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Anhang 4-G1: Rucklaufquoten des EORTC QLQ-C30, EORTC QLQ-CX24 und EQ-
5D VAS (KEYNOTE 826)

Im Folgenden werden erganzend zu Abschnitt4.3.1.3.1.2.2 die Rucklaufquoten des
EORTC QLQ-C30, die Riicklaufquoten des EORTC QLQ-CX24 und die Rucklaufquoten des
EQ-5D VAS dargestelit.

Alle Ergebnisse beziehen sich auf den zulassungsbegriindeten Datenschnitt (03.05.2021).

Anhang 4-G1.1: Rucklaufquoten des EORTC QLQ-C30

Tabelle 4G-1: Grunde fur das Fehlen von Werten im EORTC QLQ-C30

Study: KEYNOTE-8262 Pembrolizumab +| Chemotherapy
chemotherapy

NP = 256 NP = 264

Visit EORTC QLQ-C30 n (%) n (%)
Baseline Expected to Complete Questionnaires® 255 (99.6) 262 (99.2)
Completed 246 (96.1) 253 (95.8)
Compliance (% in those expected to complete questionnaires) 246 (96.5) 253 (96.6)

Not completed 9(3.5) 9(3.4)

Not completed due to site staff error 1(0.4) 2(0.8)

Subject refused for other reasons 1(0.4) 31y

Other 4 (1.6) 31y

With visit, no record 3(12) 1(0.4)

Missing by Design® 1(0.4) 2(0.8)

Translation not available in subjects language 1(0.4) 2(0.8)
Week 3 Expected to Complete Questionnaires® 241 (94.1) 250 (94.7)
Completed 235 (91.8) 238 (90.2)
Compliance (% in those expected to complete questionnaires) 235 (97.5) 238 (95.2)

Not completed 6 (2.3) 12 (4.5)

Not completed due to site staff error 3(12) 1(0.4)

Subject was physically unable to complete 0(0.0) 1(0.4)

Subject refused for other reasons 1(0.4) 1(0.4)

Other 2(0.8) 9(3.4)

Missing by Design® 15(5.9) 14 (5.3)

Visit not scheduled 15(5.9) 14 (5.3)
Week 6 Expected to Complete Questionnaires® 232 (90.6) 245 (92.8)
Completed 224 (87.5) 230 (87.1)
Compliance (% in those expected to complete questionnaires)® 224 (96.6) 230 (93.9)

Not completed 8(3.1) 15(5.7)

Not completed due to site staff error 2(0.8) 1(0.4)

Subject in hospital or hospice 1(0.4) 1(0.4)

Subject refused for other reasons 2(0.8) 2(0.8)

Other 1(0.4) 10 (3.8)

With visit, no record 2(0.8) 1(0.4)

Missing by Design® 24 (9.4) 19(7.2)

Discontinued due to adverse event 0(0.0) 1(0.4)

Discontinued due to clinical progression 1(0.4) 0 (0.0)

Discontinued due to excluded medication 1(0.4) 0(0.0)

Subject died 1(0.4) 1(0.4)

