-0.20, 0.18)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 9 Day 1 Actual n 283 125
Mean (StdDev) 1.1 (1.00) 1.2 (0.98)
Median 1.0 1.0
01, Q3 0.0, 2.0 1.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 276 121
Mean (StdDev) -0.3 (1.02) -0.2 (1.05)
Median 0.0 0.0
01, Q3 -1.0, 0.0 -1.0, 0.0
Min, Max -3, 3 -3, 3
LS Mean (SE) -0.2 (0.05) -0.2 (0.08)
95% CI -0.3, -0.1 -0.3, 0.0
Difference from placebo [1]
LS Mean (SE) 0.0 (0.09)
95% CI -0.2, 0.2
p-value 0.8648

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.02 (-0.23, 0.20)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 11 Day 1 Actual n 254 99
Mean (StdDev) 1.1 (0.96) 1.3 (1.13)
Median 1.0 1.0
01, Q3 0.0, 2.0 0.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 249 95
Mean (StdDev) -0.3 (1.09) -0.1 (1.13)
Median 0.0 0.0
01, Q3 -1.0, 0.0 -1.0, 1.0
Min, Max -3, 3 -3, 3
LS Mean (SE) -0.3 (0.05) 0.0 (0.08)
95% CI -0.4, -0.2 -0.2, 0.1
Difference from placebo [1]
LS Mean (SE) -0.2 (0.09)
95% CI -0.4, 0.0
p-value 0.0181

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.28 (-0.52,
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 13 Day 1 Actual n 231 97
Mean (StdDev) 1.0 (0.97) 1.1 (0.94)
Median 1.0 1.0
Q1l, 03 0.0, 2.0 0.0, 2.0
Min, Max 0, 4 0, 3
Change from BL n 226 93
Mean (StdDev) -0.3 (1.11) -0.3 (0.96)
Median 0.0 0.0
Q1l, 03 -1.0, 0.0 -1.0, 0.0
Min, Max -3, 3 -3, 2
LS Mean (SE) -0.3 (0.05) -0.2 (0.08)
95% CI -0.4, -0.2 -0.4, -0.1
Difference from placebo [1]
LS Mean (SE) -0.1 (0.10)
95% CI -0.3, 0.1
p-value 0.4145

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.10 (-0.34, 0.14)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 15 Day 1 Actual n 211 82
Mean (StdDev) 1.0 (0.98) 1.0 (0.95)
Median 1.0 1.0
Q1l, 03 0.0, 1.0 0.0, 2.0
Min, Max 0, 4 0, 3
Change from BL n 205 80
Mean (StdDev) -0.3 (1.10) -0.2 (1.05)
Median 0.0 0.0
Q1l, 03 -1.0, 0.0 -1.0, 0.0
Min, Max -3, 3 -3, 3
LS Mean (SE) -0.3 (0.05) -0.2 (0.08)
95% CI -0.4, -0.2 -0.3, 0.0
Difference from placebo [1]
LS Mean (SE) -0.2 (0.10)
95% CI -0.3, 0.0
p-value 0.1216

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.20 (-0.46, 0.06)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 18 Day 1 Actual n 172 71
Mean (StdDev) 1.0 (1.02) 1.1 (1.05)
Median 1.0 1.0
Q1l, 03 0.0, 2.0 0.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 169 69
Mean (StdDev) -0.2 (1.22) -0.3 (1.02)
Median 0.0 0.0
Q1l, 03 -1.0, 0.0 -1.0, 0.0
Min, Max -3, 3 -3, 3
LS Mean (SE) -0.3 (0.06) -0.3 (0.09)
95% CI -0.4, -0.2 -0.4, -0.1
Difference from placebo [1]
LS Mean (SE) 0.0 (0.11)
95% CI -0.2, 0.2
p-value 0.8053

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.03 (-0.31, 0.25)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 21 Day 1 Actual n 143 54
Mean (StdDev) 1.0 (1.00) 1.2 (1.20)
Median 1.0 1.0
01, Q3 0.0, 2.0 0.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 140 53
Mean (StdDev) -0.2 (0.99) -0.1 (1.33)
Median 0.0 0.0
01, Q3 -1.0, 0.0 -1.0, 1.0
Min, Max -3, 3 -3, 3
LS Mean (SE) -0.3 (0.07) -0.1 (0.11)
95% CI -0.4, -0.1 -0.3, 0.1
Difference from placebo [1]
LS Mean (SE) -0.2 (0.13)
95% CI -0.4, 0.1
p-value 0.1789

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.21 (-0.53, 0.10)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 24 Day 1 Actual n 87 32
Mean (StdDev) 1.0 (1.01) 1.1 (1.21)
Median 1.0 1.0
01, Q3 0.0, 1.0 0.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 85 31
Mean (StdDev) -0.4 (1.13) -0.2 (0.90)
Median 0.0 0.0
01, Q3 -1.0, 0.0 -1.0, 0.0
Min, Max -3, 3 -3, 1
LS Mean (SE) -0.5 (0.08) -0.2 (0.14)
95% CI -0.6, -0.3 -0.4, 0.1
Difference from placebo [1]
LS Mean (SE) -0.3 (0.10)
95% CI -0.6, 0.0
p-value 0.0849

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.36 (-0.77, 0.06)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 27 Day 1 Actual n 46 16
Mean (StdDev) 1.0 (1.03) 1.0 (0.89)
Median 1.0 1.0
Q1l, 03 0.0, 1.0 0.0, 1.5
Min, Max 0, 4 0, 3
Change from BL n 45 15
Mean (StdDev) -0.2 (1.10) -0.7 (1.05)
Median 0.0 0.0
Q1l, 03 -1.0, 0.0 -1.0, 0.0
Min, Max -3, 3 -3, 1
LS Mean (SE) -0.3 (0.10) -0.4 (0.17)
95% CI -0.4, -0.1 -0.7, 0.0
Difference from placebo [1]
LS Mean (SE) 0.1 (0.19)
95% CI -0.3, 0.5
p-value 0.6038

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.15 (-0.43,

0.74)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 30 Day 1 Actual n 27 8
Mean (StdDev) 1.3 (1.27) 0.9 (0.99)
Median 1.0 1.0
01, Q3 0.0, 2.0 0.0, 1.0
Min, Max 0, 4 0, 3
Change from BL n 26 8
Mean (StdDev) 0.2 (0.90) -0.6 (0.92)
Median 0.0 0.0
01, Q3 0.0, 1.0 -1.5, 0.0
Min, Max -1, 2 -2, 0
LS Mean (SE) -0.1 (0.12) -0.3 (0.21)
95% CI -0.3, 0.2 -0.7, 0.1
Difference from placebo [1]
LS Mean (SE) 0.2 (0.25)
95% CI -0.3, 0.7
p-value 0.3967

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.33 (-0.46,

1.13)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 33 Day 1 Actual n 14 2
Mean (StdDev) 1.2 (1.31) 0.5 (0.71)
Median 1.0 0.5
01, Q3 0.0, 2.0 0.0, 1.0
Min, Max 0, 4 0, 1
Change from BL n 14 2
Mean (StdDev) 0.1 (1.21) 0.0 (0.00)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 0.0
Min, Max 2, 2 0, O

Niraparib (Zejula)

LS Mean (SE)
95% CI

Difference from placebo

LS Mean (SE)
95% CI
p-value

Corrected Hedges g
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 36 Day 1 Actual n 5 2
Mean (StdDev) 0.6 (1.34) 2.0 (2.83)
Median 0.0 2.0
01, Q3 0.0, 0.0 0.0, 4.0
Min, Max 0, 3 0, 4
Change from BL n 5 2
Mean (StdDev) -0.2 (0.84) 1.5 (2.12)
Median 0.0 1.5
01, Q3 -1.0, 0.0 0.0, 3.0
Min, Max -1, 1 0, 3

Niraparib (Zejula)

LS Mean (SE)

95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 39 Day 1 Actual n 1 0
Mean (StdDev) 1.0 (NA)
Median 1.0
01, Q3 1.0, 1.0
Min, Max 1, 1
Change from BL n 1 0
Mean (StdDev) 1.0 (NA)
Median 1.0
01, Q3 1.0, 1.0
Min, Max 1, 1
LS Mean (SE)
95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
End of Treatment Actual n 285 170
Mean (StdDev) 1.5 (1.15) 1.3 (1.06)
Median 1.0 1.0
Q1l, 03 1.0, 2.0 1.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 283 167
Mean (StdDev) 0.1 (1.206) -0.1 (1.12)
Median 0.0 0.0
Q1l, 03 -1.0, 1.0 -1.0, 0.0
Min, Max -4, 4 -3, 4
LS Mean (SE) 0.1 (0.06) -0.1 (0.08)
95% CI 0.0, 0.2 -0.2, 0.1
Difference from placebo
LS Mean (SE) 0.2 (0.10)
95% CI 0.0, 0.4
p-value 0.0342
Corrected Hedges g 0.21 (0.02,

Niraparib (Zejula)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Follow-Up Week 4 Actual n 149 103
Mean (StdDev) 1.4 (1.11) 1.5 (1.07)
Median 1.0 1.0
01, Q3 1.0, 2.0 1.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 148 101
Mean (StdDev) 0.0 (1.29) 0.1 (1.20)
Median 0.0 0.0
01, Q3 -1.0, 1.0 -1.0, 1.0
Min, Max -4, 3 -2, 4
LS Mean (SE) 0.1 (0.08) 0.2 (0.09)
95% CI -0.1, 0.2 0.0, 0.3
Difference from placebo [1]
LS Mean (SE) -0.1 (0.12)
95% CI -0.3, 0.1
p-value 0.4405

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.10 (-0.35, 0.15)

192 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Follow-Up Week 8 Actual n 169 96
Mean (StdDev) 1.6 (1.00) 1.8 (1.09)
Median 1.0 2.0
Q1l, 03 1.0, 2.0 1.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 166 94
Mean (StdDev) 0.1 (1.23) 0.4 (1.11)
Median 0.0 0.0
Q1l, 03 -1.0, 1.0 0.0, 1.0
Min, Max -4, 4 -2, 4
LS Mean (SE) 0.2 (0.07) 0 (0.09)
95% CI 0.0, 0.3 , 0.6
Difference from placebo [1]
LS Mean (SE) -0.2 (0.11)
95% CI -0.4, 0.0
p-value 0.0505

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.25 (-0.51, 0.00)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Follow-Up Week 12 Actual n 196 111
Mean (StdDev) 1.6 (1.07) 1.6 (1.04)
Median 1.0 1.0
Q1l, 03 1.0, 2.0 1.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 195 108
Mean (StdDev) 0.2 (1.12) 0.2 (1.14)
Median 0.0 0.0
Q1l, 03 0.0, 1.0 0.0, 1.0
Min, Max 2, 3 -2, 3
LS Mean (SE) 0.2 (0.07) 0.2 (0.09)
95% CI 0.0, 0.3 , 0.4
Difference from placebo [1]
LS Mean (SE) -0.1 (0.11)
95% CI -0.3, 0.1
p-value 0.5247

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.08 (-0.31, 0.1¢6)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Follow-Up Week 24 Actual n 160 89
Mean (StdDev) 1.5 (1.04) 1.6 (1.01)
Median 1.0 1.0
Q1l, 03 1.0, 2.0 1.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 158 87
Mean (StdDev) 0.1 (1.15) 0.2 (1.21)
Median 0.0 0.0
Q1l, 03 -1.0, 1.0 -1.0, 1.0
Min, Max -3, 3 -2, 3
LS Mean (SE) 0.2 (0.08) 0.2 (0.10)
95% CI 0.0, 0.3 0.0, 0.4
Difference from placebo [1]
LS Mean (SE) 0.0 (0.13)
95% CI -0.3, 0.2
p-value 0.7627

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.04 (-0.30,

0.22)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo

Visit Change Statistic (N=487) (N=246)
Overall Change from BL LS Mean (SE) -0.1 (0.03) -0.1 (0.05)

95% CI -0.2, 0.0 -0.2, 0.0

Difference from placebo [1]

LS Mean (SE) 0.0 (0.06)

95% CI -0.2, 0.1

p-value 0.5260

Corrected Hedges g (95% CI) [2] -0.05 (-0.21, 0.11)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo

Visit Change Statistic (N=487) (N=246)
Baseline Actual n 478 240

Mean (StdDev) 0.0 (0.23) 0.1 (0.39)

Median 0.0 0.0

Q1l, 03 0.0, 0.0 0.0, 0.0

Min, Max 0, 2 0, 3
Cycle 3 Day 1 Actual n 423 220

Mean (StdDev) 0.1 (0.41) 0.0 (0.19)

Median 0.0 0.0

Q1l, 03 0.0, 0.0 0.0, 0.0

Min, Max 0, 3 0, 1

Change from BL n 419 216

Mean (StdDev) 0.1 (0.39) -0.1 (0.34)

Median 0.0 0.0

Q1, 03 0.0, 0.0 0.0, 0.0

Min, Max -2, 3 -2, 1

LS Mean (SE) 0.1 (0.02) 0.0 (0.02)

95% CI 0.0, 0.1 -0.1, 0.0

Difference from placebo [1]

LS Mean (SE) 0.1 (0.03)

95% CI 0.0, 0.2

p-value 0.0003

Corrected Hedges g (95% CI) [2] 0.30 (0.14, 0.47)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 5 Day 1 Actual n 352 184
Mean (StdDev) 0.1 (0.39) 0.0 (0.34)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 3 0, 4
Change from BL n 347 181
Mean (StdDev) 0.1 (0.43) -0.1 (0.37)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -2, 3 -2, 1
LS Mean (SE) .1 (0.02) 0.0 (0.03)
95% CI .0, 0.1 -0.1, 0.0
Difference from placebo
LS Mean (SE) 0.1 (0.03)
95% CI 0.0, 0.1
p-value 0.0368
Corrected Hedges g 0.19 (0.01,

Niraparib (Zejula)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 7 Day 1 Actual n 316 157
Mean (StdDev) 0.1 (0.35) 0.0 (0.26)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 3 0, 3
Change from BL n 311 154
Mean (StdDev) 0.0 (0.40) -0.1 (0.43)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -2, 3 -3, 2
LS Mean (SE) .0 (0.02) 0.0 (0.03)
95% CI .0, 0.1 -0.1, 0.0
Difference from placebo
LS Mean (SE) 0.0 (0.03)
95% CI 0.0, 0.1
p-value 0.1345
Corrected Hedges g 0.15 (-0.05,

Niraparib (Zejula)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 9 Day 1 Actual n 285 125
Mean (StdDev) 0.1 (0.37) 0.1 (0.32)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 4 0, 3
Change from BL n 280 122
Mean (StdDev) 0.0 (0.42) -0.1 (0.43)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -2, 4 -2, 1
LS Mean (SE) .0 (0.02) 0.0 (0.03)
95% CI 0.0, 0.1 -0.1, 0.0
Difference from placebo
LS Mean (SE) 0.0 (0.04)
95% CI 0.0, 0.1
p-value 0.1973
Corrected Hedges g 0.14 (-0.07,

Niraparib (Zejula)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 11 Day 1 Actual n 254 99
Mean (StdDev) 0.1 (0.35) 0.1 (0.22)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 3 0, 1
Change from BL n 250 96
Mean (StdDev) 0.0 (0.40) -0.1 (0.49)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -2, 3 -2, 1
LS Mean (SE) .0 (0.02) 0.0 (0.03)
95% CI .0, 0.1 -0.1, 0.0
Difference from placebo
LS Mean (SE) 0.0 (0.04)
95% CI 0.0, 0.1
p-value 0.2018
Corrected Hedges g 0.15 (-0.08,

Niraparib (Zejula)

201 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 13 Day 1 Actual n 230 97
Mean (StdDev) 0.0 (0.21) 0.1 (0.36)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 1 0, 3
Change from BL n 226 94
Mean (StdDev) 0.0 (0.27) -0.1 (0.54)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -2, 1 -3, 2
LS Mean (SE) 0 (0.02) 0.0 (0.03)
95% CI , 0.0 0.0, 0.1
Difference from placebo [1]
LS Mean (SE) 0.0 (0.03)
95% CI -0.1, 0.1
p-value 0.8793

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.02 (-0.22,

0.26)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 15 Day 1 Actual n 211 82
Mean (StdDev) 0.0 (0.27) 0.1 (0.24)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 2 0, 1
Change from BL n 206 81
Mean (StdDev) 0.0 (0.34) -0.1 (0.45)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -2, 2 -2, 1
LS Mean (SE) 0 (0.02) 0.0 (0.03)
95% CI , 0.0 -0.1, 0.1
Difference from placebo [1]
LS Mean (SE) 0.0 (0.04)
95% CI -0.1, 0.1
p-value 0.8014

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.03 (-0.22,

0.29)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 18 Day 1 Actual n 173 71
Mean (StdDev) 0.1 (0.31) 0.0 (0.26)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 2 0, 2
Change from BL n 171 70
Mean (StdDev) 0.1 (0.36) -0.1 (0.45)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -2, 2 -2, 1
LS Mean (SE) .0 (0.02) 0.0 (0.03)
95% CI 0.0, 0.1 -0.1, 0.0
Difference from placebo
LS Mean (SE) 0.1 (0.04)
95% CI 0.0, 0.1
p-value 0.0798
Corrected Hedges g 0.25 (-0.03,

Niraparib (Zejula)

204 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 21 Day 1 Actual n 143 55
Mean (StdDev) 0.1 (0.406) 0.1 (0.30)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 3 0, 2
Change from BL n 141 54
Mean (StdDev) 0.1 (0.50) -0.1 (0.58)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -2, 3 -2, 2
LS Mean (SE) 0.1 (0.04) 0.0 (0.06)
95% CI , 0.1 -0.1, 0.1
Difference from placebo [1]
LS Mean (SE) 0.1 (0.07)
95% CI -0.1, 0.2
p-value 0.3127

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.16 (-0.15,

0.48)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 24 Day 1 Actual n 88 32
Mean (StdDev) 0.1 (0.25) 0.2 (0.51)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 1 0, 2
Change from BL n 87 31
Mean (StdDev) 0.1 (0.28) 0.0 (0.52)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -1, 1 -1, 2
LS Mean (SE) 0.0 (0.03) 0.0 (0.06)
95% CI 0, 0.1 -0.1, 0.2
Difference from placebo [1]
LS Mean (SE) 0.0 (0.07)
95% CI -0.1, 0.1
p-value 0.8828

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.03 (-0.44,

0.38)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 27 Day 1 Actual n 46 16
Mean (StdDev) 0.0 (0.15) 0.3 (0.70)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 1 0, 2
Change from BL n 46 15
Mean (StdDev) 0.0 (0.21) 0.1 (0.64)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -1, 1 -1, 2
LS Mean (SE) 0.0 (0.03) 0 (0.06)
95% CI -0.1, 0.1 , 0.3
Difference from placebo [1]
LS Mean (SE) -0.1 (0.07)
95% CI -0.3, 0.0
p-value 0.0432

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.62 (-1.21, -0.02)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 30 Day 1 Actual n 27 8
Mean (StdDev) 0.0 (0.00) 0.0 (0.00)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max 0, O 0, O
Change from BL n 26 8
Mean (StdDev) 0.0 (0.00) -0.3 (0.71)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max 0, O -2, 0
LS Mean (SE) 0.0 (0.02) 0.0 (0.03)
95% CI -0.1, 0.0 -0.1, 0.0
Difference from placebo [1]
LS Mean (SE) 0.0 (0.04)
95% CI -0.1, 0.1
p-value 0.6312

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.19 (-0.98,

0.60)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 33 Day 1 Actual n 14 2
Mean (StdDev) 0.1 (0.27) 0.0 (0.00)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 1 0, O
Change from BL n 14 2
Mean (StdDev) 0.1 (0.27) 0.0 (0.00)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 1 0, O

Niraparib (Zejula)

LS Mean (SE)

95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 36 Day 1 Actual n 5 2
Mean (StdDev) 0.0 (0.00) 0.0 (0.00)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, O 0, O
Change from BL n 5 2
Mean (StdDev) 0.0 (0.00) 0.0 (0.00)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, O 0, O

Niraparib (Zejula)

LS Mean (SE)

95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 39 Day 1 Actual n 1 0
Mean (StdDev) 0.0 (NA)
Median 0.0
01, Q3 0.0, 0.0
Min, Max 0, 0
Change from BL n 1 0
Mean (StdDev) 0.0 (NA)
Median 0.0
01, Q3 0.0, 0.0
Min, Max 0, 0O

LS Mean (SE)

95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
End of Treatment Actual n 286 170
Mean (StdDev) 0.1 (0.45) 0.1 (0.44)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max 0, 3 0, 4
Change from BL n 284 167
Mean (StdDev) 0.1 (0.44) 0.0 (0.56)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max -2, 3 -3, 4
LS Mean (SE) 0.1 (0.03) 0 (0.03)
95% CI 0.0, 0.1 , 0.1
Difference from placebo [1]
LS Mean (SE) 0.0 (0.04)
95% CI 0.0, 0.1
p-value 0.3752
Corrected Hedges g (95% CI) [2] 0.09 (-0.10, 0.28)

Niraparib (Zejula)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Follow-Up Week 4 Actual n 149 103
Mean (StdDev) 0.2 (0.60) 0.1 (0.30)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 4 0, 2
Change from BL n 149 101
Mean (StdDev) 0.1 (0.61) 0.0 (0.40)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -1, 4 -2, 2
LS Mean (SE) 0 (0.04) 0.0 (0.05)
95% CI , 0.2 -0.1, 0.1
Difference from placebo [1]
LS Mean (SE) 0.1 (0.06)
95% CI -0.1, 0.2
p-value 0.2658

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.14 (-0.11,

0.40)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Follow-Up Week 8 Actual n 168 96
Mean (StdDev) 0.2 (0.406) 0.2 (0.67)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 3 0, 4
Change from BL n 166 94
Mean (StdDev) 0.1 (0.48) 0.1 (0.73)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -1, 3 -2, 4
LS Mean (SE) 0.1 (0.04) 0 (0.05)
95% CI , 0.2 , 0.3
Difference from placebo [1]
LS Mean (SE) -0.1 (0.07)
95% CI -0.2, 0.0
p-value 0.2168

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.16 (-0.41, 0.09)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Follow-Up Week 12 Actual n 199 111
Mean (StdDev) 0.2 (0.62) 0.1 (0.67)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 4 0, 4
Change from BL n 198 108
Mean (StdDev) 0.2 (0.63) 0.1 (0.72)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -1, 4 -1, 4
LS Mean (SE) 0 (0.05) 0 (0.006)
95% CI , 0.2 , 0.2
Difference from placebo [1]
LS Mean (SE) 0.0 (0.08)
95% CI -0.1, 0.2
p-value 0.7669

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.04 (-0.20,

0.27)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Follow-Up Week 24 Actual n le6l 90
Mean (StdDev) 0.1 (0.40) 0.1 (0.41)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max 0, 3 0, 3
Change from BL n 160 88
Mean (StdDev) 0.1 (0.44) 0.1 (0.45)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max -1, 3 -1, 3
LS Mean (SE) 0.0 (0.03) 0.1 (0.05)
95% CI , 0.1 , 0.2
Difference from placebo [1]
LS Mean (SE) 0.0 (0.006)
95% CI -0.1, 0.1
p-value 0.4856

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.09 (-0.35,

0.17)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo

Visit Change Statistic (N=487) (N=246)
Overall Change from BL LS Mean (SE) 0.0 (0.01) 0.0 (0.02)

95% CI 0.0, 0.1 0.0, 0.1

Difference from placebo [1]

LS Mean (SE) 0.0 (0.02)

95% CI 0.0, 0.1

p-value 0.3505

Corrected Hedges g (95% CI) [2] 0.08 (-0.08, 0.23)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo

Visit Change Statistic (N=487) (N=246)
Baseline Actual n 476 240

Mean (StdDev) 0.8 (1.02) 0.8 (1.02)

Median 0.0 1.0

Q1l, 03 0.0, 1.0 0.0, 1.0

Min, Max 0, 4 0, 4
Cycle 3 Day 1 Actual n 423 221

Mean (StdDev) 0.7 (0.93) 0.9 (1.05)

Median 0.0 1.0

Q1l, 03 0.0, 1.0 0.0, 2.0

Min, Max 0, 4 0, 4

Change from BL n 416 217

Mean (StdDev) -0.1 (0.93) 0.1 (1.03)

Median 0.0 0.0

Q1, 03 0.0, 0.0 0.0, 1.0

Min, Max -4, 3 -3, 3

LS Mean (SE) -0.1 (0.04) 0.1 (0.06)

95% CI -0.2, 0.0 0.0, 0.2

Difference from placebo [1]

LS Mean (SE) -0.2 (0.07)

95% CI -0.3, 0.0

p-value 0.0146

Corrected Hedges g (95% CI) [2] -0.20 (-0.37, -0.04)

Niraparib (Zejula) 218 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 5 Day 1 Actual n 351 185
Mean (StdDev) 0.7 (0.93) 0.8 (1.09)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 4
Change from BL n 344 182
Mean (StdDev) -0.1 (0.88) 0.0 (1.06)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -4, 3 -4, 4
LS Mean (SE) -0.1 (0.04) 0 (0.06)
95% CI -0.2, 0.0 , 0.2
Difference from placebo [1]
LS Mean (SE) -0.2 (0.08)
95% CI -0.3, 0.0
p-value 0.0306

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.20 (-0.38,
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 7 Day 1 Actual n 315 156
Mean (StdDev) 0.8 (0.92) 0.8 (0.98)
Median 0.0 0.5
Q1l, 03 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 4
Change from BL n 309 153
Mean (StdDev) 0.0 (1.00) 0.0 (0.97)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max -3, 3 -4, 2
LS Mean (SE) 0.0 (0.05) 0.0 (0.07)
95% CI -0.1, 0.1 -0.1, 0.2
Difference from placebo [1]
LS Mean (SE) 0.0 (0.08)
95% CI -0.2, 0.1
p-value 0.7931

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.03 (-0.22,

0.17)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 9 Day 1 Actual n 284 124
Mean (StdDev) 0.8 (0.97) 0.9 (1.04)
Median 0.0 1.0
Q1l, 03 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 4
Change from BL n 278 121
Mean (StdDev) 0.0 (0.96) 0.0 (1.01)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 -1.0, 1.0
Min, Max -3, 3 -3, 3
LS Mean (SE) 0.0 (0.05) 0.1 (0.07)
95% CI -0.1, 0.1 -0.1, 0.2
Difference from placebo [1]
LS Mean (SE) 0.0 (0.09)
95% CI -0.2, 0.1
p-value 0.7274

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.04 (-0.25,

0.18)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 11 Day 1 Actual n 254 99
Mean (StdDev) 0.8 (0.97) 0.8 (1.07)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 4
Change from BL n 249 96
Mean (StdDev) 0.0 (0.98) 0.0 (0.99)
Median 0.0 0.0
01, Q3 -1.0, 0.0 -1.0, 0.0
Min, Max -3, 3 -2, 3
LS Mean (SE) 0.0 (0.05) 0.0 (0.08)
95% CI -0.1, 0.1 -0.1, 0.2
Difference from placebo [1]
LS Mean (SE) 0.0 (0.09)
95% CI -0.2, 0.2
p-value 0.9931

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.00 (-0.24,

0.23)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 13 Day 1 Actual n 229 97
Mean (StdDev) 0.7 (0.97) 0.8 (1.00)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 4
Change from BL n 224 94
Mean (StdDev) 0.0 (0.97) 0.0 (0.85)
Median 0.0 0.0
01, Q3 -0.5, 0.0 0.0, 0.0
Min, Max -3, 3 -2, 2
LS Mean (SE) 0.0 (0.05) 0.0 (0.07)
95% CI -0.1, 0.1 -0.1, 0.2
Difference from placebo [1]
LS Mean (SE) -0.1 (0.09)
95% CI -0.2, 0.1
p-value 0.3815

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.11 (-0.35, 0.13)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 15 Day 1 Actual n 211 82
Mean (StdDev) 0.6 (0.92) 0.7 (0.98)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 4
Change from BL n 205 81
Mean (StdDev) -0.1 (0.94) 0.0 (0.84)
Median 0.0 0.0
01, Q3 -1.0, 0.0 0.0, 0.0
Min, Max -3, 3 -2, 2
LS Mean (SE) -0.1 (0.05) 0.0 (0.07)
95% CI -0.1, 0.0 -0.1, 0.2
Difference from placebo [1]
LS Mean (SE) -0.1 (0.09)
95% CI -0.3, 0.1
p-value 0.2434

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.15 (-0.41, 0.11)

224 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 18 Day 1 Actual n 173 71
Mean (StdDev) 0.7 (0.99) 0.8 (1.14)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 170 70
Mean (StdDev) 0.0 (1.02) 0.0 (0.98)
Median 0.0 0.0
01, Q3 -1.0, 0.0 -1.0, 0.0
Min, Max -2, 4 -2, 3
LS Mean (SE) 0.0 (0.06) 0.1 (0.09)
95% CI -0.1, 0.1 -0.1, 0.3
Difference from placebo [1]
LS Mean (SE) -0.1 (0.11)
95% CI -0.3, 0.1
p-value 0.2133

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.18 (-0.45, 0.10)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 21 Day 1 Actual n 143 55
Mean (StdDev) 0.7 (0.98) 0.7 (1.10)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 4
Change from BL n 140 54
Mean (StdDev) 0.0 (1.04) -0.1 (0.81)
Median 0.0 0.0
01, Q3 -0.5, 0.0 -1.0, 0.0
Min, Max -3, 3 -2, 2
LS Mean (SE) 0.0 (0.06) 0.0 (0.10)
95% CI -0.1, 0.1 -0.2, 0.2
Difference from placebo [1]
LS Mean (SE) 0.0 (0.12)
95% CI -0.2, 0.3
p-value 0.8515

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.03 (-0.28,

0.34)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 24 Day 1 Actual n 88 32
Mean (StdDev) 0.6 (0.88) 0.8 (1.14)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.5
Min, Max 0, 4 0, 4
Change from BL n 87 31
Mean (StdDev) -0.1 (0.94) -0.1 (0.94)
Median 0.0 0.0
01, Q3 -1.0, 0.0 -1.0, 0.0
Min, Max -2, 2 -2, 2
LS Mean (SE) -0.1 (0.08) 0.0 (0.13)
95% CI -0.3, 0.0 -0.2, 0.3
Difference from placebo [1]
LS Mean (SE) -0.1 (0.15)
95% CI -0.4, 0.2
p-value 0.4607

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.15 (-0.56, 0.26)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 27 Day 1 Actual n 46 16
Mean (StdDev) 0.6 (0.81) 0.6 (0.96)
Median 0.0 0.0
Q1l, 03 0.0, 1.0 0.0, 1.0
Min, Max 0, 3 0, 3
Change from BL n 46 15
Mean (StdDev) 0.0 (0.87) -0.1 (0.88)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 -1.0, 0.0
Min, Max -2, 3 -1, 2
LS Mean (SE) 0.0 (0.09) 0.0 (0.15)
95% CI -0.2, 0.2 -0.3, 0.3
Difference from placebo [1]
LS Mean (SE) 0.0 (0.18)
95% CI -0.4, 0.4
p-value 0.9827

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.01 (-0.58,

0.59)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 30 Day 1 Actual n 27 8
Mean (StdDev) 0.7 (0.86) 0.3 (0.406)
Median 1.0 0.0
01, Q3 0.0, 1.0 0.0, 0.5
Min, Max 0, 3 0, 1
Change from BL n 26 8
Mean (StdDev) 0.2 (0.83) -0.3 (0.71)
Median 0.0 0.0
01, Q3 0.0, 1.0 -1.0, 0.0
Min, Max -1, 2 -1, 1
LS Mean (SE) 0.2 (0.13) -0.1 (0.22)
95% CI -0.1, 0.4 -0.5, 0.4
Difference from placebo [1]
LS Mean (SE) 0.2 (0.25)
95% CI -0.3, 0.7
p-value 0.4005

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.33 (-0.47,

1.13)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 33 Day 1 Actual n 14 2
Mean (StdDev) 0.6 (0.76) 1.0 (1.41)
Median 0.0 1.0
01, Q3 0.0, 1.0 0.0, 2.0
Min, Max 0, 2 0, 2
Change from BL n 14 2
Mean (StdDev) 0.4 (0.74) 0.5 (0.71)
Median 0.0 0.5
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max 1, 2 0, 1

Niraparib (Zejula)

LS Mean (SE)
95% CI

Difference from placebo

LS Mean (SE)
95% CI
p-value

Corrected Hedges g
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 36 Day 1 Actual n 5 2
Mean (StdDev) 0.6 (1.34) 2.0 (2.83)
Median 0.0 2.0
01, Q3 0.0, 0.0 0.0, 4.0
Min, Max 0, 3 0, 4
Change from BL n 5 2
Mean (StdDev) 0.6 (1.34) 1.5 (2.12)
Median 0.0 1.5
01, Q3 0.0, 0.0 0.0, 3.0
Min, Max 0, 3 0, 3

Niraparib (Zejula)

LS Mean (SE)

95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 39 Day 1 Actual n 1 0
Mean (StdDev) 0.0 (NA)
Median 0.0
01, Q3 0.0, 0.0
Min, Max 0, 0
Change from BL n 1 0
Mean (StdDev) 0.0 (NA)
Median 0.0
01, Q3 0.0, 0.0
Min, Max 0, 0O
LS Mean (SE)
95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
End of Treatment Actual n 286 171
Mean (StdDev) 1.0 (1.01) 1.1 (1.06)
Median 1.0 1.0
Q1l, 03 0.0, 2.0 0.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 284 168
Mean (StdDev) 0.2 (1.08) 0.3 (1.07)
Median 0.0 0.0
Q1l, 03 0.0, 1.0 0.0, 1.0
Min, Max -3, 3 -4, 3
LS Mean (SE) 0.2 (0.05) 0.3 (0.07)
95% CI , 0.3 , 0.
Difference from placebo [1]
LS Mean (SE) -0.1 (0.08)
95% CI -0.2, 0.1
p-value 0.3566

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.09 (-0.28, 0.10)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Follow-Up Week 4 Actual n 149 102
Mean (StdDev) 1.0 (1.07) 1.1 (1.09)
Median 1.0 1.0
01, Q3 0.0, 1.0 0.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 149 100
Mean (StdDev) 0.2 (1.17) 0.3 (1.31)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max -3, 4 -4, 4
LS Mean (SE) 0.2 (0.08) 0 (0.09)
95% CI , 0.3 , 0.5
Difference from placebo [1]
LS Mean (SE) -0.1 (0.12)
95% CI -0.3, 0.2
p-value 0.5108

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.09 (-0.34, 0.17)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Follow-Up Week 8 Actual n 169 96
Mean (StdDev) 1.0 (1.06) 1.0 (0.96)
Median 1.0 1.0
01, Q3 0.0, 1.0 0.0, 1.5
Min, Max 0, 4 0, 4
Change from BL n 166 94
Mean (StdDev) 0.2 (1.08) 0.3 (1.03)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max -3, 3 -3, 3
LS Mean (SE) 0.2 (0.06) 0.2 (0.09)
95% CI , 0.3 , 0.4
Difference from placebo [1]
LS Mean (SE) 0.0 (0.11)
95% CI -0.2, 0.2
p-value 0.9251

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.01 (-0.27,

0.24)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Follow-Up Week 12 Actual n 198 111
Mean (StdDev) 1.0 (1.03) 1.0 (0.97)
Median 1.0 1.0
01, Q3 0.0, 1.0 0.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 197 108
Mean (StdDev) 0.2 (1.21) 0.2 (1.10)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max -3, 4 -4, 3
LS Mean (SE) 0.2 (0.06) 0.2 (0.09)
95% CI , 0.3 , 0.3
Difference from placebo [1]
LS Mean (SE) 0.0 (0.11)
95% CI -0.2, 0.3
p-value 0.7233

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.04 (-0.19,

0.28)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Follow-Up Week 24 Actual n 160 90
Mean (StdDev) 1.0 (1.08) 0.9 (0.94)
Median 1.0 1.0
01, Q3 0.0, 2.0 0.0, 1.0
Min, Max 0, 4 0, 3
Change from BL n 158 88
Mean (StdDev) 0.2 (1.12) 0.1 (1.03)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max -4, 3 -2, 3
LS Mean (SE) 0.3 (0.07) 0.1 (0.09)
95% CI 0.1, 0.4 -0.1, 0.2
Difference from placebo
LS Mean (SE) 0.2 (0.11)
95% CI 0.0, 0.4
p-value 0.0605
Corrected Hedges g 0.25 (-0.01,

Niraparib (Zejula)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo

Visit Change Statistic (N=487) (N=246)
Overall Change from BL LS Mean (SE) 0.1 (0.03) 0.1 (0.05)

95% CI 0.0, 0.1 0.0, 0.2

Difference from placebo [1]

LS Mean (SE) 0.0 (0.06)

95% CI -0.1, 0.1

p-value 0.6103

Corrected Hedges g (95% CI) [2] -0.04 (-0.20, 0.11)

Niraparib (Zejula) 238 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo

Visit Change Statistic (N=487) (N=246)
Baseline Actual n 4717 239

Mean (StdDev) 0.2 (0.55) 0.3 (0.68)

Median 0.0 0.0

01, Q3 0.0, 0.0 0.0, 0.0

Min, Max 0, 4 0, 4
Cycle 3 Day 1 Actual n 425 221

Mean (StdDev) 0.6 (0.85) 0.3 (0.72)

Median 0.0 0.0

01, Q3 0.0, 1.0 0.0, 0.0

Min, Max 0, 4 0, 4

Change from BL n 419 217

Mean (StdDev) 0.4 (0.87) 0.0 (0.74)

Median 0.0 0.0

01, 03 0.0, 1.0 0.0, 0.0

Min, Max 2, 4 3, 3

LS Mean (SE) 0.4 (0.04) 1 (0.05)

95% CI 3, 0.5 , 0.2

Difference from placebo

LS Mean (SE) 0.3 (0.06)

95% CI 0.2, 0.5

p-value <0.0001

Corrected Hedges g 0.44 (0.28,

Niraparib (Zejula)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 5 Day 1 Actual n 351 185
Mean (StdDev) 0.4 (0.74) 0.2 (0.65)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 0.0
Min, Max 0, 4 0, 4
Change from BL n 345 181
Mean (StdDev) 0.2 (0.77) 0.0 (0.59)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -3, 4 -2, 2
LS Mean (SE) 0.2 (0.04) 0.0 (0.05)
95% CI 0.1, 0.3 -0.1, 0.1
Difference from placebo
LS Mean (SE) 0.2 (0.006)
95% CI 0.1, 0.3
p-value 0.0008
Corrected Hedges g 0.31 (0.13,

Niraparib (Zejula)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 7 Day 1 Actual n 316 159
Mean (StdDev) 0.4 (0.75) 0.2 (0.51)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 0.0
Min, Max 0, 3 0, 3
Change from BL n 311 156
Mean (StdDev) 0.3 (0.81) -0.1 (0.62)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -3, 3 -2, 2
LS Mean (SE) 0.2 (0.04) 0.0 (0.05)
95% CI 0.1, 0.3 -0.1, 0.1
Difference from placebo
LS Mean (SE) 0.2 (0.006)
95% CI 0.1, 0.3
p-value 0.0009
Corrected Hedges g 0.33 (0.13,

Niraparib (Zejula)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 9 Day 1 Actual n 283 123
Mean (StdDev) 0.3 (0.65) 0.2 (0.061)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 0.0
Min, Max 0, 4 0, 3
Change from BL n 278 120
Mean (StdDev) 0.2 (0.70) -0.1 (0.70)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -3, 3 -4, 3
LS Mean (SE) 0.2 (0.03) 0.0 (0.05)
95% CI 0.1, 0.2 -0.1, 0.1
Difference from placebo
LS Mean (SE) 0.2 (0.006)
95% CI 0.0, 0.3
p-value 0.0124
Corrected Hedges g 0.27 (0.06,

Niraparib (Zejula)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 11 Day 1 Actual n 254 98
Mean (StdDev) 0.3 (0.57) 0.3 (0.71)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max 0, 3 0, 3
Change from BL n 250 95
Mean (StdDev) 0.1 (0.58) 0.1 (0.72)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max -2, 3 -2, 3
LS Mean (SE) 0.1 (0.04) 0.1 (0.06)
95% CI , 0.2 , 0.2
Difference from placebo [1]
LS Mean (SE) 0.0 (0.07)
95% CI -0.1, 0.1
p-value 0.9287