Visit not scheduled 21 (8.2) 17 (6.4)
Week 9 Expected to Complete Questionnaires® 226 (88.3) 232 (87.9)
Completed 213 (83.2) 222 (84.1)
Compliance (% in those expected to complete questionnaires)? 213 (94.2) 222 (95.7)
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Study: KEYNOTE-8262 Pembrolizumab + | Chemotherapy
chemotherapy
NP = 256 NP = 264
Visit EORTC QLQ-C30 n (%) n (%)
Not completed 13(5.1) 10 (3.8)
Subject did not complete due to disease under study 0 (0.0) 2(0.8)
Not completed due to site staff error 2(0.8) 3(1.1)
Subject refused for other reasons 1(0.4) 2(0.8)
Other 6 (2.3) 2(0.8)
With visit, no record 4 (1.6) 1(0.4)
Missing by Design® 30 (11.7) 32 (12.1)
Discontinued due to adverse event 3(1.2) 3(1.1)
Discontinued due to clinical progression 2(0.8) 2(0.8)
Discontinued due to excluded medication 1(0.4) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 1(0.4)
Discontinued due to progressive disease 1(0.4) 3(1)
Discontinued due to withdrawal by subject 0(0.0) 1(0.4)
Subject died 0 (0.0) 1(0.4)
Visit not scheduled 23(9.0) 21 (8.0)
Week 12 Expected to Complete Questionnaires® 207 (80.9) 217 (82.2)
Completed 200 (78.1) 206 (78.0)
Compliance (% in those expected to complete questionnaires) 200 (96.6) 206 (94.9)
Not completed 7(2.7) 11 (4.2)
Subject did not complete due to disease under study 0(0.0) 1(0.4)
Not completed due to site staff error 1(0.4) 3(1)
Subject refused for other reasons 0 (0.0) 1(0.4)
Other 4 (1.6) 3(1.1)
With visit, no record 2(0.8) 3(1y)
Missing by Design® 49 (19.1) 47 (17.8)
Discontinued due to adverse event 4 (1.6) 5(1.9)
Discontinued due to clinical progression 4 (1.6) 4 (1.5)
Discontinued due to excluded medication 1(0.4) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 1(0.4)
Discontinued due to progressive disease 3(1.2) 4 (1.5)
Discontinued due to withdrawal by subject 1(0.4) 2(0.8)
Subject died 1(0.4) 2(0.8)
Visit not scheduled 35(13.7) 29 (11.0)
Week 15 Expected to Complete Questionnaires® 204 (79.7) 204 (77.3)
Completed 192 (75.0) 192 (72.7)
Compliance (% in those expected to complete questionnaires)® 192 (94.1) 192 (94.1)
Not completed 12 (4.7) 12 (4.5)
Subject did not complete due to disease under study 2(0.8) 0 (0.0)
Not completed due to site staff error 1(0.4) 0(0.0)
Subject in hospital or hospice 1(0.4) 0(0.0)
Subject was physically unable to complete 0 (0.0) 1(0.4)
Subject did not complete due to side effects of treatment 1(0.4) 0(0.0)
Other 2(0.8) 6 (2.3)
With visit, no record 5(2.0) 5(1.9)
Missing by Design® 52 (20.3) 60 (22.7)
Discontinued due to adverse event 5(2.0) 5(1.9)
Discontinued due to clinical progression 4(1.6) 4(1.5)
Discontinued due to excluded medication 1(0.4) 0(0.0)
Discontinued due to physician decision 0(0.0) 1(0.4)
Discontinued due to progressive disease 5(2.0) 12 (4.5)
Discontinued due to withdrawal by subject 1(0.4) 3(1.1)
Subject died 1(0.4) 1(0.4)
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Study: KEYNOTE-8262 Pembrolizumab + | Chemotherapy
chemotherapy
NP = 256 NP = 264
Visit EORTC QLQ-C30 n (%) n (%)
Visit not scheduled 35(13.7) 34 (12.9)
Week 18 Expected to Complete Questionnaires® 205 (80.1) 195 (73.9)
Completed 194 (75.8) 172 (65.2)
Compliance (% in those expected to complete questionnaires) 194 (94.6) 172 (88.2)
Not completed 11 (4.3) 23(8.7)
Subject did not complete due to disease under study 0(0.0) 2(0.8)
Not completed due to site staff error 1(0.4) 1(0.4)
Subject in hospital or hospice 1(0.4) 0 (0.0)
Subject was physically unable to complete 0 (0.0) 1(0.4)
Subject did not complete due to side effects of treatment 0 (0.0) 1(0.4)
Subject refused for other reasons 2(0.8) 6 (2.3)
Other 5(2.0) 9(34)
With visit, no record 2(0.8) 3(1y)
Missing by Design® 51 (19.9) 69 (26.1)
Discontinued due to adverse event 6 (2.3) 8 (3.0)
Discontinued due to clinical progression 5(2.0) 5(1.9)
Discontinued due to excluded medication 1(0.4) 0(0.0)
Discontinued due to physician decision 0(0.0) 2(0.8)
Discontinued due to progressive disease 5(2.0) 14 (5.3)
Discontinued due to withdrawal by subject 1(0.4) 4(1.5)
Subject died 0(0.0) 2(0.8)
Visit not scheduled 33 (12.9) 34 (12.9)
Week 21 Expected to Complete Questionnaires® 202 (78.9) 197 (74.6)
Completed 188 (73.4) 173 (65.5)
Compliance (% in those expected to complete questionnaires) 188 (93.1) 173 (87.8)