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.01 (-0.23,

0.25)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 13 Day 1 Actual n 231 97
Mean (StdDev) 0.3 (0.60) 0.3 (0.72)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max 0, 3 0, 3
Change from BL n 227 94
Mean (StdDev) 0.2 (0.63) 0.0 (0.69)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max -2, 3 -2, 3
LS Mean (SE) 0.1 (0.04) 0.1 (0.06)
95% CI , 0.2 , 0.2
Difference from placebo [1]
LS Mean (SE) 0.1 (0.07)
95% CI -0.1, 0.2
p-value 0.3584

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.11 (-0.13,

0.35)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 15 Day 1 Actual n 211 82
Mean (StdDev) 0.2 (0.54) 0.3 (0.71)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max 0, 3 0, 3
Change from BL n 206 81
Mean (StdDev) 0.1 (0.61) 0.0 (0.65)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max -2, 3 -2, 3
LS Mean (SE) 0.1 (0.04) 0.1 (0.06)
95% CI , 0.2 , 0.2
Difference from placebo [1]
LS Mean (SE) 0.0 (0.07)
95% CI -0.1, 0.2
p-value 0.7310

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.04 (-0.21,

0.30)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 18 Day 1 Actual n 173 70
Mean (StdDev) 0.3 (0.67) 0.3 (0.67)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max 0, 3 0, 3
Change from BL n 171 69
Mean (StdDev) 0.2 (0.76) 0.0 (0.60)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max -2, 3 -2, 2
LS Mean (SE) 0.1 (0.05) 0.1 (0.07)
95% CI , 0.2 -0.1, 0.2
Difference from placebo [1]
LS Mean (SE) 0.1 (0.09)
95% CI -0.1, 0.2
p-value 0.5022

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.10 (-0.18,

0.38)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 21 Day 1 Actual n 143 55
Mean (StdDev) 0.3 (0.65) 0.3 (0.04)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 1.0
Min, Max 0, 3 0, 3
Change from BL n 141 54
Mean (StdDev) 0.2 (0.66) 0.1 (0.90)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -2, 3 -4, 2
LS Mean (SE) 0.2 (0.05) 0 (0.08)
95% CI , 0.3 , 0.3
Difference from placebo [1]
LS Mean (SE) 0.1 (0.09)
95% CI -0.1, 0.2
p-value 0.5526

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.09 (-0.22,

0.41)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 24 Day 1 Actual n 87 32
Mean (StdDev) 0.3 (0.53) 0.5 (0.92)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 0.5
Min, Max 0, 2 0, 3
Change from BL n 86 31
Mean (StdDev) 0.1 (0.53) 0.1 (0.93)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -2, 2 -3, 2
LS Mean (SE) 0 (0.06) 0.2 (0.10)
95% CI , 0.3 , 0.
Difference from placebo [1]
LS Mean (SE) 0.0 (0.12)
95% CI -0.3, 0.2
p-value 0.7756

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.06 (-0.47,

0.35)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 27 Day 1 Actual n 46 16
Mean (StdDev) 0.3 (0.57) 0.4 (0.89)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.5
Min, Max 0, 3 0, 3
Change from BL n 46 15
Mean (StdDev) 0.1 (0.68) 0.0 (1.20)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max -1, 3 -3, 3
LS Mean (SE) 0.1 (0.09) 0.2 (0.106)
95% CI -0.1, 0.3 -0.1, 0.5
Difference from placebo [1]
LS Mean (SE) -0.1 (0.18)
95% CI -0.4, 0.3
p-value 0.6448

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.14 (-0.72, 0.45)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 30 Day 1 Actual n 27 8
Mean (StdDev) 0.2 (0.51) 0.0 (0.00)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 2 0, O
Change from BL n 26 8
Mean (StdDev) 0.1 (0.63) -0.6 (1.41)
Median 0.0 0.0
01, Q3 0.0, 0.0 -0.5, 0.0
Min, Max -2, 1 -4, 0
LS Mean (SE) 0.0 (0.10) 0.0 (0.19)
95% CI -0.2, 0.2 -0.4, 0.3
Difference from placebo [1]
LS Mean (SE) 0.1 (0.21)
95% CI -0.4, 0.5
p-value 0.6951

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.16 (-0.63,

0.95)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 33 Day 1 Actual n 14 2
Mean (StdDev) 0.1 (0.36) 0.0 (0.00)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 1 0, O
Change from BL n 14 2
Mean (StdDev) -0.1 (0.53) 0.0 (0.00)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -2, 0 0, O

Niraparib (Zejula)

LS Mean (SE)

95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 36 Day 1 Actual n 5 2
Mean (StdDev) 0.0 (0.00) 0.0 (0.00)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, O 0, O
Change from BL n 5 2
Mean (StdDev) -0.2 (0.45) 0.0 (0.00)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -1, 0 0, O

Niraparib (Zejula)

LS Mean (SE)

95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 39 Day 1 Actual n 1 0
Mean (StdDev) 0.0 (NA)
Median 0.0
01, Q3 0.0, 0.0
Min, Max 0, 0
Change from BL n 1 0
Mean (StdDev) 0.0 (NA)
Median 0.0
01, Q3 0.0, 0.0
Min, Max 0, 0O
LS Mean (SE)
95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
End of Treatment Actual n 285 170
Mean (StdDev) 0.5 (0.87) 0.4 (0.76)
Median 0.0 0.0
Q1l, 03 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 4
Change from BL n 282 166
Mean (StdDev) 0.3 (0.88) 0.1 (0.89)
Median 0.0 0.0
Q1l, 03 0.0, 1.0 0.0, 0.0
Min, Max 3, 4 -2, 4
LS Mean (SE) 0.3 (0.05) 0 (0.06)
95% CI 0.2, 0.4 , 0.3
Difference from placebo [1]
LS Mean (SE) 0.1 (0.08)
95% CI -0.1, 0.3
p-value 0.2068

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.12 (-0.07,

0.32)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Follow-Up Week 4 Actual n 148 102
Mean (StdDev) 0.5 (0.89) 0.6 (0.89)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 3
Change from BL n 147 100
Mean (StdDev) 0.3 (0.92) 0.3 (0.91)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 1.0
Min, Max 2, 4 -1, 3
LS Mean (SE) 0.3 (0.06) 0.4 (0.08)
95% CI 0.2, 0.4 , 0.6
Difference from placebo [1]
LS Mean (SE) -0.1 (0.10)
95% CI -0.3, 0.1
p-value 0.2981

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.14 (-0.39, 0.12)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Follow-Up Week 8 Actual n 167 96
Mean (StdDev) 0.4 (0.79) 0.8 (1.006)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 4
Change from BL n 164 93
Mean (StdDev) 0.2 (0.88) 0.4 (1.18)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 1.0
Min, Max -2, 3 -2, 4
LS Mean (SE) 0.2 (0.06) 0 (0.08)
95% CI , 0.3 , 0.7
Difference from placebo [1]
LS Mean (SE) -0.4 (0.10)
95% CI -0.6, -0.2
p-value 0.0004

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.46 (-0.72, -0.21)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Follow-Up Week 12 Actual n 197 112
Mean (StdDev) 0.5 (0.80) 0.6 (0.87)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 4
Change from BL n 195 108
Mean (StdDev) 0.2 (0.84) 0.3 (1.01)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 1.0
Min, Max 2, 3 -3, 4
LS Mean (SE) 0.2 (0.05) 0 (0.07)
95% CI 0.1, 0.4 , 0.5
Difference from placebo [1]
LS Mean (SE) -0.1 (0.09)
95% CI -0.3, 0.0
p-value 0.1220

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.19 (-0.42, 0.05)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Follow-Up Week 24 Actual n le6l 90
Mean (StdDev) 0.4 (0.77) 0.4 (0.70)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 1.0
Min, Max 0, 4 0, 3
Change from BL n 160 87
Mean (StdDev) 0.2 (0.80) 0.1 (0.90)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -3, 3 -2, 3
LS Mean (SE) 0.2 (0.06) 0.3 (0.08)
95% CI , 0.3 , 0.4
Difference from placebo [1]
LS Mean (SE) -0.1 (0.10)
95% CI -0.3, 0.1
p-value 0.5475

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.08 (-0.34, 0.18)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo

Visit Change Statistic (N=487) (N=246)
Overall Change from BL LS Mean (SE) 0.2 (0.02) 0.2 (0.04)

95% CI 0.1, 0.2 0.1, 0.2

Difference from placebo [1]

LS Mean (SE) 0.0 (0.04)

95% CI -0.1, 0.1

p-value 0.4819

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2] 0.06 (-0.10,

0.21)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo

Visit Change Statistic (N=487) (N=246)
Baseline Actual n 478 240

Mean (StdDev) 0.4 (0.76) 0.3 (0.68)

Median 0.0 0.0

Q1l, 03 0.0, 0.0 0.0, 0.0

Min, Max 0, 4 0, 4
Cycle 3 Day 1 Actual n 420 221

Mean (StdDev) 0.4 (0.85) 0.3 (0.72)

Median 0.0 0.0

Q1l, 03 0.0, 1.0 0.0, 0.0

Min, Max 0, 4 0, 4

Change from BL n 416 217

Mean (StdDev) 0.1 (0.75) 0.0 (0.76)

Median 0.0 0.0

Q1, 03 0.0, 0.0 0.0, 0.0

Min, Max 3, 3 -2, 3

LS Mean (SE) 1 (0.04) 0.0 (0.05)

95% CI , 0.2 -0.1, 0.1

Difference from placebo [1]

LS Mean (SE) 0.1 (0.07)

95% CI -0.1, 0.2

p-value 0.2354

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.10 (-0.06,
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 5 Day 1 Actual n 352 184
Mean (StdDev) 0.5 (0.82) 0.4 (0.78)
Median 0.0 0.0
Q1l, 03 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 4
Change from BL n 347 181
Mean (StdDev) 0.1 (0.83) 0.1 (0.82)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max -3, 3 -2, 3
LS Mean (SE) 0.1 (0.04) 0.1 (0.05)
95% CI , 0.2 , 0.2
Difference from placebo [1]
LS Mean (SE) 0.0 (0.07)
95% CI -0.1, 0.2
p-value 0.7664

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.03 (-0.15,

0.21)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 7 Day 1 Actual n 316 158
Mean (StdDev) 0.4 (0.80) 0.4 (0.78)
Median 0.0 0.0
Q1l, 03 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 3
Change from BL n 312 155
Mean (StdDev) 0.1 (0.81) 0.1 (0.74)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max -3, 3 -2, 3
LS Mean (SE) 0.2 (0.04) 0.2 (0.06)
95% CI , 0.2 , 0.3
Difference from placebo [1]
LS Mean (SE) 0.0 (0.07)
95% CI -0.1, 0.1
p-value 0.9727

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.00 (-0.20,

0.19)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 9 Day 1 Actual n 285 124
Mean (StdDev) 0.4 (0.77) 0.5 (0.82)
Median 0.0 0.0
Q1l, 03 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 3
Change from BL n 280 121
Mean (StdDev) 0.1 (0.77) 0.1 (0.88)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max -3, 3 -3, 3
LS Mean (SE) 0.1 (0.04) 0.2 (0.06)
95% CI , 0.2 , 0.3
Difference from placebo [1]
LS Mean (SE) -0.1 (0.08)
95% CI -0.2, 0.1
p-value 0.3306

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.10 (-0.32, 0.11)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 11 Day 1 Actual n 254 98
Mean (StdDev) 0.4 (0.83) 0.4 (0.65)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 3
Change from BL n 250 95
Mean (StdDev) 0.1 (0.80) 0.0 (0.69)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -3, 4 -2,
LS Mean (SE) 0.1 (0.04) 0 (0.06)
95% CI , 0.2 , 0.2
Difference from placebo [1]
LS Mean (SE) 0.0 (0.08)
95% CI -0.1, 0.2
p-value 0.5991

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.06 (-0.17,

0.30)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 13 Day 1 Actual n 230 97
Mean (StdDev) 0.4 (0.81) 0.4 (0.78)
Median 0.0 0.0
Q1l, 03 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 3
Change from BL n 227 94
Mean (StdDev) 0.2 (0.80) 0.1 (0.88)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max -3, 3 -2, 3
LS Mean (SE) 0.2 (0.04) 0.2 (0.07)
95% CI , 0.2 , 0.3
Difference from placebo [1]
LS Mean (SE) 0.0 (0.08)
95% CI -0.2, 0.2
p-value 0.9664

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.01 (-0.25,

0.24)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 15 Day 1 Actual n 212 82
Mean (StdDev) 0.4 (0.78) 0.4 (0.73)
Median 0.0 0.0
Q1l, 03 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 3
Change from BL n 207 81
Mean (StdDev) 0.1 (0.78) 0.1 (0.75)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max -3, 3 -2, 2
LS Mean (SE) 0.1 (0.04) 0 (0.06)
95% CI , 0.2 , 0.3
Difference from placebo [1]
LS Mean (SE) 0.0 (0.07)
95% CI -0.2, 0.1
p-value 0.7677

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.04 (-0.29,

0.22)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 18 Day 1 Actual n 173 71
Mean (StdDev) 0.4 (0.81) 0.6 (0.86)
Median 0.0 0.0
Q1l, 03 0.0, 1.0 0.0, 1.0
Min, Max 0, 3 0, 3
Change from BL n 171 70
Mean (StdDev) 0.1 (0.82) 0.2 (0.88)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 1.0
Min, Max -3, 3 -2, 3
LS Mean (SE) 0.1 (0.05) 0.2 (0.08)
95% CI , 0.2 , 0.4
Difference from placebo [1]
LS Mean (SE) -0.1 (0.09)
95% CI -0.3, 0.1
p-value 0.2636

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.16 (-0.44, 0.12)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 21 Day 1 Actual n 141 55
Mean (StdDev) 0.5 (0.83) 0.7 (1.05)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 4
Change from BL n 138 54
Mean (StdDev) 0.1 (0.87) 0.4 (1.03)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 1.0
Min, Max -3, 3 -2,
LS Mean (SE) 0.2 (0.06) 0 (0.09)
95% CI , 0.3 , 0.6
Difference from placebo [1]
LS Mean (SE) -0.2 (0.11)
95% CI -0.4, 0.0
p-value 0.1280

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.24 (-0.56, 0.07)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 24 Day 1 Actual n 88 32
Mean (StdDev) 0.6 (0.95) 0.7 (1.05)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 4
Change from BL n 86 31
Mean (StdDev) 0.3 (0.83) 0.3 (1.06)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 1, 4 -1,
LS Mean (SE) 0.3 (0.07) 0 (0.12)
95% CI 1, 0.4 , 0.6
Difference from placebo [1]
LS Mean (SE) -0.1 (0.14)
95% CI -0.4, 0.2
p-value 0.6000

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.11 (-0.52, 0.30)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 27 Day 1 Actual n 45 16
Mean (StdDev) 0.3 (0.60) 0.7 (1.08)
Median 0.0 0.0
Q1l, 03 0.0, 1.0 0.0, 1.0
Min, Max 0, 2 0, 3
Change from BL n 44 15
Mean (StdDev) 0.2 (0.58) 0.0 (1.07)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 -1.0, 0.0
Min, Max -1, 2 -1, 3
LS Mean (SE) 0.2 (0.08) 0.2 (0.13)
95% CI , 0.3 -0.1, 0.4
Difference from placebo [1]
LS Mean (SE) 0.0 (0.106)
95% CI -0.3, 0.3
p-value 0.9841

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.01 (-0.58,

0.59)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 30 Day 1 Actual n 27 8
Mean (StdDev) 0.7 (1.18) 0.4 (0.52)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 1
Change from BL n 26 8
Mean (StdDev) 0.3 (0.89) 0.0 (0.53)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 4 -1, 1
LS Mean (SE) 0.3 (0.10) 0.2 (0.17)
95% CI 0.1, 0.5 -0.1, 0.6
Difference from placebo [1]
LS Mean (SE) 0.1 (0.20)
95% CI -0.3, 0.5
p-value 0.7415

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.13 (-0.66,

0.92)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 33 Day 1 Actual n 14 2
Mean (StdDev) 0.3 (0.73) 0.0 (0.00)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 2 0, O
Change from BL n 14 2
Mean (StdDev) 0.3 (0.73) 0.0 (0.00)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 2 0, O

Niraparib (Zejula)

LS Mean (SE)

95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 36 Day 1 Actual n 5 2
Mean (StdDev) 0.6 (1.34) 0.0 (0.00)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 3 0, O
Change from BL n 5 2
Mean (StdDev) 0.6 (1.34) 0.0 (0.00)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 3 0, O

Niraparib (Zejula)

LS Mean (SE)

95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 39 Day 1 Actual n 1 0
Mean (StdDev) 4.0 (NA)
Median 4.0
01, Q3 4.0, 4.0
Min, Max 4, 4
Change from BL n 1 0
Mean (StdDev) 4.0 (NA)
Median 4.0
01, Q3 4.0, 4.0
Min, Max 4, 4
LS Mean (SE)
95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
End of Treatment Actual n 284 172
Mean (StdDev) 0.7 (1.02) 0.7 (0.98)
Median 0.0 0.0
Q1l, 03 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 4
Change from BL n 282 169
Mean (StdDev) 0.4 (0.95) 0.4 (1.08)
Median 0.0 0.0
Q1l, 03 0.0, 1.0 0.0, 1.0
Min, Max -3, 3 -2, 4
LS Mean (SE) 0.4 (0.05) 0 (0.07)
95% CI , 0.5 , 0.6
Difference from placebo [1]
LS Mean (SE) 0.0 (0.08)
95% CI -0.2, 0.1
p-value 0.5682

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.06 (-0.25,

0.14)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Follow-Up Week 4 Actual n 148 103
Mean (StdDev) 0.8 (1.09) 0.7 (0.98)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 4
Change from BL n 148 101
Mean (StdDev) 0.5 (1.05) 0.6 (1.04)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max -2, 4 -2,
LS Mean (SE) 0.4 (0.08) 0 (0.10)
95% CI , 0.6 , 0.
Difference from placebo [1]
LS Mean (SE) -0.1 (0.12)
95% CI -0.3, 0.2
p-value 0.4665

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.09 (-0.35, 0.1¢6)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Follow-Up Week 8 Actual n 168 96
Mean (StdDev) 0.6 (0.92) 0.6 (0.80)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 3
Change from BL n 166 94
Mean (StdDev) 0.3 (0.86) 0.4 (0.80)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max 2, 3 -2, 2
LS Mean (SE) 0.3 (0.06) 0 (0.08)
95% CI 0.2, 0.4 , 0.6
Difference from placebo [1]
LS Mean (SE) -0.1 (0.10)
95% CI -0.3, 0.1
p-value 0.3289

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.13 (-0.38, 0.13)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Follow-Up Week 12 Actual n 199 111
Mean (StdDev) 0.7 (1.02) 0.6 (0.93)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 4
Change from BL n 198 108
Mean (StdDev) 0.3 (0.99) 0.4 (0.94)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max 2, 4 -2, 4
LS Mean (SE) 0.3 (0.06) 0 (0.08)
95% CI 0.2, 0.5 , 0.6
Difference from placebo [1]
LS Mean (SE) -0.1 (0.10)
95% CI -0.3, 0.1
p-value 0.5966

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.06 (-0.30, 0.17)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Follow-Up Week 24 Actual n le6l 90
Mean (StdDev) 0.7 (1.01) 0.6 (0.82)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 3
Change from BL n 160 88
Mean (StdDev) 0.4 (0.94) 0.3 (0.93)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max -3, 4 -2, 3
LS Mean (SE) 0.4 (0.07) 0.3 (0.09)
95% CI , 0.5 , 0.5
Difference from placebo [1]
LS Mean (SE) 0.1 (0.11)
95% CI -0.1, 0.3
p-value 0.2840

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.14 (-0.12,

0.40)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo

Visit Change Statistic (N=487) (N=246)
Overall Change from BL LS Mean (SE) 0.2 (0.03) 0.3 (0.04)

95% CI 0.2, 0.3 0.2, 0.3

Difference from placebo [1]

LS Mean (SE) 0.0 (0.05)

95% CI -0.1, 0.1

p-value 0.6444

Corrected Hedges g (95% CI) [2] -0.04 (-0.19, 0.12)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo

Visit Change Statistic (N=487) (N=246)
Baseline Actual n 479 240

Mean (StdDev) 1.6 (1.29) 1.7 (1.24)

Median 1.0 2.0

01, Q3 1.0, 3.0 1.0, 2.0

Min, Max 0, 4 0, 4
Cycle 3 Day 1 Actual n 424 222

Mean (StdDev) 1.6 (1.31) 1.6 (1.33)

Median 1.0 1.0

01, Q3 1.0, 3.0 0.0, 3.0

Min, Max 0, 4 0, 4

Change from BL n 420 218

Mean (StdDev) -0.1 (1.19) -0.1 (1.18)

Median 0.0 0.0

01, 03 -1.0, 0.0 -1.0, 1.0

Min, Max -4, 4 -4, 4

LS Mean (SE) -0.1 (0.06) -0.1 (0.08)

95% CI -0.2, 0.0 -0.2, 0.1

Difference from placebo

LS Mean (SE) 0.0 (0.09)

95% CI -0.2, 0.1

p-value 0.6164

Niraparib (Zejula)

Corrected Hedges g

-0.04 (-0.21,
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 5 Day 1 Actual n 351 185
Mean (StdDev) 1.4 (1.20) 1.6 (1.19)
Median 1.0 1.0
01, Q3 0.0, 2.0 1.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 347 182
Mean (StdDev) -0.2 (1.08) -0.1 (1.25)
Median 0.0 0.0
01, Q3 -1.0, 0.0 -1.0, 1.0
Min, Max -4, 4 -4, 3
LS Mean (SE) -0.2 (0.05) -0.1 (0.07)
95% CI -0.3, -0.1 -0.2, 0.1
Difference from placebo [1]
LS Mean (SE) -0.2 (0.09)
95% CI -0.3, 0.0
p-value 0.0684

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.17 (-0.35, 0.01)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 7 Day 1 Actual n 317 159
Mean (StdDev) 1.5 (1.106) 1.6 (1.22)
Median 1.0 1.0
01, Q3 1.0, 2.0 1.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 313 156
Mean (StdDev) -0.1 (1.15) -0.1 (1.33)
Median 0.0 0.0
01, Q3 -1.0, 1.0 -1.0, 1.0
Min, Max -3, 3 -3, 4
LS Mean (SE) -0.1 (0.06) 0.0 (0.08)
95% CI -0.2, 0.0 -0.2, 0.1
Difference from placebo [1]
LS Mean (SE) 0.0 (0.10)
95% CI -0.2, 0.1
p-value 0.6131

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.05 (-0.24, 0.14)

283 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 9 Day 1 Actual n 284 125
Mean (StdDev) 1.4 (1.21) 1.6 (1.19)
Median 1.0 1.0
01, Q3 1.0, 2.0 1.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 280 122
Mean (StdDev) -0.2 (1.14) -0.1 (1.22)
Median 0.0 0.0
01, Q3 -1.0, 0.0 -1.0, 0.0
Min, Max -3, 4 -3, 4
LS Mean (SE) -0.2 (0.06) -0.1 (0.08)
95% CI -0.3, -0.1 -0.3, 0.1
Difference from placebo [1]
LS Mean (SE) -0.1 (0.10)
95% CI -0.3, 0.1
p-value 0.3574

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.10 (-0.31, 0.11)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 11 Day 1 Actual n 253 100
Mean (StdDev) 1.4 (1.21) 1.5 (1.18)
Median 1.0 1.0
01, Q3 0.0, 2.0 1.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 250 97
Mean (StdDev) -0.2 (1.15) -0.2 (1.28)
Median 0.0 0.0
01, Q3 -1.0, 0.0 -1.0, 0.0
Min, Max -3, 4 -4, 3
LS Mean (SE) -0.2 (0.06) -0.1 (0.09)
95% CI -0.3, -0.1 -0.2, 0.1
Difference from placebo [1]
LS Mean (SE) -0.1 (0.11)
95% CI -0.3, 0.1
p-value 0.2728

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.13 (-0.36, 0.11)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 13 Day 1 Actual n 230 97
Mean (StdDev) 1.4 (1.19) 1.5 (1.19)
Median 1.0 1.0
01, Q3 1.0, 2.0 1.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 227 94
Mean (StdDev) -0.2 (1.10) -0.2 (1.22)
Median 0.0 0.0
01, Q3 -1.0, 0.0 -1.0, 1.0
Min, Max -3, 4 -3, 3
LS Mean (SE) -0.2 (0.06) -0.1 (0.09)
95% CI -0.3, -0.1 -0.2, 0.1
Difference from placebo [1]
LS Mean (SE) -0.1 (0.11)
95% CI -0.3, 0.1
p-value 0.3172

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.12 (-0.36, 0.12)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 15 Day 1 Actual n 210 82
Mean (StdDev) 1.4 (1.15) 1.4 (1.18)
Median 1.0 1.0
01, Q3 1.0, 2.0 0.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 206 81
Mean (StdDev) -0.2 (1.12) -0.4 (1.30)
Median 0.0 0.0
01, Q3 -1.0, 0.0 -1.0, 0.0
Min, Max -4, 4 -3, 3
LS Mean (SE) -0.2 (0.06) -0.2 (0.10)
95% CI -0.3, -0.1 -0.4, 0.0
Difference from placebo [1]
LS Mean (SE) 0.0 (0.12)
95% CI -0.2, 0.2
p-value 0.9841

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.00 (-0.26,

0.25)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 18 Day 1 Actual n 173 70
Mean (StdDev) 1.4 (1.17) 1.6 (1.30)
Median 1.0 1.0
01, Q3 1.0, 2.0 1.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 172 69
Mean (StdDev) -0.2 (1.03) -0.2 (1.45)
Median 0.0 0.0
01, Q3 -1.0, 0.0 -1.0, 0.0
Min, Max -3, 3 -3, 4
LS Mean (SE) -0.2 (0.07) 0.0 (0.10)
95% CI -0.3, 0.0 -0.2, 0.2
Difference from placebo [1]
LS Mean (SE) -0.2 (0.12)
95% CI -0.4, 0.1
p-value 0.2028

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.18 (-0.46, 0.10)

288 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 21 Day 1 Actual n 143 55
Mean (StdDev) 1.4 (1.22) 1.5 (1.23)
Median 1.0 1.0
Q1l, 03 0.0, 2.0 0.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 141 54
Mean (StdDev) -0.2 (1.05) -0.3 (1.34)
Median 0.0 0.0
Q1l, 03 -1.0, 0.0 -1.0, 0.0
Min, Max -3, 3 -3, 4
LS Mean (SE) -0.1 (0.07) -0.1 (0.11)
95% CI -0.3, 0.0 -0.3, 0.1
Difference from placebo [1]
LS Mean (SE) -0.1 (0.13)
95% CI -0.3, 0.2
p-value 0.5699

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.09 (-0.40,
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 24 Day 1 Actual n 87 32
Mean (StdDev) 1.4 (1.17) 1.4 (1.24)
Median 1.0 1.0
01, Q3 1.0, 2.0 0.5, 2.0
Min, Max 0, 4 0, 4
Change from BL n 86 31
Mean (StdDev) -0.2 (1.13) -0.5 (1.29)
Median 0.0 0.0
01, Q3 -1.0, 0.0 -2.0, 0.0
Min, Max -3, 2 -3, 3
LS Mean (SE) -0.1 (0.08) -0.1 (0.13)
95% CI -0.3, 0.0 -0.4, 0.2
Difference from placebo [1]
LS Mean (SE) 0.0 (0.106)
95% CI -0.3, 0.3
p-value 0.8993

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.03 (-0.44, 0.38)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 27 Day 1 Actual n 46 16
Mean (StdDev) 1.3 (1.05) 1.3 (1.00)
Median 1.0 1.0
Q1l, 03 1.0, 2.0 0.5, 2.0
Min, Max 0, 4 0, 3
Change from BL n 46 15
Mean (StdDev) 0.0 (1.01) -0.5 (1.25)
Median 0.0 -1.0
Q1l, 03 -1.0, 0.0 -2.0, 0.0
Min, Max -2, 2 -2, 2
LS Mean (SE) -0.1 (0.10) 0.0 (0.16)
95% CI -0.3, 0.1 -0.3, 0.4
Difference from placebo [1]
LS Mean (SE) -0.1 (0.19)
95% CI -0.5, 0.2
p-value 0.4927

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.20 (-0.78, 0.38)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 30 Day 1 Actual n 27 8
Mean (StdDev) 1.3 (1.02) 1.6 (1.60)
Median 1.0 1.0
01, Q3 1.0, 1.0 0.5, 3.0
Min, Max 0, 4 0, 4
Change from BL n 26 8
Mean (StdDev) 0.0 (0.72) -0.4 (1.77)
Median 0.0 -0.5
01, Q3 0.0, 0.0 -2.0, 0.5
Min, Max -2, 1 -2, 3
LS Mean (SE) 0.0 (0.16) 0.2 (0.28)
95% CI -0.3, 0.4 -0.3, 0.8
Difference from placebo [1]
LS Mean (SE) -0.2 (0.33)
95% CI -0.9, 0.5
p-value 0.5449

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.24 (-1.03, 0.56)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 33 Day 1 Actual n 14 2
Mean (StdDev) 1.0 (1.04) 1.0 (0.00)
Median 1.0 1.0
01, Q3 0.0, 1.0 1.0, 1.0
Min, Max 0, 3 1, 1
Change from BL n 14 2
Mean (StdDev) -0.1 (1.35) -0.5 (0.71)
Median 0.0 -0.5
01, Q3 -1.0, 0.0 -1.0, 0.0
Min, Max -2, 3 -1, 0
LS Mean (SE)
95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 36 Day 1 Actual n 5 2
Mean (StdDev) 1.6 (1.14) 2.0 (1.41)
Median 2.0 2.0
01, Q3 1.0, 2.0 1.0, 3.0
Min, Max 0, 3 1, 3
Change from BL n 5 2
Mean (StdDev) 0.0 (0.71) 0.5 (2.12)
Median 0.0 0.5
01, Q3 0.0, 0.0 -1.0, 2.0
Min, Max -1, 1 -1, 2

Niraparib (Zejula)

LS Mean (SE)

95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 39 Day 1 Actual n 1 0
Mean (StdDev) 1.0 (NA)
Median 1.0
01, Q3 1.0, 1.0
Min, Max 1, 1
Change from BL n 1 0
Mean (StdDev) 0.0 (NA)
Median 0.0
01, Q3 0.0, 0.0
Min, Max 0, 0O
LS Mean (SE)
95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
End of Treatment Actual n 286 172
Mean (StdDev) 2.3 (1.30) 2.4 (1.20)
Median 2.0 2.5
Q1l, 03 1.0, 4.0 1.0, 4.0
Min, Max 0, 4 0, 4
Change from BL n 284 169
Mean (StdDev) 0.6 (1.36) 0.8 (1.45)
Median 0.0 1.0
Q1l, 03 0.0, 2.0 0.0, 2.0
Min, Max -3, 4 -3, 4
LS Mean (SE) 0.6 (0.06) 0 (0.08)
95% CI , 0.7 , 0.9
Difference from placebo [1]
LS Mean (SE) -0.2 (0.10)
95% CI -0.4, 0.0
p-value 0.1315

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.15 (-0.34, 0.04)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Follow-Up Week 4 Actual n 149 103
Mean (StdDev) 2.2 (1.34) 2.2 (1.30)
Median 2.0 2.0
01, Q3 1.0, 3.0 1.0, 3.0
Min, Max 0, 4 0, 4
Change from BL n 149 101
Mean (StdDev) 0.5 (1.32) 0.6 (1.32)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max -2, 4 -2, 4
LS Mean (SE) 0.5 (0.08) 0 (0.10)
95% CI 3, 0.6 , 0.
Difference from placebo [1]
LS Mean (SE) 0.0 (0.12)
95% CI -0.3, 0.2
p-value 0.7125

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.05 (-0.30,

0.20)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Follow-Up Week 8 Actual n 168 96
Mean (StdDev) 2.1 (1.24) 2.1 (1.31)
Median 2.0 2.0
01, Q3 1.0, 3.0 1.0, 3.0
Min, Max 0, 4 0, 4
Change from BL n 166 94
Mean (StdDev) 0.5 (1.32) 0.5 (1.31)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max -3, 4 -3, 4
LS Mean (SE) 0.5 (0.07) 0.5 (0.10)
95% CI 3, 0.6 , 0.
Difference from placebo [1]
LS Mean (SE) 0.0 (0.12)
95% CI -0.2, 0.2
p-value 0.9379

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.01 (-0.26,

0.24)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Follow-Up Week 12 Actual n 198 111
Mean (StdDev) 2.1 (1.28) 2.1 (1.20)
Median 2.0 2.0
01, Q3 1.0, 3.0 1.0, 3.0
Min, Max 0, 4 0, 4
Change from BL n 197 108
Mean (StdDev) 0.5 (1.37) 0.5 (1.34)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max -3, 4 -3, 4
LS Mean (SE) 0.4 (0.07) 0 (0.09)
95% CI , 0.6 , 0.6
Difference from placebo [1]
LS Mean (SE) 0.0 (0.12)
95% CI -0.2, 0.3
p-value 0.7498

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.04 (-0.20,

0.27)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Follow-Up Week 24 Actual n le6l 90
Mean (StdDev) 2.0 (1.20) 2.0 (1.20)
Median 2.0 2.0
01, Q3 1.0, 3.0 1.0, 3.0
Min, Max 0, 4 0, 4
Change from BL n 160 88
Mean (StdDev) 0.4 (1.34) 0.4 (1.40)
Median 0.0 0.0
01, Q3 -0.5, 1.0 0.0, 1.0
Min, Max -2, 4 -3, 4
LS Mean (SE) 0.4 (0.07) 0 (0.10)
95% CI 0.3, 0.6 , 0.6
Difference from placebo [1]
LS Mean (SE) 0.0 (0.13)
95% CI -0.2, 0.3
p-value 0.6929

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.05 (-0.21,

0.31)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo

Visit Change Statistic (N=487) (N=246)
Overall Change from BL LS Mean (SE) 0.0 (0.04) 0.1 (0.06)

95% CI 0.0, 0.1 0.0, 0.2

Difference from placebo [1]

LS Mean (SE) -0.1 (0.07)

95% CI -0.2, 0.1

p-value 0.2817

Corrected Hedges g (95% CI) [2] -0.09 (-0.24, 0.07)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo

Visit Change Statistic (N=487) (N=246)
Baseline Actual n 479 240

Mean (StdDev) 2.2 (1.20) 2.2 (1.17)

Median 2.0 2.0

01, Q3 1.0, 3.0 1.5, 3.0

Min, Max 0, 4 0, 4
Cycle 3 Day 1 Actual n 424 221

Mean (StdDev) 2.3 (1.21) 2.3 (1.21)

Median 2.0 2.0

01, Q3 2.0, 3.0 2.0, 3.0

Min, Max 0, 4 0, 4

Change from BL n 420 217

Mean (StdDev) 0.0 (1.51) 0.1 (1.16)

Median 0.0 0.0

01, 03 -1.0, 1.0 0.0, 1.0

Min, Max -4, 4 -4, 4

LS Mean (SE) 0.0 (0.06) 0.1 (0.08)

95% CI -0.1, 0.1 -0.1, 0.2

Difference from placebo

LS Mean (SE) -0.1 (0.10)

95% CI -0.3, 0.1

p-value 0.3765

Niraparib (Zejula)

Corrected Hedges g

-0.07 (-0.24,

0.09)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 5 Day 1 Actual n 350 185
Mean (StdDev) 2.3 (1.27) 2.3 (1.23)
Median 2.0 2.0
01, Q3 2.0, 3.0 2.0, 3.0
Min, Max 0, 4 0, 4
Change from BL n 347 182
Mean (StdDev) 0.1 (1.55) 0.0 (1.31)
Median 0.0 0.0
01, Q3 -1.0, 1.0 -1.0, 1.0
Min, Max -4, 4 -4, 4
LS Mean (SE) 0.1 (0.06) 0.0 (0.09)
95% CI -0.1, 0.2 -0.2, 0.2
Difference from placebo [1]
LS Mean (SE) 0.1 (0.11)
95% CI -0.1, 0.3
p-value 0.4034

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.08 (-0.10,

0.26)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 7 Day 1 Actual n 317 159
Mean (StdDev) 2.3 (1.23) 2.2 (1.21)
Median 2.0 2.0
01, Q3 2.0, 3.0 2.0, 3.0
Min, Max 0, 4 0, 4
Change from BL n 313 156
Mean (StdDev) 0.1 (1.50) -0.1 (1.60)
Median 0.0 0.0
01, Q3 -1.0, 1.0 -1.0, 1.0
Min, Max -4, 4 -4, 4
LS Mean (SE) 0.1 (0.07) -0.1 (0.09)
95% CI -0.1, 0.2 -0.3, 0.1
Difference from placebo [1]
LS Mean (SE) 0.1 (0.11)
95% CI -0.1, 0.4
p-value 0.2056

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.12 (-0.07,

0.32)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 9 Day 1 Actual n 284 125
Mean (StdDev) 2.3 (1.29) 2.4 (1.19)
Median 2.0 2.0
01, Q3 1.5, 3.0 2.0, 3.0
Min, Max 0, 4 0, 4
Change from BL n 280 122
Mean (StdDev) 0.0 (1.50) 0.1 (1.48)
Median 0.0 0.0
01, Q3 -1.0, 1.0 -1.0, 1.0
Min, Max -4, 4 -4, 4
LS Mean (SE) 0.1 (0.07) 0.1 (0.10)
95% CI -0.1, 0.2 -0.1, 0.3
Difference from placebo [1]
LS Mean (SE) 0.0 (0.12)
95% CI -0.3, 0.2
p-value 0.7397

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.04 (-0.25,

0.18)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 11 Day 1 Actual n 254 99
Mean (StdDev) 2.3 (1.30) 2.4 (1.17)
Median 3.0 3.0
01, Q3 2.0, 3.0 2.0, 3.0
Min, Max 0, 4 0, 4
Change from BL n 251 96
Mean (StdDev) 0.0 (1.56) 0.1 (1.55)
Median 0.0 0.0
01, Q3 -1.0, 1.0 -1.0, 1.0
Min, Max -4, 4 -4, 4
LS Mean (SE) 0.1 (0.07) 0.1 (0.11)
95% CI -0.1, 0.2 -0.1, 0.3
Difference from placebo [1]
LS Mean (SE) 0.0 (0.14)
95% CI -0.3, 0.2
p-value 0.8753

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.02 (-0.25,

0.22)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 13 Day 1 Actual n 231 97
Mean (StdDev) 2.3 (1.31) 2.5 (1.22)
Median 2.0 3.0
01, Q3 1.0, 3.0 2.0, 3.0
Min, Max 0, 4 0, 4
Change from BL n 228 94
Mean (StdDev) 0.0 (1.48) 0.2 (1.52)
Median 0.0 0.0
01, Q3 -1.0, 1.0 0.0, 1.0
Min, Max -4, 4 -4, 4
LS Mean (SE) 0.0 (0.07) 0 (0.11)
95% CI -0.1, 0.2 , 0.
Difference from placebo [1]
LS Mean (SE) -0.2 (0.14)
95% CI -0.4, 0.1
p-value 0.2681

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.14 (-0.38, 0.11)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 15 Day 1 Actual n 213 82
Mean (StdDev) 2.3 (1.20) 2.6 (1.03)
Median 2.0 3.0
01, Q3 2.0, 3.0 2.0, 3.0
Min, Max 0, 4 0, 4
Change from BL n 209 81
Mean (StdDev) 0.1 (1.65) 0.3 (1.51)
Median 0.0 0.0
01, Q3 -1.0, 1.0 0.0, 1.0
Min, Max -4, 4 -4,
LS Mean (SE) 0.0 (0.08) 0 (0.12)
95% CI -0.1, 0.2 , 0.5
Difference from placebo [1]
LS Mean (SE) -0.2 (0.15)
95% CI -0.5, 0.1
p-value 0.1429

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.19 (-0.45, 0.07)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 18 Day 1 Actual n 173 71
Mean (StdDev) 2.3 (1.32) 2.5 (1.08)
Median 2.0 3.0
01, Q3 1.0, 3.0 2.0, 3.0
Min, Max 0, 4 0, 4
Change from BL n 172 70
Mean (StdDev) 0.1 (1.53) 0.3 (1.59)
Median 0.0 0.0
01, Q3 -1.0, 1.0 -1.0, 1.0
Min, Max -4, 4 -4, 4
LS Mean (SE) 0.1 (0.09) 0.3 (0.14)
95% CI -0.1, 0.3 0.0, 0.5
Difference from placebo [1]
LS Mean (SE) -0.2 (0.10)
95% CI -0.5, 0.1
p-value 0.2829