Not completed 14 (5.5) 24 (9.1)
Subject did not complete due to disease under study 1(0.4) 0(0.0)
Not completed due to site staff error 1(0.4) 3(1)
Subject was physically unable to complete 0 (0.0) 1(0.4)
Subject refused for other reasons 4 (1.6) 10 (3.8)
Other 4(1.6) 8(3.0)
With visit, no record 4 (1.6) 2(0.8)
Missing by Design® 54 (21.1) 67 (25.4)
Discontinued due to adverse event 7(2.7) 9(3.4)
Discontinued due to clinical progression 5(2.0) 7.7
Discontinued due to excluded medication 1(0.4) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 3(1)
Discontinued due to progressive disease 10 (3.9) 25(9.5)
Discontinued due to withdrawal by subject 1(0.4) 4 (1.5)
Translation not available in subjects language 1(0.4) 0(0.0)
Subject died 0 (0.0) 1(0.4)
Visit not scheduled 29 (11.3) 18 (6.8)
Week 24 Expected to Complete Questionnaires® 198 (77.3) 178 (67.4)
Completed 186 (72.7) 164 (62.1)
Compliance (% in those expected to complete questionnaires) 186 (93.9) 164 (92.1)
Not completed 12 (4.7) 14 (5.3)
Not completed due to site staff error 3(1.2) 3(1.1)
Subject in hospital or hospice 0 (0.0) 1(0.4)
Subject was physically unable to complete 1(0.4) 0 (0.0)
Subject refused for other reasons 2(0.8) 2(0.8)
Other 2(0.8) 6 (2.3)
With visit, no record 4(1.6) 2(0.8)
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Dossier zur Nutzenbewertung — Modul 4A Stand: 18.07.2022
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Study: KEYNOTE-8262 Pembrolizumab + | Chemotherapy
chemotherapy
NP = 256 NP = 264
Visit EORTC QLQ-C30 n (%) n (%)
Missing by Design® 58 (22.7) 86 (32.6)
Discontinued due to adverse event 10 (3.9) 9(3.4)
Discontinued due to clinical progression 6 (2.3) 8 (3.0)
Discontinued due to excluded medication 1(0.4) 0(0.0)
Discontinued due to physician decision 0(0.0) 3(1.1)
Discontinued due to progressive disease 12 (4.7) 35(13.3)
Discontinued due to withdrawal by subject 1(0.4) 6 (2.3)
Translation not available in subjects language 1(0.4) 0 (0.0)
Subject died 1(0.4) 1(0.4)
Visit not scheduled 26 (10.2) 24 (9.1)
Week 27 Expected to Complete Questionnaires® 193 (75.4) 164 (62.1)
Completed 184 (71.9) 144 (54.5)
Compliance (% in those expected to complete questionnaires) 184 (95.3) 144 (87.8)
Not completed 9(3.5) 20 (7.6)
Subject did not complete due to disease under study 0(0.0) 1(0.4)
Not completed due to site staff error 1(0.4) 4 (1.5)
Subject in hospital or hospice 1(0.4) 0(0.0)
Subject was physically unable to complete 0(0.0) 2(0.8)
Subject did not complete due to side effects of treatment 0 (0.0) 1(0.4)
Subject refused for other reasons 2(0.8) 5(1.9)
Other 2(0.8) 6 (2.3)
With visit, no record 3(1.2) 1(0.4)
Missing by Design® 63 (24.6) 100 (37.9)
Discontinued due to adverse event 13(5.1) 10 (3.8)
Discontinued due to clinical progression 7.7 10 (3.8)
Discontinued due to excluded medication 1(0.4) 0(0.0)
Discontinued due to physician decision 0 (0.0) 31y
Discontinued due to progressive disease 19 (7.4) 38 (14.4)
Discontinued due to withdrawal by subject 1(0.4) 6 (2.3)
Translation not available in subjects language 1(0.4) 0(0.0)
Subject died 0 (0.0) 2(0.8)
Visit not scheduled 21(8.2) 31 (11.7)
Week 30 Expected to Complete Questionnaires® 191 (74.6) 160 (60.6)
Completed 180 (70.3) 145 (54.9)
Compliance (% in those expected to complete questionnaires)® 180 (94.2) 145 (90.6)
Not completed 11 (4.3) 15 (5.7)
Not completed due to site staff error 2(0.8) 1(0.4)
Subject was physically unable to complete 0(0.0) 2(0.8)
Subject lost to follow-up/unable to contact 0 (0.0) 1(0.4)
Subject refused for other reasons 1(0.4) 1(0.4)
Other 6(2.3) 9(34)
With visit, no record 2(0.8) 1(0.4)
Missing by Design® 65 (25.4) 104 (39.4)
Discontinued due to adverse event 15(5.9) 12 (4.5)
Discontinued due to clinical progression 7(2.7) 11 (4.2)
Discontinued due to excluded medication 1(0.4) 0 (0.0)
Discontinued due to physician decision 0(0.0) 3(1.1)
Discontinued due to progressive disease 23 (9.0) 57 (21.6)
Discontinued due to withdrawal by subject 2(0.8) 8 (3.0)
Translation not available in subjects language 1(0.4) 0(0.0)
Subject died 1(0.4) 0(0.0)
Visit not scheduled 15 (5.9) 13 (4.9)
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Dossier zur Nutzenbewertung — Modul 4A Stand: 18.07.2022