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.15 (-0.43, 0.13)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 21 Day 1 Actual n 144 55
Mean (StdDev) 2.3 (1.34) 2.4 (1.18)
Median 2.0 3.0
01, Q3 1.0, 3.0 2.0, 3.0
Min, Max 0, 4 0, 4
Change from BL n 142 54
Mean (StdDev) 0.0 (1.77) 0.2 (1.48)
Median 0.0 0.0
01, Q3 -1.0, 1.0 0.0, 1.0
Min, Max -4, 4 -4, 3
LS Mean (SE) 0.0 (0.10) 0.1 (0.16)
95% CI -0.2, 0.2 -0.2, 0.4
Difference from placebo [1]
LS Mean (SE) -0.1 (0.19)
95% CI -0.5, 0.2
p-value 0.5052

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.11 (-0.42, 0.21)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 24 Day 1 Actual n 88 32
Mean (StdDev) 2.3 (1.34) 2.4 (1.13)
Median 3.0 2.5
01, Q3 1.0, 3.0 2.0, 3.0
Min, Max 0, 4 0, 4
Change from BL n 87 31
Mean (StdDev) 0.0 (1.49) 0.2 (1.34)
Median 0.0 0.0
01, Q3 -1.0, 1.0 0.0, 1.0
Min, Max -4, 3 -3, 3
LS Mean (SE) 0.0 (0.13) 0.2 (0.21)
95% CI -0.3, 0.2 -0.2, 0.6
Difference from placebo [1]
LS Mean (SE) -0.2 (0.25)
95% CI -0.7, 0.3
p-value 0.4063

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.17 (-0.58, 0.24)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 27 Day 1 Actual n 46 16
Mean (StdDev) 2.5 (1.43) 2.7 (1.01)
Median 3.0 3.0
01, Q3 2.0, 4.0 2.0, 3.0
Min, Max 0, 4 1, 4
Change from BL n 46 15
Mean (StdDev) 0.1 (1.59) 0.1 (0.74)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 0.0
Min, Max -4, 3 -1, 2
LS Mean (SE) 0.1 (0.17) 0.4 (0.30)
95% CI -0.2, 0.5 -0.2, 1.0
Difference from placebo [1]
LS Mean (SE) -0.3 (0.34)
95% CI -1.0, 0.4
p-value 0.4152

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.24 (-0.82, 0.34)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 30 Day 1 Actual n 26 8
Mean (StdDev) 2.6 (1.30) 3.4 (0.52)
Median 2.5 3.0
01, Q3 2.0, 4.0 3.0, 4.0
Min, Max 0, 4 3, 4
Change from BL n 25 8
Mean (StdDev) 0.2 (1.48) 0.3 (0.46)
Median 0.0 0.0
01, Q3 -1.0, 2.0 0.0, 0.5
Min, Max -3, 2 0, 1
LS Mean (SE) 0.2 (0.21) 0.8 (0.39)
95% CI -0.2, 0.7 0.0, 1.6
Difference from placebo [1]
LS Mean (SE) -0.6 (0.44)
95% CI -1.5, 0.3
p-value 0.2119

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.52 (-1.32, 0.29)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 33 Day 1 Actual n 14 2
Mean (StdDev) 2.6 (1.45) 2.5 (2.12)
Median 2.5 2.5
01, Q3 2.0, 4.0 1.0, 4.0
Min, Max 0, 4 1, 4
Change from BL n 14 2
Mean (StdDev) 0.1 (1.906) -1.0 (1.41)
Median 0.5 -1.0
01, Q3 -1.0, 1.0 -2.0, 0.0
Min, Max -4, 4 -2, 0
LS Mean (SE)
95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 36 Day 1 Actual n 5 2
Mean (StdDev) 2.2 (1.48) 1.5 (2.12)
Median 2.0 1.5
01, Q3 2.0, 3.0 0.0, 3.0
Min, Max 0, 4 0, 3
Change from BL n 5 2
Mean (StdDev) -0.2 (1.30) -2.0 (1.41)
Median 0.0 -2.0
01, Q3 -1.0, 1.0 -3.0, -1.0
Min, Max -2, 1 -3, -1
LS Mean (SE)
95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 39 Day 1 Actual n 1 0
Mean (StdDev) 4.0 (NA)
Median 4.0
01, Q3 4.0, 4.0
Min, Max 4, 4
Change from BL n 1 0
Mean (StdDev) 0.0 (NA)
Median 0.0
01, Q3 0.0, 0.0
Min, Max 0, 0O
LS Mean (SE)
95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
End of Treatment Actual n 285 170
Mean (StdDev) 2.0 (1.21) 1.8 (1.25)
Median 2.0 2.0
Q1l, 03 1.0, 3.0 1.0, 3.0
Min, Max 0, 4 0, 4
Change from BL n 283 167
Mean (StdDev) -0.2 (1.59) -0.3 (1.35)
Median 0.0 0.0
Q1l, 03 -1.0, 1.0 -1.0, 0.0
Min, Max -4, 4 -4, 4
LS Mean (SE) -0.2 (0.07) -0.4 (0.09)
95% CI -0.4, -0.1 -0.6, -0.2
Difference from placebo [1]
LS Mean (SE) 0.2 (0.12)
95% CI -0.1, 0.4
p-value 0.1429

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.14 (-0.05,

0.33)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Follow-Up Week 4 Actual n 148 103
Mean (StdDev) 2.0 (1.22) 1.8 (1.15)
Median 2.0 2.0
01, Q3 1.0, 3.0 1.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 148 101
Mean (StdDev) -0.2 (1.49) -0.4 (1.44)
Median 0.0 0.0
01, Q3 -1.0, 0.0 -1.0, 0.0
Min, Max -4, 4 -4, 4
LS Mean (SE) -0.3 (0.09) -0.4 (0.11)
95% CI -0.4, -0.1 -0.6, -0.2
Difference from placebo [1]
LS Mean (SE) 0.2 (0.14)
95% CI -0.1, 0.4
p-value 0.2770

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.14 (-0.11,

0.39)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Follow-Up Week 8 Actual n 169 96
Mean (StdDev) 2.1 (1.14) 1.8 (1.09)
Median 2.0 2.0
Q1l, 03 1.0, 3.0 1.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 167 94
Mean (StdDev) -0.1 (1.54) -0.4 (1.35)
Median 0.0 0.0
Q1l, 03 -1.0, 1.0 -1.0, 0.0
Min, Max -4, 4 -4, 4
LS Mean (SE) -0.2 (0.08) -0.5 (0.11)
95% CI -0.4, 0.0 -0.7, -0.3
Difference from placebo [1]
LS Mean (SE) 0.3 (0.13)
95% CI 0.0, 0.5
p-value 0.0543
Corrected Hedges g (95% CI) [2] 0.25 (-0.01, 0.50)

Niraparib (Zejula)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Follow-Up Week 12 Actual n 199 112
Mean (StdDev) 2.0 (1.12) 1.8 (1.11)
Median 2.0 2.0
Q1l, 03 1.0, 3.0 1.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 198 109
Mean (StdDev) -0.2 (1.51) -0.4 (1.34)
Median 0.0 0.0
Q1l, 03 -1.0, 1.0 -1.0, 0.0
Min, Max -4, 4 -4, 4
LS Mean (SE) -0.2 (0.08) -0.4 (0.10)
95% CI -0.4, -0.1 -0.6, -0.2
Difference from placebo [1]
LS Mean (SE) 0.2 (0.13)
95% CI 0.0, 0.5
p-value 0.1078
Corrected Hedges g (95% CI) [2] 0.19 (-0.04, 0.43)

Niraparib (Zejula)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Follow-Up Week 24 Actual n 160 90
Mean (StdDev) 2.2 (1.14) 2.0 (1.07)
Median 2.0 2.0
01, Q3 1.0, 3.0 1.0, 3.0
Min, Max 0, 4 0, 4
Change from BL n 159 88
Mean (StdDev) 0.0 (1.42) -0.2 (1.34)
Median 0.0 0.0
01, Q3 -1.0, 1.0 -1.0, 0.0
Min, Max -4, 4 -3, 4
LS Mean (SE) -0.1 (0.09) -0.2 (0.11)
95% CI -0.3, 0.0 -0.4, 0.0
Difference from placebo [1]
LS Mean (SE) 0.1 (0.14)
95% CI -0.2, 0.4
p-value 0.5368

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.08 (-0.18,

0.34)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo

Visit Change Statistic (N=487) (N=246)
Overall Change from BL LS Mean (SE) 0.0 (0.04) 0.0 (0.06)

95% CI -0.1, 0.1 -0.1, 0.1

Difference from placebo

LS Mean (SE) 0.0 (0.07)

95% CI -0.2, 0.1

p-value 0.5160

Niraparib (Zejula)

Corrected Hedges g

-0.05 (-0.21,

0.10)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo

Visit Change Statistic (N=487) (N=246)
Baseline Actual n 478 239

Mean (StdDev) 0.3 (0.62) 0.2 (0.48)

Median 0.0 0.0

Q1l, 03 0.0, 0.0 0.0, 0.0

Min, Max 0, 4 0, 3
Cycle 3 Day 1 Actual n 424 221

Mean (StdDev) 0.3 (0.66) 0.3 (0.68)

Median 0.0 0.0

Q1l, 03 0.0, 0.0 0.0, 0.0

Min, Max 0, 4 0, 3

Change from BL n 419 216

Mean (StdDev) 0.1 (0.65) 0.1 (0.62)

Median 0.0 0.0

Q1, 03 0.0, 0.0 0.0, 0.0

Min, Max 3, 3 2, 3

LS Mean (SE) 1 (0.03) 1 (0.05)

95% CI , 0.1 , 0.2

Difference from placebo

LS Mean (SE) 0.0 (0.06)

95% CI -0.1, 0.1

p-value 0.7695

Niraparib (Zejula)

Corrected Hedges g

-0.02 (-0.19,
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 5 Day 1 Actual n 352 185
Mean (StdDev) 0.3 (0.59) 0.4 (0.77)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 1.0
Min, Max 0, 3 0, 4
Change from BL n 347 181
Mean (StdDev) 0.0 (0.75) 0.2 (0.74)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -4, 3 -2, 4
LS Mean (SE) 0.1 (0.04) 0 (0.05)
95% CI , 0.1 , 0.3
Difference from placebo [1]
LS Mean (SE) -0.1 (0.006)
95% CI -0.2, 0.0
p-value 0.0575

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.17 (-0.35, 0.01)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 7 Day 1 Actual n 316 158
Mean (StdDev) 0.3 (0.69) 0.3 (0.57)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max 0, 4 0, 3
Change from BL n 311 154
Mean (StdDev) 0.1 (0.78) 0.1 (0.58)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max -4, 3 -2, 2
LS Mean (SE) 0.1 (0.04) 0 (0.05)
95% CI , 0.2 , 0.2
Difference from placebo [1]
LS Mean (SE) 0.0 (0.006)
95% CI -0.1, 0.1
p-value 0.6690

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.04 (-0.24,

0.15)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 9 Day 1 Actual n 285 124
Mean (StdDev) 0.4 (0.73) 0.3 (0.59)
Median 0.0 0.0
Q1l, 03 0.0, 1.0 0.0, 0.0
Min, Max 0, 4 0, 3
Change from BL n 280 120
Mean (StdDev) 0.1 (0.80) 0.1 (0.66)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max -3, 4 -1, 3
LS Mean (SE) 0.1 (0.04) 0.1 (0.06)
95% CI , 0.2 , 0.2
Difference from placebo [1]
LS Mean (SE) 0.0 (0.07)
95% CI -0.1, 0.2
p-value 0.5571

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.06 (-0.15,

0.28)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 11 Day 1 Actual n 254 99
Mean (StdDev) 0.3 (0.66) 0.2 (0.59)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max 0, 3 0, 3
Change from BL n 250 95
Mean (StdDev) 0.0 (0.71) 0.1 (0.57)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max -3, 3 -1, 2
LS Mean (SE) 0.1 (0.04) 0 (0.06)
95% CI , 0.2 , 0.2
Difference from placebo [1]
LS Mean (SE) 0.0 (0.07)
95% CI -0.1, 0.2
p-value 0.7422

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.04 (-0.20,

0.28)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 13 Day 1 Actual n 230 97
Mean (StdDev) 0.3 (0.71) 0.3 (0.60)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 3 0, 4
Change from BL n 226 93
Mean (StdDev) 0.1 (0.84) 0.1 (0.56)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -4, 3 -1, 2
LS Mean (SE) 0.1 (0.04) 0 (0.06)
95% CI , 0.2 , 0.2
Difference from placebo [1]
LS Mean (SE) 0.0 (0.07)
95% CI -0.1, 0.1
p-value 0.9914

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.00 (-0.24,

0.24)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 15 Day 1 Actual n 211 82
Mean (StdDev) 0.3 (0.71) 0.3 (0.59)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max 0, 4 0, 3
Change from BL n 206 80
Mean (StdDev) 0.1 (0.68) 0.1 (0.58)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max -3, 3 -1, 2
LS Mean (SE) 0.1 (0.04) 0 (0.06)
95% CI , 0.2 , 0.3
Difference from placebo [1]
LS Mean (SE) 0.0 (0.07)
95% CI -0.2, 0.1
p-value 0.7843

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.04 (-0.29,

0.22)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 18 Day 1 Actual n 173 71
Mean (StdDev) 0.3 (0.69) 0.3 (0.60)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 3 0, 2
Change from BL n 171 70
Mean (StdDev) 0.0 (0.73) 0.1 (0.60)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -3, 3 -1, 2
LS Mean (SE) 0.0 (0.04) 0 (0.06)
95% CI , 0.1 , 0.3
Difference from placebo [1]
LS Mean (SE) -0.1 (0.07)
95% CI -0.2, 0.0
p-value 0.0931

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.24 (-0.51, 0.04)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 21 Day 1 Actual n 144 55
Mean (StdDev) 0.4 (0.75) 0.4 (0.73)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 1.0
Min, Max 0, 4 0, 3
Change from BL n 141 54
Mean (StdDev) 0.1 (0.86) 0.2 (0.73)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -2, 3 -1, 2
LS Mean (SE) 0.2 (0.05) 0 (0.08)
95% CI , 0.3 , 0.4
Difference from placebo [1]
LS Mean (SE) 0.0 (0.09)
95% CI -0.2, 0.1
p-value 0.6371

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.07 (-0.39,

0.24)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 24 Day 1 Actual n 88 32
Mean (StdDev) 0.3 (0.75) 0.5 (0.84)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 1.0
Min, Max 0, 3 0, 3
Change from BL n 86 31
Mean (StdDev) 0.0 (0.85) 0.3 (0.78)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 1.0
Min, Max -2, 3 -1,
LS Mean (SE) 0.1 (0.05) 0 (0.09)
95% CI , 0.2 , 0.5
Difference from placebo [1]
LS Mean (SE) -0.2 (0.10)
95% CI -0.5, 0.0
p-value 0.0203

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.48 (-0.90, -0.07)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 27 Day 1 Actual n 46 16
Mean (StdDev) 0.3 (0.66) 0.4 (0.89)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.5
Min, Max 0, 3 0, 3
Change from BL n 46 15
Mean (StdDev) 0.0 (0.82) 0.3 (0.98)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max -2, 3 -1, 3
LS Mean (SE) 0.1 (0.06) 0.3 (0.11)
95% CI , 0.2 , 0.5
Difference from placebo [1]
LS Mean (SE) -0.2 (0.13)
95% CI -0.5, 0.0
p-value 0.1027

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.48 (-1.07, 0.11)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 30 Day 1 Actual n 27 8
Mean (StdDev) 0.2 (0.58) 0.1 (0.35)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 2 0, 1
Change from BL n 25 8
Mean (StdDev) 0.0 (0.61) -0.1 (0.64)
Median 0.0 0.0
01, Q3 0.0, 0.0 -0.5, 0.0
Min, Max -2, 2 -1, 1
LS Mean (SE) 0.0 (0.05) 0.1 (0.09)
95% CI -0.1, 0.1 -0.1, 0.3
Difference from placebo [1]
LS Mean (SE) -0.1 (0.10)
95% CI -0.3, 0.1
p-value 0.3858

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.34 (-1.14, 0.4¢6)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 33 Day 1 Actual n 14 2
Mean (StdDev) 0.1 (0.27) 0.0 (0.00)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 1 0, O
Change from BL n 14 2
Mean (StdDev) -0.1 (0.62) -0.5 (0.71)
Median 0.0 -0.5
01, Q3 0.0, 0.0 -1.0, 0.0
Min, Max -2, 1 -1, 0
LS Mean (SE)
95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 36 Day 1 Actual n 5 2
Mean (StdDev) 0.0 (0.00) 0.0 (0.00)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, O 0, O
Change from BL n 5 2
Mean (StdDev) 0.0 (0.00) -0.5 (0.71)
Median 0.0 -0.5
01, Q3 0.0, 0.0 -1.0, 0.0
Min, Max 0, O -1, 0

Niraparib (Zejula)

LS Mean (SE)

95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Cycle 39 Day 1 Actual n 1 0
Mean (StdDev) 0.0 (NA)
Median 0.0
01, Q3 0.0, 0.0
Min, Max 0, 0
Change from BL n 1 0
Mean (StdDev) 0.0 (NA)
Median 0.0
01, Q3 0.0, 0.0
Min, Max 0, 0O
LS Mean (SE)
95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
End of Treatment Actual n 285 171
Mean (StdDev) 0.6 (0.99) 0.5 (0.82)
Median 0.0 0.0
Q1l, 03 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 4
Change from BL n 283 168
Mean (StdDev) 0.4 (0.99) 0.3 (0.85)
Median 0.0 0.0
Q1l, 03 0.0, 1.0 0.0, 1.0
Min, Max -4, 4 -2, 4
LS Mean (SE) 4 (0.05) 0 (0.06)
95% CI 3, 0.5 , 0.4
Difference from placebo [1]
LS Mean (SE) 0.1 (0.08)
95% CI 0.0, 0.3
p-value 0.1033
Corrected Hedges g (95% CI) [2] 0.16 (-0.03, 0.35)

Niraparib (Zejula)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Follow-Up Week 4 Actual n 149 103
Mean (StdDev) 0.6 (0.91) 0.5 (0.84)
Median 0.0 0.0
Q1l, 03 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 3
Change from BL n 149 101
Mean (StdDev) 0.4 (0.88) 0.3 (0.85)
Median 0.0 0.0
Q1l, 03 0.0, 1.0 0.0, 1.0
Min, Max 2, 3 -2, 3
LS Mean (SE) 0.3 (0.06) 0.3 (0.07)
95% CI 0.2, 0.5 , 0.
Difference from placebo [1]
LS Mean (SE) 0.1 (0.09)
95% CI -0.1, 0.2
p-value 0.5327

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.08 (-0.17,

0.33)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Follow-Up Week 8 Actual n 169 96
Mean (StdDev) 0.5 (0.86) 0.7 (1.05)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 4
Change from BL n 167 94
Mean (StdDev) 0.3 (0.84) 0.5 (1.01)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max 3, 4 -2,
LS Mean (SE) 0.3 (0.06) 0 (0.08)
95% CI 0.2, 0.4 , 0.6
Difference from placebo [1]
LS Mean (SE) -0.2 (0.10)
95% CI -0.4, 0.0
p-value 0.0321

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.28 (-0.53, -0.02)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Follow-Up Week 12 Actual n 199 112
Mean (StdDev) 0.5 (0.95) 0.5 (0.87)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 4
Change from BL n 198 109
Mean (StdDev) 0.3 (0.93) 0.3 (0.87)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 1.0
Min, Max 3, 4 -3, 4
LS Mean (SE) 0.3 (0.06) 0.3 (0.08)
95% CI 0.2, 0.4 , 0.4
Difference from placebo [1]
LS Mean (SE) 0.0 (0.10)
95% CI -0.2, 0.2
p-value 0.8324

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.03 (-0.21,

0.26)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=487) (N=246)
Follow-Up Week 24 Actual n le6l 90
Mean (StdDev) 0.4 (0.81) 0.4 (0.71)
Median 0.0 0.0
Q1l, 03 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 3
Change from BL n 160 88
Mean (StdDev) 0.2 (0.84) 0.2 (0.81)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max -3, 4 -3, 3
LS Mean (SE) 0.2 (0.06) 0.2 (0.08)
95% CI , 0.4 , 0.4
Difference from placebo [1]
LS Mean (SE) 0.0 (0.09)
95% CI -0.2, 0.2
p-value 0.7373

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.04 (-0.22,

0.30)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo

Visit Change Statistic (N=487) (N=246)
Overall Change from BL LS Mean (SE) 0.2 (0.02) 0.2 (0.04)

95% CI 0.1, 0.2 0.1, 0.3

Difference from placebo [1]

LS Mean (SE) 0.0 (0.04)

95% CI -0.1, 0.0

p-value 0.2745

Corrected Hedges g (95% CI) [2] -0.09 (-0.24, 0.07)

Niraparib (Zejula) 343 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo

Visit Change Statistic (N=228) (N=124)
Baseline Actual n 223 121

Mean (StdDev) 1.5 (1.06) 1.5 (0.91)

Median 1.0 2.0

Q1l, 03 1.0, 2.0 1.0, 2.0

Min, Max 0, 4 0, 4
Cycle 3 Day 1 Actual n 198 109

Mean (StdDev) 1.5 (1.05) 1.4 (1.14)

Median 1.0 1.0

Q1l, 03 1.0, 2.0 1.0, 2.0

Min, Max 0, 4 0, 4

Change from BL n 194 106

Mean (StdDev) 0.1 (1.14) -0.1 (1.08)

Median 0.0 0.0

Q1, 03 0.0, 1.0 -1.0, 0.0

Min, Max 3, 4 -3, 3

LS Mean (SE) 1 (0.08) 0.0 (0.10)

95% CI , 0.3 -0.2, 0.2

Difference from placebo [1]

LS Mean (SE) 0.1 (0.13)

95% CI -0.1, 0.4

p-value 0.2826

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.13 (-0.11,
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 5 Day 1 Actual n 164 98
Mean (StdDev) 1.3 (1.05) 1.3 (1.02)
Median 1.0 1.0
01, Q3 1.0, 2.0 1.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 160 96
Mean (StdDev) -0.1 (1.1¢) -0.2 (1.05)
Median 0.0 0.0
01, Q3 -1.0, 1.0 -1.0, 0.0
Min, Max -4, 3 -3, 3
LS Mean (SE) -0.1 (0.07) -0.1 (0.10)
95% CI -0.3, 0.0 -0.3, 0.1
Difference from placebo [1]
LS Mean (SE) 0.0 (0.12)
95% CI -0.2, 0.2
p-value 0.9521

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.01 (-0.25,

0.26)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 7 Day 1 Actual n 147 85
Mean (StdDev) 1.1 (0.91) 1.2 (0.95)
Median 1.0 1.0
01, Q3 0.0, 2.0 1.0, 2.0
Min, Max 0, 3 0, 4
Change from BL n 144 83
Mean (StdDev) -0.3 (1.06) -0.4 (1.00)
Median 0.0 0.0
01, Q3 -1.0, 0.0 -1.0, 0.0
Min, Max -3, 3 -3, 2
LS Mean (SE) -0.3 (0.07) -0.2 (0.09)
95% CI -0.4, -0.2 -0.4, -0.1
Difference from placebo [1]
LS Mean (SE) 0.0 (0.11)
95% CI -0.3, 0.2
p-value 0.6621

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.06 (-0.33, 0.21)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 9 Day 1 Actual n 130 67
Mean (StdDev) 1.1 (1.01) 1.4 (1.07)
Median 1.0 1.0
01, Q3 0.0, 2.0 1.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 126 65
Mean (StdDev) -0.3 (1.06) -0.2 (1.006)
Median 0.0 0.0
01, Q3 -1.0, 0.0 -1.0, 0.0
Min, Max -3, 3 -2, 3
LS Mean (SE) -0.3 (0.08) -0.1 (0.11)
95% CI -0.4, -0.1 -0.3, 0.1
Difference from placebo [1]
LS Mean (SE) -0.2 (0.13)
95% CI -0.5, 0.0
p-value 0.0974

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.25 (-0.55, 0.05)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 11 Day 1 Actual n 120 49
Mean (StdDev) 1.0 (0.87) 1.5 (1.21)
Median 1.0 1.0
01, Q3 0.0, 1.0 1.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 117 47
Mean (StdDev) -0.4 (1.15) 0.0 (1.15)
Median 0.0 0.0
01, Q3 -1.0, 0.0 -1.0, 1.0
Min, Max -3, 3 -2, 3
LS Mean (SE) -0.4 (0.07) 0.1 (0.11)
95% CI -0.5, -0.2 -0.1, 0.4
Difference from placebo [1]
LS Mean (SE) -0.5 (0.13)
95% CI -0.7, -0.2
p-value 0.0002

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.63 (-0.97,
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 13 Day 1 Actual n 109 48
Mean (StdDev) 1.0 (0.96) 1.2 (0.95)
Median 1.0 1.0
Q1l, 03 0.0, 1.0 0.5, 2.0
Min, Max 0, 4 0, 3
Change from BL n 106 46
Mean (StdDev) -0.4 (1.15) -0.2 (1.02)
Median 0.0 0.0
Q1l, 03 -1.0, 0.0 -1.0, 0.0
Min, Max -3, 3 -3, 2
LS Mean (SE) -0.3 (0.08) -0.1 (0.12)
95% CI -0.5, -0.2 -0.4, 0.1
Difference from placebo [1]
LS Mean (SE) -0.2 (0.14)
95% CI -0.5, 0.1
p-value 0.1687

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.24 (-0.59, 0.11)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 15 Day 1 Actual n 97 38
Mean (StdDev) 0.9 (0.91) 1.0 (0.94)
Median 1.0 1.0
Q1l, 03 0.0, 1.0 0.0, 2.0
Min, Max 0, 4 0, 3
Change from BL n 94 37
Mean (StdDev) -0.5 (1.20) -0.3 (0.93)
Median 0.0 0.0
Q1l, 03 -1.0, 0.0 -1.0, 0.0
Min, Max -3, 3 -3, 2
LS Mean (SE) -0.4 (0.08) -0.2 (0.12)
95% CI -0.5, -0.2 -0.4, 0.0
Difference from placebo [1]
LS Mean (SE) -0.2 (0.14)
95% CI -0.5, 0.1
p-value 0.1852

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.25 (-0.63, 0.13)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 18 Day 1 Actual n 82 32
Mean (StdDev) 0.9 (0.91) 1.0 (1.02)
Median 1.0 1.0
01, Q3 0.0, 1.0 0.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 80 31
Mean (StdDev) -0.4 (1.23) -0.5 (0.89)
Median 0.0 0.0
01, Q3 -1.0, 0.0 -1.0, 0.0
Min, Max -3, 3 -2, 2
LS Mean (SE) -0.4 (0.08) -0.3 (0.13)
95% CI -0.5, -0.2 -0.6, -0.1
Difference from placebo [1]
LS Mean (SE) 0.0 (0.15)
95% CI -0.3, 0.3
p-value 0.7871

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.06 (-0.47, 0.36)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 21 Day 1 Actual n 63 22
Mean (StdDev) 1.0 (0.99) 1.2 (1.22)
Median 1.0 1.0
01, Q3 0.0, 2.0 0.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 62 22
Mean (StdDev) -0.3 (0.92) -0.2 (1.27)
Median 0.0 0.0
01, Q3 -1.0, 0.0 -1.0, 0.0
Min, Max -3, 2 -3, 3
LS Mean (SE) -0.3 (0.11) -0.2 (0.19)
95% CI -0.5, 0.0 -0.5, 0.2
Difference from placebo [1]
LS Mean (SE) -0.1 (0.22)
95% CI -0.5, 0.3
p-value 0.6481

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.11 (-0.60, 0.38)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 24 Day 1 Actual n 25 7
Mean (StdDev) 0.7 (0.89) 1.1 (1.35)
Median 0.0 1.0
Q1l, 03 0.0, 1.0 0.0, 3.0
Min, Max 0, 3 0, 3
Change from BL n 24 7
Mean (StdDev) -0.8 (1.19) -0.3 (1.38)
Median -0.5 0.0
Q1l, 03 -2.0, 0.0 -1.0, 1.0
Min, Max -3, 1 -3, 1
LS Mean (SE) -0.7 (0.13) -0.1 (0.24)
95% CI -1.0, -0.4 -0.6, 0.4
Difference from placebo [1]
LS Mean (SE) -0.6 (0.27)
95% CI -1.2, -0.1
p-value 0.0324

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.92 (-1.79,
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 27 Day 1 Actual n 13 4
Mean (StdDev) 0.9 (0.86) 1.5 (1.29)
Median 1.0 1.5
01, Q3 0.0, 1.0 0.5, 2.5
Min, Max 0, 3 0, 3
Change from BL n 12 4
Mean (StdDev) -0.3 (1.72) -0.5 (1.73)
Median 0.0 0.0
01, Q3 -1.0, 0.0 -1.5, 0.5
Min, Max -3, 3 -3, 1
LS Mean (SE)
95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 30 Day 1 Actual n 7 1
Mean (StdDev) 1.0 (1.00) 0.0 (NA)
Median 1.0 0.0
01, Q3 0.0, 2.0 0.0, 0.0
Min, Max 0, 2 0, O
Change from BL n 7 1
Mean (StdDev) 0.4 (1.27) 0.0 (NA)
Median 0.0 0.0
01, Q3 -1.0, 2.0 0.0, 0.0
Min, Max -1, 2 0, O
LS Mean (SE)
95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]

Niraparib (Zejula) 355 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 33 Day 1 Actual n 5 0
Mean (StdDev) 0.8 (0.84)
Median 1.0
01, Q3 0.0, 1.0
Min, Max 0, 2
Change from BL n 5 0
Mean (StdDev) -0.2 (1.48)
Median 0.0
01, Q3 -1.0, 0.0
Min, Max -2, 2

Niraparib (Zejula)

LS Mean (SE)

95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]

356 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 36 Day 1 Actual n 1
Mean (StdDev) 0.0 (NA)
Median 0.0
01, Q3 0.0, 0.0
Min, Max 0, 0
Change from BL n 1
Mean (StdDev) -1.0 (NA)
Median -1.0
01, Q3 -1.0, -1
Min, Max -1, -1
LS Mean (SE)
95% CI

Niraparib (Zejula)

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]

357 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
End of Treatment Actual n 124 86
Mean (StdDev) 1.6 (1.20) 1.4 (1.10)
Median 1.0 1.0
Q1l, 03 1.0, 2.0 1.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 124 85
Mean (StdDev) 0.0 (1.20) -0.1 (1.13)
Median 0.0 0.0
Q1l, 03 -1.0, 1.0 -1.0, 0.0
Min, Max -2, 4 -3, 3
LS Mean (SE) 0.0 (0.09) -0.1 (0.11)
95% CI -0.1, 0.2 -0.3, 0.1
Difference from placebo [1]
LS Mean (SE) 0.1 (0.14)
95% CI -0.1, 0.4
p-value 0.3472

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.13 (-0.14,

0.41)

358 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Follow-Up Week 4 Actual n 75 55
Mean (StdDev) 1.5 (1.18) 1.5 (1.12)
Median 1.0 1.0
01, Q3 1.0, 2.0 1.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 74 54
Mean (StdDev) 0.0 (1.32) -0.1 (1.10)
Median 0.0 0.0
01, Q3 -1.0, 1.0 -1.0, 0.0
Min, Max -4, 3 -2, 3
LS Mean (SE) 0.0 (0.11) 0.1 (0.14)
95% CI -0.2, 0.2 -0.2, 0.4
Difference from placebo [1]
LS Mean (SE) -0.1 (0.18)
95% CI -0.5, 0.2
p-value 0.4852

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.12 (-0.48, 0.23)

359 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Follow-Up Week 8 Actual n 78 54
Mean (StdDev) 1.6 (1.01) 1.9 (1.15)
Median 1.0 2.0
01, Q3 1.0, 2.0 1.0, 3.0
Min, Max 0, 4 0, 4
Change from BL n 77 53
Mean (StdDev) 0.0 (1.25) 0.4 (1.08)
Median 0.0 0.0
01, Q3 -1.0, 1.0 0.0, 1.0
Min, Max -4, 3 -2, 3
LS Mean (SE) 0.1 (0.10) 0.4 (0.12)
95% CI -0.1, 0.2 , 0.6
Difference from placebo [1]
LS Mean (SE) -0.3 (0.10)
95% CI -0.7, 0.0
p-value 0.0321

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.38 (-0.74, -0.03)

360 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Follow-Up Week 12 Actual n 87 59
Mean (StdDev) 1.6 (1.11) 1.7 (1.06)
Median 1.0 2.0
01, Q3 1.0, 3.0 1.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 87 58
Mean (StdDev) 0.3 (1.23) 0.2 (1.22)
Median 0.0 0.0
01, Q3 -1.0, 1.0 -1.0, 1.0
Min, Max -2, 3 -2, 3
LS Mean (SE) 0.2 (0.10) 0.3 (0.13)
95% CI 0.0, 0.4 0.0, 0.5
Difference from placebo [1]
LS Mean (SE) -0.1 (0.10)
95% CI -0.4, 0.3
p-value 0.6602

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.07 (-0.41, 0.26)

361 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Follow-Up Week 24 Actual n 78 48
Mean (StdDev) 1.5 (0.98) 1.4 (0.97)
Median 1.0 1.0
01, Q3 1.0, 2.0 1.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 77 47
Mean (StdDev) -0.1 (1.07) 0.0 (1.09)
Median 0.0 0.0
01, Q3 -1.0, 1.0 -1.0, 1.0
Min, Max -2, 2 -2, 3
LS Mean (SE) 0.0 (0.09) 0.1 (0.12)
95% CI -0.2, 0.2 -0.1, 0.3
Difference from placebo [1]
LS Mean (SE) -0.1 (0.15)
95% CI -0.4, 0.2
p-value 0.6008

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.10 (-0.46, 0.27)

362 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo

Visit Change Statistic (N=228) (N=124)

Overall Change from BL LS Mean (SE) -0.2 (0.05) 0.0 (0.07)
95% CI -0.3, -0.1 -0.2, 0.1
Difference from placebo [1]
LS Mean (SE) -0.1 (0.08)
95% CI -0.3, 0.0
p-value 0.0798
Corrected Hedges g (95% CI) [2] -0.20 (-0.43, 0.02)

Niraparib (Zejula) 363 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo

Visit Change Statistic (N=228) (N=124)
Baseline Actual n 225 122

Mean (StdDev) 0.1 (0.33) 0.1 (0.42)

Median 0.0 0.0

Q1l, 03 0.0, 0.0 0.0, 0.0

Min, Max 0, 2 0, 3
Cycle 3 Day 1 Actual n 198 108

Mean (StdDev) 0.1 (0.37) 0.0 (0.17)

Median 0.0 0.0

Q1l, 03 0.0, 0.0 0.0, 0.0

Min, Max 0, 2 0, 1

Change from BL n 196 106

Mean (StdDev) 0.1 (0.36) -0.1 (0.37)

Median 0.0 0.0

Q1, 03 0.0, 0.0 0.0, 0.0

Min, Max -2, 2 -2, 1

LS Mean (SE) 0.0 (0.02) -0.1 (0.03)

95% CI 0.0, 0.1 -0.1, 0.0

Difference from placebo [1]

LS Mean (SE) 0.1 (0.04)

95% CI 0.0, 0.2

p-value 0.0096

Corrected Hedges g (95% CI) [2] 0.31 (0.08, 0.55)

Niraparib (Zejula) 364 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 5 Day 1 Actual n 164 98
Mean (StdDev) 0.1 (0.37) 0.1 (0.43)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max 0, 3 0, 4
Change from BL n 162 97
Mean (StdDev) 0.0 (0.44) -0.1 (0.33)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max -2, 3 -2, 1
LS Mean (SE) 0.0 (0.03) 0.0 (0.04)
95% CI 0.0, 0.1 -0.1, 0.0
Difference from placebo [1]
LS Mean (SE) 0.1 (0.05)
95% CI 0.0, 0.2
p-value 0.2926
Corrected Hedges g (95% CI) [2] 0.14 (-0.12, 0.39)

Niraparib (Zejula)

365 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 7 Day 1 Actual n 147 84
Mean (StdDev) 0.1 (0.34) 0.0 (0.33)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 2 0, 3
Change from BL n 145 83
Mean (StdDev) 0.0 (0.42) -0.1 (0.50)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -2, 2 -3, 2
LS Mean (SE) 0 (0.02) 0.0 (0.03)
95% CI 0, 0.1 -0.1, 0.0
Difference from placebo
LS Mean (SE) 0.1 (0.04)
95% CI 0.0, 0.1
p-value 0.1546
Corrected Hedges g 0.20 (-0.07,

Niraparib (Zejula)

366 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 9 Day 1 Actual n 130 67
Mean (StdDev) 0.1 (0.51) 0.1 (0.42)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max 0, 4 0, 3
Change from BL n 128 66
Mean (StdDev) 0.0 (0.59) 0.0 (0.37)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max -2, 4 -2, 1
LS Mean (SE) 0.0 (0.04) 0.0 (0.05)
95% CI 0, 0.1 -0.1, 0.1
Difference from placebo [1]
LS Mean (SE) 0.1 (0.06)
95% CI -0.1, 0.2
p-value 0.3573

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.14 (-0.1e6,

0.44)

367 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 11 Day 1 Actual n 120 49
Mean (StdDev) 0.1 (0.39) 0.1 (0.28)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 3 0, 1
Change from BL n 118 48
Mean (StdDev) 0.0 (0.47) -0.1 (0.50)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -2, 3 -2, 1
LS Mean (SE) 0.0 (0.03) 0.0 (0.05)
95% CI , 0.1 -0.1, 0.1
Difference from placebo [1]
LS Mean (SE) 0.0 (0.006)
95% CI -0.1, 0.2
p-value 0.4846

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.12 (-0.22,

0.45)

368 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 13 Day 1 Actual n 109 48
Mean (StdDev) 0.1 (0.25) 0.1 (0.43)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 1 0, 3
Change from BL n 107 47
Mean (StdDev) 0.0 (0.34) -0.1 (0.62)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -2, 1 -3, 2
LS Mean (SE) 0.0 (0.03) 0.0 (0.04)
95% CI -0.1, 0.1 -0.1, 0.0
Difference from placebo [1]
LS Mean (SE) 0.0 (0.05)
95% CI -0.1, 0.1
p-value 0.4766

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.12 (-0.22,

0.47)

369 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 15 Day 1 Actual n 96 38
Mean (StdDev) 0.1 (0.30) 0.1 (0.23)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 2 0, 1
Change from BL n 94 38
Mean (StdDev) 0.0 (0.41) -0.1 (0.40)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -2, 2 -2, 1
LS Mean (SE) 0.0 (0.03) 0.0 (0.05)
95% CI -0.1, 0.1 -0.1, 0.1
Difference from placebo [1]
LS Mean (SE) 0.0 (0.006)
95% CI -0.1, 0.2
p-value 0.5310

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.12 (-0.26,

0.50)

370 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 18 Day 1 Actual n 82 32
Mean (StdDev) 0.1 (0.34) 0.1 (0.35)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 2 0, 2
Change from BL n 81 32
Mean (StdDev) 0.1 (0.43) -0.1 (0.44)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -2, 2 -2, 1
LS Mean (SE) 0 (0.03) 0.0 (0.05)
95% CI 0, 0.1 -0.1, 0.1
Difference from placebo
LS Mean (SE) 0.1 (0.06)
95% CI 0.0, 0.2
p-value 0.1909
Corrected Hedges g 0.27 (-0.14,

Niraparib (Zejula)

371 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 21 Day 1 Actual n 63 23
Mean (StdDev) 0.0 (0.21) 0.0 (0.21)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 1 0, 1
Change from BL n 63 23
Mean (StdDev) 0.0 (0.36) -0.1 (0.40)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -2, 1 -2, 0
LS Mean (SE) 0.0 (0.03) -0.1 (0.05)
95% CI -0.1, 0.1 -0.2, 0.0
Difference from placebo [1]
LS Mean (SE) 0.1 (0.06)
95% CI -0.1, 0.2
p-value 0.2868

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.26 (-0.22,

0.74)

372 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 24 Day 1 Actual n 25 7
Mean (StdDev) 0.0 (0.00) 0.3 (0.76)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, O 0, 2
Change from BL n 25 7
Mean (StdDev) 0.0 (0.20) 0.1 (0.38)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -1, 0 0, 1
LS Mean (SE) 0.0 (0.03) 0.0 (0.05)
95% CI -0.1, 0.0 -0.1, 0.1
Difference from placebo [1]
LS Mean (SE) -0.1 (0.006)
95% CI -0.2, 0.1
p-value 0.2994

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.43 (-1.27, 0.42)

373 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 27 Day 1 Actual n 13 4
Mean (StdDev) 0.0 (0.00) 0.5 (1.00)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 1.0
Min, Max 0, O 0, 2
Change from BL n 13 4
Mean (StdDev) -0.1 (0.28) 0.3 (0.50)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.5
Min, Max -1, 0 0, 1
LS Mean (SE)
95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]

Niraparib (Zejula) 374 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 30 Day 1 Actual n 7 1
Mean (StdDev) 0.0 (0.00) 0.0 (NA)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, O 0, O
Change from BL n 7 1
Mean (StdDev) 0.0 (0.00) 0.0 (NA)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, O 0, O

LS Mean (SE)

95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]

Niraparib (Zejula) 375 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 33 Day 1 Actual n 5 0
Mean (StdDev) 0.2 (0.45)
Median 0.0
01, Q3 0.0, 0.0
Min, Max 0, 1
Change from BL n 5 0
Mean (StdDev) 0.2 (0.45)
Median 0.0
01, Q3 0.0, 0.0
Min, Max 0, 1

Niraparib (Zejula)

LS Mean (SE)

95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]

376 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 36 Day 1 Actual n 1 0
Mean (StdDev) 0.0 (NA)
Median 0.0
01, Q3 0.0, 0.0
Min, Max 0, 0
Change from BL n 1 0
Mean (StdDev) 0.0 (NA)
Median 0.0
01, Q3 0.0, 0.0
Min, Max 0, 0O
LS Mean (SE)
95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]

Niraparib (Zejula) 377 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
End of Treatment Actual n 125 88
Mean (StdDev) 0.2 (0.54) 0.1 (0.38)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 3 0, 3
Change from BL n 125 87
Mean (StdDev) 0.1 (0.51) 0.0 (0.58)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -2, 3 -3, 3
LS Mean (SE) 0.1 (0.04) 0.0 (0.05)
95% CI 0.0, 0.1 -0.1, 0.1
Difference from placebo
LS Mean (SE) 0.1 (0.06)
95% CI 0.0, 0.2
p-value 0.1857
Corrected Hedges g 0.18 (-0.09,

Niraparib (Zejula)

378 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Follow-Up Week 4 Actual n 75 55
Mean (StdDev) 0.2 (0.064) 0.0 (0.19)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 3 0, 1
Change from BL n 75 54
Mean (StdDev) 0.1 (0.66) -0.1 (0.36)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -1, 3 -2, 1
LS Mean (SE) .1 (0.06) 0.0 (0.07)
95% CI .0, 0.2 -0.2, 0.1
Difference from placebo
LS Mean (SE) 0.1 (0.09)
95% CI 0.0, 0.3
p-value 0.1391
Corrected Hedges g 0.26 (-0.09,

Niraparib (Zejula)

379 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Follow-Up Week 8 Actual n 78 54
Mean (StdDev) 0.1 (0.44) 0.2 (0.42)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 2 0, 2
Change from BL n 78 53
Mean (StdDev) 0.1 (0.44) 0.1 (0.55)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -1, 2 -2, 2
LS Mean (SE) 0.0 (0.04) 0 (0.05)
95% CI -0.1, 0.1 , 0.2
Difference from placebo [1]
LS Mean (SE) -0.1 (0.07)
95% CI -0.2, 0.1
p-value 0.2781

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.19 (-0.54, 0.1¢6)

380 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Follow-Up Week 12 Actual n 88 59
Mean (StdDev) 0.2 (0.62) 0.2 (0.75)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 3 0, 4
Change from BL n 88 58
Mean (StdDev) 0.1 (0.61) 0.1 (0.80)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -1, 3 -1, 4
LS Mean (SE) 0.1 (0.07) 0.1 (0.09)
95% CI , 0.3 -0.1, 0.3
Difference from placebo [1]
LS Mean (SE) 0.0 (0.12)
95% CI -0.2, 0.2
p-value 0.9681

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.01 (-0.32,

0.34)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Follow-Up Week 24 Actual n 78 49
Mean (StdDev) 0.1 (0.49) 0.1 (0.48)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max 0, 3 0, 3
Change from BL n 78 48
Mean (StdDev) 0.1 (0.55) 0.1 (0.52)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max -1, 3 -1, 3
LS Mean (SE) 0.0 (0.06) 0.1 (0.08)
95% CI -0.1, 0.1 -0.1, 0.2
Difference from placebo [1]
LS Mean (SE) 0.0 (0.10)
95% CI -0.2, 0.2
p-value 0.7530

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.06 (-0.42,

0.30)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo

Visit Change Statistic (N=228) (N=124)
Overall Change from BL LS Mean (SE) 0.0 (0.02) 0.0 (0.02)

95% CI 0.0, 0.1 -0.1, 0.0

Difference from placebo [1]

LS Mean (SE) 0.0 (0.03)

95% CI 0.0, 0.1

p-value 0.1943

Corrected Hedges g (95% CI) [2] 0.15 (-0.08, 0.37)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo

Visit Change Statistic (N=228) (N=124)
Baseline Actual n 223 122

Mean (StdDev) 0.8 (1.03) 1.0 (1.09)

Median 0.0 1.0

01, Q3 0.0, 1.0 0.0, 2.0

Min, Max 0, 4 0, 4
Cycle 3 Day 1 Actual n 198 109

Mean (StdDev) 0.7 (0.98) 1.0 (1.13)

Median 0.0 1.0

01, Q3 0.0, 1.0 0.0, 2.0

Min, Max 0, 4 0, 4

Change from BL n 194 107

Mean (StdDev) 0.0 (0.96) 0.0 (1.12)

Median 0.0 0.0

01, 03 0.0, 0.0 -1.0, 1.0

Min, Max -3, 3 -3, 3

LS Mean (SE) -0.1 (0.06) 0.1 (0.09)

95% CI -0.2, 0.1 -0.1, 0.2

Difference from placebo

LS Mean (SE) -0.1 (0.11)

95% CI -0.3, 0.1

p-value 0.2135

Niraparib (Zejula)

Corrected Hedges g

-0.15 (-0.39,
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 5 Day 1 Actual n 163 98
Mean (StdDev) 0.7 (0.96) 1.0 (1.106)
Median 0.0 1.0
01, Q3 0.0, 1.0 0.0, 2.0
Min, Max 0, 3 0, 4
Change from BL n 159 97
Mean (StdDev) -0.1 (0.82) 0.1 (1.07)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -3, 3 -3, 4
LS Mean (SE) -0.1 (0.07) 0.2 (0.09)
95% CI -0.2, 0.0 , 0.3
Difference from placebo [1]
LS Mean (SE) -0.2 (0.11)
95% CI -0.5, 0.0
p-value 0.0262

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.29 (-0.54,
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 7 Day 1 Actual n 147 83
Mean (StdDev) 0.8 (0.94) 0.9 (1.02)
Median 1.0 1.0
01, Q3 0.0, 2.0 0.0, 2.0
Min, Max 0, 3 0, 4
Change from BL n 144 82
Mean (StdDev) 0.1 (1.03) 0.0 (0.97)
Median 0.0 0.0
01, Q3 0.0, 0.5 -1.0, 0.0
Min, Max -3, 3 -3, 2
LS Mean (SE) 0.1 (0.07) 0.1 (0.09)
95% CI -0.1, 0.2 -0.1, 0.3
Difference from placebo [1]
LS Mean (SE) 0.0 (0.12)
95% CI -0.2, 0.2
p-value 0.9980

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.00 (-0.27,

0.27)

386 von 1926



Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 9 Day 1 Actual n 130 66
Mean (StdDev) 0.8 (0.97) 0.9 (1.12)
Median 0.5 1.0
Q1l, 03 0.0, 1.0 0.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 127 65
Mean (StdDev) 0.0 (0.96) 0.0 (1.08)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 -1.0, 0.0
Min, Max -3, 3 -3, 3
LS Mean (SE) 0.0 (0.08) 0.0 (0.10)
95% CI -0.2, 0.1 -0.2, 0.3
Difference from placebo [1]
LS Mean (SE) -0.1 (0.13)
95% CI -0.3, 0.2
p-value 0.6593

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.07 (-0.37, 0.23)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 11 Day 1 Actual n 120 49
Mean (StdDev) 0.8 (0.97) 0.7 (0.97)
Median 1.0 0.0
Q1l, 03 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 3
Change from BL n 117 48
Mean (StdDev) 0.1 (1.01) -0.2 (0.95)
Median 0.0 0.0
Q1l, 03 -1.0, 0.0 -1.0, 0.0
Min, Max -3, 3 -2, 3
LS Mean (SE) 0.0 (0.08) 0.0 (0.11)
95% CI -0.1, 0.2 -0.3, 0.2
Difference from placebo [1]
LS Mean (SE) 0.1 (0.14)
95% CI -0.2, 0.3
p-value 0.5591

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.10 (-0.24,

0.43)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 13 Day 1 Actual n 108 48
Mean (StdDev) 0.8 (1.08) 0.7 (0.85)
Median 0.0 0.0
Q1l, 03 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 3
Change from BL n 105 47
Mean (StdDev) 0.0 (1.16) -0.1 (0.92)
Median 0.0 0.0
Q1l, 03 -1.0, 0.0 -1.0, 0.0
Min, Max -3, 3 -2, 2
LS Mean (SE) 0.0 (0.08) 0.0 (0.12)
95% CI -0.2, 0.1 -0.3, 0.2
Difference from placebo [1]
LS Mean (SE) 0.0 (0.14)
95% CI -0.3, 0.3
p-value 0.8794

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.03 (-0.32,

0.37)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 15 Day 1 Actual n 97 38
Mean (StdDev) 0.7 (0.92) 0.8 (0.90)
Median 0.0 1.0
Q1l, 03 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 3
Change from BL n 94 38
Mean (StdDev) -0.1 (1.11) -0.1 (0.87)
Median 0.0 0.0
Q1l, 03 -1.0, 0.0 -1.0, 0.0
Min, Max -3, 3 -2, 2
LS Mean (SE) -0.1 (0.07) 0.1 (0.11)
95% CI -0.2, 0.1 -0.1, 0.4
Difference from placebo [1]
LS Mean (SE) -0.2 (0.13)
95% CI -0.5, 0.1
p-value 0.1385

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.28 (-0.66, 0.10)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 18 Day 1 Actual n 82 32
Mean (StdDev) 0.7 (1.01) 0.9 (1.05)
Median 0.0 0.5
Q1l, 03 0.0, 1.0 0.0, 2.0
Min, Max 0, 3 0, 3
Change from BL n 80 32
Mean (StdDev) -0.1 (1.10) 0.1 (1.08)
Median 0.0 0.0
Q1l, 03 -1.0, 0.0 -1.0, 0.0
Min, Max -2, 3 -2, 3
LS Mean (SE) 0.0 (0.09) 0.3 (0.14)
95% CI -0.2, 0.1 0.0, 0.6
Difference from placebo [1]
LS Mean (SE) -0.3 (0.17)
95% CI -0.6, 0.0
p-value 0.0724

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.37 (-0.78, 0.04)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 21 Day 1 Actual n 63 23
Mean (StdDev) 0.6 (0.96) 0.8 (1.13)
Median 0.0 0.0
Q1l, 03 0.0, 1.0 0.0, 2.0
Min, Max 0, 3 0, 3
Change from BL n 62 23
Mean (StdDev) -0.2 (1.04) -0.3 (0.9¢6)
Median 0.0 0.0
Q1l, 03 -1.0, 0.0 -1.0, 0.0
Min, Max -3, 2 -2, 2
LS Mean (SE) -0.1 (0.09) 0.0 (0.15)
95% CI -0.3, 0.1 -0.3, 0.3
Difference from placebo [1]
LS Mean (SE) -0.1 (0.18)
95% CI -0.4, 0.3
p-value 0.5959

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.13 (-0.61, 0.35)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 24 Day 1 Actual n 25 7
Mean (StdDev) 0.6 (0.91) 0.7 (0.95)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 2.0
Min, Max 0, 3 0, 2
Change from BL n 25 7
Mean (StdDev) -0.1 (1.15) 0.0 (1.53)
Median 0.0 0.0
01, Q3 -1.0, 0.0 -1.0, 2.0
Min, Max -2, 2 -2, 2
LS Mean (SE) -0.1 (0.15) 0.0 (0.27)
95% CI -0.4, 0.2 -0.6, 0.5
Difference from placebo [1]
LS Mean (SE) -0.1 (0.31)
95% CI -0.7, 0.6
p-value 0.7953

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.11 (-0.94, 0.73)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 27 Day 1 Actual n 13 4
Mean (StdDev) 0.6 (0.96) 1.0 (1.15)
Median 0.0 1.0
01, Q3 0.0, 1.0 0.0, 2.0
Min, Max 0, 3 0, 2
Change from BL n 13 4
Mean (StdDev) 0.0 (0.82) 0.3 (1.26)
Median 0.0 0.0
01, Q3 -1.0, 1.0 -0.5, 1.0
Min, Max -1, 1 -1, 2
LS Mean (SE)
95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 30 Day 1 Actual n 7 1
Mean (StdDev) 1.0 (1.00) 0.0 (NA)
Median 1.0 0.0
01, Q3 0.0, 1.0 0.0, 0.0
Min, Max 0, 3 0, O
Change from BL n 7 1
Mean (StdDev) 0.3 (1.25) 0.0 (NA)
Median 1.0 0.0
01, Q3 -1.0, 1.0 0.0, 0.0
Min, Max -1, 2 0, O
LS Mean (SE)
95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 33 Day 1 Actual n 5 0
Mean (StdDev) 0.6 (0.55)
Median 1.0
01, Q3 0.0, 1.0
Min, Max 0, 1
Change from BL n 5 0
Mean (StdDev) 0.2 (0.84)
Median 0.0
01, Q3 0.0, 1.0
Min, Max -1, 1

Niraparib (Zejula)

LS Mean (SE)

95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 36 Day 1 Actual n 1 0
Mean (StdDev) 0.0 (NA)
Median 0.0
01, Q3 0.0, 0.0
Min, Max 0, 0
Change from BL n 1 0
Mean (StdDev) 0.0 (NA)
Median 0.0
01, Q3 0.0, 0.0
Min, Max 0, 0O
LS Mean (SE)
95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
End of Treatment Actual n 125 88
Mean (StdDev) 1.0 (1.01) 1.2 (1.10)
Median 1.0 1.0
Q1l, 03 0.0, 2.0 0.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 125 87
Mean (StdDev) 0.2 (1.02) 0.1 (1.11)
Median 0.0 0.0
Q1l, 03 0.0, 1.0 -1.0, 1.0
Min, Max -3, 3 -3, 2
LS Mean (SE) 0.1 (0.08) 0.2 (0.09)
95% CI , 0.3 0.0, 0.4
Difference from placebo [1]
LS Mean (SE) -0.1 (0.12)
95% CI -0.3, 0.2
p-value 0.5904

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.08 (-0.35, 0.20)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Follow-Up Week 4 Actual n 75 54
Mean (StdDev) 1.0 (1.06) 1.1 (1.13)
Median 1.0 1.0
01, Q3 0.0, 2.0 0.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 75 53
Mean (StdDev) 0.1 (1.23) 0.1 (1.33)
Median 0.0 0.0
01, Q3 -1.0, 1.0 0.0, 1.0
Min, Max -3, 4 -3, 4
LS Mean (SE) 0.1 (0.11) 0.2 (0.13)
95% CI -0.1, 0.4 -0.1, 0.5
Difference from placebo [1]
LS Mean (SE) -0.1 (0.17)
95% CI -0.4, 0.3
p-value 0.7451

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.06 (-0.41, 0.29)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Follow-Up Week 8 Actual n 78 54
Mean (StdDev) 1.3 (1.18) 1.1 (1.04)
Median 1.0 1.0
01, Q3 0.0, 2.0 0.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 77 53
Mean (StdDev) 0.3 (1.20) 0.2 (1.13)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max 2, 3 -3, 3
LS Mean (SE) 0.3 (0.10) 0.2 (0.12)
95% CI 1, 0.5 -0.1, 0.4
Difference from placebo [1]
LS Mean (SE) 0.1 (0.106)
95% CI -0.2, 0.4
p-value 0.4010

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.15 (-0.20,

0.50)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Follow-Up Week 12 Actual n 87 58
Mean (StdDev) 1.1 (1.11) 1.1 (1.00)
Median 1.0 1.0
01, Q3 0.0, 2.0 0.0, 2.0
Min, Max 0, 4 0, 4
Change from BL n 87 57
Mean (StdDev) 0.2 (1.28) 0.2 (1.17)
Median 0.0 0.0
01, Q3 -1.0, 1.0 0.0, 1.0
Min, Max -3, 3 -3, 3
LS Mean (SE) 0.2 (0.11) 0.2 (0.13)
95% CI 0.0, 0.4 -0.1, 0.4
Difference from placebo [1]
LS Mean (SE) 0.1 (0.17)
95% CI -0.3, 0.4
p-value 0.7239

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.06 (-0.27,

0.39)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Follow-Up Week 24 Actual n 78 49
Mean (StdDev) 1.1 (1.12) 0.9 (0.92)
Median 1.0 1.0
01, Q3 0.0, 2.0 0.0, 2.0
Min, Max 0, 4 0, 3
Change from BL n 77 48
Mean (StdDev) 0.2 (1.16) 0.1 (1.08)
Median 0.0 0.0
01, Q3 0.0, 1.0 -0.5, 1.0
Min, Max 3, 3 -2, 3
LS Mean (SE) 0.3 (0.09) 0.1 (0.12)
95% CI 1, 0.4 -0.2, 0.3
Difference from placebo [1]
LS Mean (SE) 0.2 (0.15)
95% CI -0.1, 0.5
p-value 0.2111

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.23 (-0.13,

0.59)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo

Visit Change Statistic (N=228) (N=124)
Overall Change from BL LS Mean (SE) 0.0 (0.05) 0.1 (0.07)

95% CI 0.0, 0.1 0.0, 0.2

Difference from placebo [1]

LS Mean (SE) -0.1 (0.08)

95% CI -0.2, 0.1

p-value 0.5431

Corrected Hedges g (95% CI) [2] -0.07 (-0.29, 0.15)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo

Visit Change Statistic (N=228) (N=124)
Baseline Actual n 224 121

Mean (StdDev) 0.3 (0.064) 0.3 (0.67)

Median 0.0 0.0

Q1l, 03 0.0, 0.0 0.0, 0.0

Min, Max 0, 4 0, 4
Cycle 3 Day 1 Actual n 199 109

Mean (StdDev) 0.6 (0.84) 0.3 (0.72)

Median 0.0 0.0

Q1l, 03 0.0, 1.0 0.0, 0.0

Min, Max 0, 4 0, 4

Change from BL n 196 107

Mean (StdDev) 0.4 (0.85) 0.1 (0.81)

Median 0.0 0.0

Q1, 03 0.0, 1.0 0.0, 0.0

Min, Max -2, 3 -2, 3

LS Mean (SE) 0.4 (0.05) 0.1 (0.07)

95% CI 0.3, 0.5 -0.1, 0.2

Difference from placebo [1]

LS Mean (SE) 0.3 (0.09)

95% CI 0.1, 0.5

p-value 0.0009

Corrected Hedges g (95% CI) [2] 0.40 (0.16, 0.64)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 5 Day 1 Actual n 164 98
Mean (StdDev) 0.4 (0.76) 0.2 (0.04)
Median 0.0 0.0
Q1l, 03 0.0, 1.0 0.0, 0.0
Min, Max 0, 4 0, 4
Change from BL n le6l 96
Mean (StdDev) 0.2 (0.81) 0.0 (0.59)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max -3, 4 -2, 2
LS Mean (SE) 0.2 (0.05) 0.0 (0.07)
95% CI 0.1, 0.3 -0.1, 0.1
Difference from placebo [1]
LS Mean (SE) 0.2 (0.09)
95% CI 0.0, 0.4
p-value 0.0120
Corrected Hedges g (95% CI) [2] 0.33 (0.07, 0.58)

Niraparib (Zejula)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 7 Day 1 Actual n 147 85
Mean (StdDev) 0.4 (0.73) 0.2 (0.54)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 0.0
Min, Max 0, 3 0, 3
Change from BL n 145 84
Mean (StdDev) 0.2 (0.71) -0.1 (0.65)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -1, 3 -2, 2
LS Mean (SE) 0.2 (0.05) 0.0 (0.07)
95% CI 0.1, 0.3 -0.1, 0.1
Difference from placebo
LS Mean (SE) 0.2 (0.08)
95% CI 0.0, 0.4
p-value 0.0186
Corrected Hedges g 0.32 (0.05,

Niraparib (Zejula)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 9 Day 1 Actual n 128 66
Mean (StdDev) 0.4 (0.71) 0.3 (0.74)
Median 0.0 0.0
Q1l, 03 0.0, 1.0 0.0, 0.0
Min, Max 0, 4 0, 3
Change from BL n 126 65
Mean (StdDev) 0.2 (0.72) 0.0 (0.65)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max -2, 3 -2, 3
LS Mean (SE) 0.2 (0.05) 0.0 (0.07)
95% CI 0.1, 0.3 -0.1, 0.2
Difference from placebo [1]
LS Mean (SE) 0.1 (0.09)
95% CI 0.0, 0.3
p-value 0.1202
Corrected Hedges g (95% CI) [2] 0.24 (-0.06, 0.54)

Niraparib (Zejula)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 11 Day 1 Actual n 120 48
Mean (StdDev) 0.3 (0.59) 0.3 (0.69)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max 0, 3 0, 3
Change from BL n 118 47
Mean (StdDev) 0.1 (0.55) 0.1 (0.69)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max -1, 3 -2, 2
LS Mean (SE) 0.1 (0.06) 0.1 (0.08)
95% CI , 0.2 -0.1, 0.2
Difference from placebo [1]
LS Mean (SE) 0.0 (0.10)
95% CI -0.2, 0.2
p-value 0.9976

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.00 (-0.34,

0.34)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 13 Day 1 Actual n 109 48
Mean (StdDev) 0.3 (0.62) 0.2 (0.066)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max 0, 3 0, 3
Change from BL n 107 47
Mean (StdDev) 0.1 (0.63) 0.0 (0.68)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max -1, 3 -2, 3
LS Mean (SE) 0.1 (0.05) 0.0 (0.08)
95% CI , 0.2 -0.2, 0.1
Difference from placebo [1]
LS Mean (SE) 0.1 (0.09)
95% CI -0.1, 0.3
p-value 0.3704

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.15 (-0.19,

0.50)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 15 Day 1 Actual n 97 38
Mean (StdDev) 0.2 (0.58) 0.3 (0.69)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max 0, 3 0, 3
Change from BL n 95 38
Mean (StdDev) 0.1 (0.65) 0.1 (0.67)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max -1, 3 -1, 3
LS Mean (SE) 0.1 (0.05) 0.0 (0.08)
95% CI , 0.2 -0.1, 0.2
Difference from placebo [1]
LS Mean (SE) 0.1 (0.10)
95% CI -0.1, 0.2
p-value 0.6011

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.10 (-0.28,

0.47)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 18 Day 1 Actual n 82 32
Mean (StdDev) 0.3 (0.72) 0.4 (0.71)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 1.0
Min, Max 0, 3 0, 2
Change from BL n 81 32
Mean (StdDev) 0.2 (0.84) 0.2 (0.61)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -2, 3 -1, 2
LS Mean (SE) 0.1 (0.07) 0.2 (0.10)
95% CI , 0.2 -0.1, 0.4
Difference from placebo [1]
LS Mean (SE) 0.0 (0.12)
95% CI -0.3, 0.2
p-value 0.7143

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.07 (-0.4s8,

0.33)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 21 Day 1 Actual n 63 23
Mean (StdDev) 0.4 (0.66) 0.3 (0.57)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max 0, 3 0, 2
Change from BL n 63 23
Mean (StdDev) 0.2 (0.72) 0.2 (0.65)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -2, 3 -1, 2
LS Mean (SE) 0.1 (0.06) 0.1 (0.10)
95% CI , 0.3 -0.1, 0.3
Difference from placebo [1]
LS Mean (SE) 0.1 (0.12)
95% CI -0.2, 0.3
p-value 0.5055

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.16 (-0.32,

0.64)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 24 Day 1 Actual n 25 7
Mean (StdDev) 0.3 (0.54) 0.3 (0.76)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 2 0, 2
Change from BL n 25 7
Mean (StdDev) 0.0 (0.58) 0.0 (0.00)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -2, 1 0, O
LS Mean (SE) 0.0 (0.09) 0.0 (0.17)
95% CI -0.1, 0.2 -0.4, 0.3
Difference from placebo [1]
LS Mean (SE) 0.1 (0.19)
95% CI -0.3, 0.4
p-value 0.7744

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.12 (-0.72,

0.96)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 27 Day 1 Actual n 13 4
Mean (StdDev) 0.4 (0.87) 0.5 (1.00)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 1.0
Min, Max 0, 3 0, 2
Change from BL n 13 4
Mean (StdDev) 0.1 (1.04) 0.0 (0.00)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 1, 3 0, O

Niraparib (Zejula)

LS Mean (SE)
95% CI

Difference from placebo

LS Mean (SE)
95% CI
p-value

Corrected Hedges g
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 30 Day 1 Actual n 7 1
Mean (StdDev) 0.4 (0.79) 0.0 (NA)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 0.0
Min, Max 0, 2 0, O
Change from BL n 7 1
Mean (StdDev) 0.1 (0.69) 0.0 (NA)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 0.0
Min, Max -1, 1 0, O
LS Mean (SE)
95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 33 Day 1 Actual n 5 0
Mean (StdDev) 0.4 (0.55)
Median 0.0
01, Q3 0.0, 1.0
Min, Max 0, 1
Change from BL n 5 0
Mean (StdDev) 0.0 (0.00)
Median 0.0
01, Q3 0.0, 0.0
Min, Max 0, 0O

Niraparib (Zejula)

LS Mean (SE)

95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 36 Day 1 Actual n 1
Mean (StdDev) 0.0 (NA)
Median 0.0
01, Q3 0.0, 0.0
Min, Max 0, 0
Change from BL n 1
Mean (StdDev) -1.0 (NA)
Median -1.0
01, Q3 -1.0, -1
Min, Max -1, -1
LS Mean (SE)
95% CI

Niraparib (Zejula)

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
End of Treatment Actual n 124 88
Mean (StdDev) 0.5 (1.00) 0.4 (0.73)
Median 0.0 0.0
Q1l, 03 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 4
Change from BL n 123 86
Mean (StdDev) 0.3 (0.96) 0.0 (0.94)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max 2, 4 -2, 4
LS Mean (SE) 0.3 (0.08) 0.1 (0.09)
95% CI 1, 0.4 -0.1, 0.3
Difference from placebo [1]
LS Mean (SE) 0.1 (0.12)
95% CI -0.1, 0.4
p-value 0.2714

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.15 (-0.12,

0.43)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Follow-Up Week 4 Actual n 75 55
Mean (StdDev) 0.5 (0.98) 0.5 (0.81)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 3
Change from BL n 74 54
Mean (StdDev) 0.3 (0.97) 0.2 (0.74)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 1.0
Min, Max 1, 4 -1, 2
LS Mean (SE) 0.3 (0.09) 0 (0.11)
95% CI 1, 0.5 , 0.6
Difference from placebo [1]
LS Mean (SE) 0.0 (0.14)
95% CI -0.3, 0.3
p-value 0.9098

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.02 (-0.37,

0.33)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Follow-Up Week 8 Actual n 77 54
Mean (StdDev) 0.4 (0.83) 0.8 (1.05)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 4
Change from BL n 76 52
Mean (StdDev) 0.1 (0.91) 0.4 (1.23)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 1.0
Min, Max -2, 3 -2, 3
LS Mean (SE) 0.2 (0.10) 0.6 (0.12)
95% CI , 0.4 , 0.8
Difference from placebo [1]
LS Mean (SE) -0.4 (0.15)
95% CI -0.7, -0.1
p-value 0.0068

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.49 (-0.85, -0.13)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Follow-Up Week 12 Actual n 87 59
Mean (StdDev) 0.5 (0.89) 0.5 (0.88)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 4
Change from BL n 86 57
Mean (StdDev) 0.2 (0.90) 0.2 (1.00)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 1.0
Min, Max 2, 3 -2,
LS Mean (SE) 0.3 (0.09) 0 (0.11)
95% CI 1, 0.4 , 0.6
Difference from placebo [1]
LS Mean (SE) -0.1 (0.15)
95% CI -0.4, 0.2
p-value 0.4998

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.11 (-0.45, 0.22)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Follow-Up Week 24 Actual n 78 49
Mean (StdDev) 0.4 (0.78) 0.4 (0.64)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 3
Change from BL n 78 47
Mean (StdDev) 0.2 (0.83) 0.0 (0.90)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -2, 3 -2, 3
LS Mean (SE) 0.2 (0.09) 0.2 (0.11)
95% CI , 0.4 , 0.
Difference from placebo [1]
LS Mean (SE) 0.0 (0.14)
95% CI -0.3, 0.3
p-value 0.8226

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.04 (-0.40,

0.32)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo

Visit Change Statistic (N=228) (N=124)
Overall Change from BL LS Mean (SE) 0.2 (0.03) 0.1 (0.05)

95% CI 0.1, 0.2 0.0, 0.2

Difference from placebo [1]

LS Mean (SE) 0.0 (0.06)

95% CI -0.1, 0.2

p-value 0.4301

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2] 0.09 (-0.13,

0.31)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo

Visit Change Statistic (N=228) (N=124)
Baseline Actual n 226 122

Mean (StdDev) 0.4 (0.77) 0.4 (0.77)

Median 0.0 0.0

Q1l, 03 0.0, 0.0 0.0, 0.0

Min, Max 0, 4 0, 4
Cycle 3 Day 1 Actual n 197 109

Mean (StdDev) 0.4 (0.77) 0.4 (0.79)

Median 0.0 0.0

Q1l, 03 0.0, 1.0 0.0, 0.0

Min, Max 0, 4 0, 4

Change from BL n 196 107

Mean (StdDev) 0.1 (0.65) 0.0 (0.82)

Median 0.0 0.0

01, 03 0.0, 0.0 0.0, 0.0

Min, Max 2, 2 -2, 3

LS Mean (SE) 1 (0.05) 0.1 (0.07)

95% CI , 0.2 -0.1, 0.2

Difference from placebo [1]

LS Mean (SE) 0.0 (0.09)

95% CI -0.1, 0.2

p-value 0.6896

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.05 (-0.19,
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 5 Day 1 Actual n 164 98
Mean (StdDev) 0.4 (0.77) 0.5 (0.85)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 4
Change from BL n 163 97
Mean (StdDev) 0.1 (0.82) 0.2 (0.83)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -3, 3 -2, 3
LS Mean (SE) 0.1 (0.06) 0.2 (0.08)
95% CI 0.0, 0.2 , 0.3
Difference from placebo [1]
LS Mean (SE) -0.1 (0.10)
95% CI -0.2, 0.1
p-value 0.5741

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.07 (-0.32, 0.18)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 7 Day 1 Actual n 147 85
Mean (StdDev) 0.4 (0.68) 0.5 (0.84)
Median 0.0 0.0
Q1l, 03 0.0, 1.0 0.0, 1.0
Min, Max 0, 3 0, 3
Change from BL n l46 84
Mean (StdDev) 0.1 (0.78) 0.2 (0.75)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max -3, 3 -2, 3
LS Mean (SE) 0.2 (0.06) 0.2 (0.07)
95% CI , 0.3 , 0.3
Difference from placebo [1]
LS Mean (SE) 0.0 (0.09)
95% CI -0.2, 0.1
p-value 0.6673

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.06 (-0.33,

0.21)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 9 Day 1 Actual n 130 67
Mean (StdDev) 0.4 (0.67) 0.5 (0.80)
Median 0.0 0.0
Q1l, 03 0.0, 1.0 0.0, 1.0
Min, Max 0, 3 0, 3
Change from BL n 129 66
Mean (StdDev) 0.1 (0.74) 0.1 (0.88)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max -2, 3 -3, 3
LS Mean (SE) 0.1 (0.06) 0.2 (0.09)
95% CI , 0.2 , 0.4
Difference from placebo [1]
LS Mean (SE) -0.1 (0.11)
95% CI -0.3, 0.1
p-value 0.4840

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.11 (-0.40, 0.19)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 11 Day 1 Actual n 120 49
Mean (StdDev) 0.4 (0.75) 0.5 (0.74)
Median 0.0 0.0
Q1l, 03 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 3
Change from BL n 119 48
Mean (StdDev) 0.1 (0.78) 0.1 (0.76)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max -3, 3 -2, 2
LS Mean (SE) 0.1 (0.06) 0 (0.08)
95% CI , 0.2 , 0.4
Difference from placebo [1]
LS Mean (SE) -0.1 (0.10)
95% CI -0.3, 0.1
p-value 0.5724

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.09 (-0.43, 0.24)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 13 Day 1 Actual n 108 48
Mean (StdDev) 0.4 (0.82) 0.6 (0.92)
Median 0.0 0.0
Q1l, 03 0.0, 0.5 0.0, 1.0
Min, Max 0, 4 0, 3
Change from BL n 107 47
Mean (StdDev) 0.1 (0.87) 0.3 (0.93)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 1.0
Min, Max -3, 3 -2, 3
LS Mean (SE) 0.1 (0.06) 0.3 (0.10)
95% CI , 0.3 , 0.5
Difference from placebo [1]
LS Mean (SE) -0.2 (0.12)
95% CI -0.4, 0.1
p-value 0.1434

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.25 (-0.60, 0.09)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 15 Day 1 Actual n 97 38
Mean (StdDev) 0.3 (0.67) 0.4 (0.75)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 1.0
Min, Max 0, 4 0, 3
Change from BL n 96 38
Mean (StdDev) 0.0 (0.69) 0.1 (0.61)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max -3, 2 -2, 2
LS Mean (SE) 0.0 (0.05) 0.1 (0.08)
95% CI -0.1, 0.1 -0.1, 0.3
Difference from placebo [1]
LS Mean (SE) -0.1 (0.10)
95% CI -0.3, 0.1
p-value 0.5083

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.12 (-0.50, 0.25)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 18 Day 1 Actual n 82 32
Mean (StdDev) 0.4 (0.75) 0.6 (0.98)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 1.0
Min, Max 0, 3 0, 3
Change from BL n 82 32
Mean (StdDev) 0.1 (0.84) 0.2 (0.91)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 0.0
Min, Max -3, 3 -2, 3
LS Mean (SE) 0.1 (0.07) 0.3 (0.11)
95% CI , 0.3 , 0.5
Difference from placebo [1]
LS Mean (SE) -0.1 (0.13)
95% CI -0.4, 0.1
p-value 0.3263

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.20 (-0.61, 0.21)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 21 Day 1 Actual n 63 23
Mean (StdDev) 0.3 (0.60) 0.8 (1.20)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 2.0
Min, Max 0, 3 0, 3
Change from BL n 63 23
Mean (StdDev) -0.1 (0.8¢6) 0.3 (0.98)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 1.0
Min, Max -3, 3 -2,
LS Mean (SE) 0.0 (0.07) 0 (0.12)
95% CI -0.1, 0.2 , 0.6
Difference from placebo [1]
LS Mean (SE) -0.4 (0.14)
95% CI -0.7, -0.1
p-value 0.0056

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.67 (-1.15,
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 24 Day 1 Actual n 25 7
Mean (StdDev) 0.2 (0.52) 0.9 (1.21)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 2.0
Min, Max 0, 2 0, 3
Change from BL n 25 7
Mean (StdDev) 0.1 (0.33) 0.1 (0.69)
Median 0.0 0.0
Q1l, 03 0.0, 0.0 0.0, 1.0
Min, Max 0, 1 -1, 1
LS Mean (SE) 0.2 (0.07) 0.1 (0.12)
95% CI 0.0, 0.3 -0.1, 0.4
Difference from placebo [1]
LS Mean (SE) 0.0 (0.14)
95% CI -0.3, 0.3
p-value 0.9380

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

0.03 (-0.81,

0.87)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 27 Day 1 Actual n 13 4
Mean (StdDev) 0.0 (0.00) 1.5 (1.29)
Median 0.0 1.5
01, Q3 0.0, 0.0 0.5, 2.5
Min, Max 0, O 0, 3
Change from BL n 13 4
Mean (StdDev) -0.1 (0.28) 0.3 (0.96)
Median 0.0 0.5
01, Q3 0.0, 0.0 -0.5, 1.0
Min, Max -1, 0 -1, 1
LS Mean (SE)
95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 30 Day 1 Actual n 7 1
Mean (StdDev) 0.1 (0.38) 0.0 (NA)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 1 0, O
Change from BL n 7 1
Mean (StdDev) 0.1 (0.38) 0.0 (NA)
Median 0.0 0.0
01, Q3 0.0, 0.0 0.0, 0.0
Min, Max 0, 1 0, O

LS Mean (SE)

95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 33 Day 1 Actual n 5 0
Mean (StdDev) 0.0 (0.00)
Median 0.0
01, Q3 0.0, 0.0
Min, Max 0, 0
Change from BL n 5 0
Mean (StdDev) 0.0 (0.00)
Median 0.0
01, Q3 0.0, 0.0
Min, Max 0, 0O

Niraparib (Zejula)

LS Mean (SE)

95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Cycle 36 Day 1 Actual n 1 0
Mean (StdDev) 0.0 (NA)
Median 0.0
01, Q3 0.0, 0.0
Min, Max 0, 0
Change from BL n 1 0
Mean (StdDev) 0.0 (NA)
Median 0.0
01, Q3 0.0, 0.0
Min, Max 0, 0O
LS Mean (SE)
95% CI

Difference from placebo [1]

LS Mean (SE)

95% CI

p-value

Corrected Hedges g (95% CI) [2]
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
End of Treatment Actual n 124 88
Mean (StdDev) 0.6 (0.94) 0.7 (1.00)
Median 0.0 0.0
Q1l, 03 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 4
Change from BL n 124 87
Mean (StdDev) 0.2 (0.81) 0.4 (1.10)
Median 0.0 0.0
Q1l, 03 0.0, 1.0 0.0, 1.0
Min, Max -2, 3 -2,
LS Mean (SE) 0.2 (0.07) 0 (0.09)
95% CI , 0.4 , 0.6
Difference from placebo [1]
LS Mean (SE) -0.2 (0.11)
95% CI -0.4, 0.0
p-value 0.0728

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.25 (-0.53, 0.02)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Follow-Up Week 4 Actual n 74 55
Mean (StdDev) 0.6 (0.99) 0.6 (0.85)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 3
Change from BL n 74 54
Mean (StdDev) 0.4 (0.93) 0.4 (0.84)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max 2, 4 -1, 3
LS Mean (SE) 0.3 (0.09) 0.5 (0.11)
95% CI 1, 0.5 , 0.
Difference from placebo [1]
LS Mean (SE) -0.1 (0.14)
95% CI -0.4, 0.1
p-value 0.3311

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.17 (-0.53, 0.18)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Follow-Up Week 8 Actual n 77 54
Mean (StdDev) 0.6 (0.95) 0.7 (0.82)
Median 0.0 1.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max 0, 4 0, 3
Change from BL n 77 53
Mean (StdDev) 0.3 (0.75) 0.4 (0.80)
Median 0.0 0.0
01, Q3 0.0, 1.0 0.0, 1.0
Min, Max 1, 2 -2, 2
LS Mean (SE) 0.3 (0.08) 0 (0.10)
95% CI 1, 0.4 , 0.
Difference from placebo [1]
LS Mean (SE) -0.2 (0.12)
95% CI -0.5, 0.0
p-value 0.0852

Niraparib (Zejula)

Corrected Hedges g (95% CI) [2]

-0.31 (-0.66, 0.04)
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Dossier zur Nutzenbewertung — Modul 4 A Anhang 4-G

Stand: 23.11.2020

Actual/ Niraparib Placebo
Visit Change Statistic (N=228) (N=124)
Follow-Up Week 12 Actual n 88 58
Mean (StdDev) 0.6 (1.07) 0.4 (0.80)
Median 0.0 0.