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

Study: KEYNOTE-8262 Pembrolizumab + | Chemotherapy
chemotherapy
NP = 256 NP = 264
Visit EORTC QLQ-C30 n (%) n (%)
Week 33 Expected to Complete Questionnaires® 179 (69.9) 141 (53.4)
Completed 164 (64.1) 120 (45.5)
Compliance (% in those expected to complete questionnaires) 164 (91.6) 120 (85.1)
Not completed 15(5.9) 21 (8.0)
Not completed due to site staff error 1(0.4) 2(0.8)
Subject in hospital or hospice 1(0.4) 0(0.0)
Subject refused for other reasons 1(0.4) 0(0.0)
Other 7(.7) 15 (5.7)
With visit, no record 5(2.0) 4 (1.5)
Missing by Design® 77 (30.1) 123 (46.6)
Discontinued due to adverse event 18 (7.0) 13(4.9)
Discontinued due to clinical progression 8 (3.1) 11 (4.2)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0(0.0)
Discontinued due to physician decision 0(0.0) 4(1.5)
Discontinued due to progressive disease 33(12.9) 62 (23.5)
Discontinued due to withdrawal by subject 3(1.2) 9(3.4)
Translation not available in subjects language 1(0.4) 1(0.4)
Subject died 1(0.4) 2(0.8)
Visit not scheduled 10 (3.9) 20 (7.6)
Week 36 Expected to Complete Questionnaires® 167 (65.2) 133 (50.4)
Completed 155 (60.5) 115 (43.6)
Compliance (% in those expected to complete questionnaires) 155 (92.8) 115 (86.5)
Not completed 12 (4.7) 18 (6.8)
Subject did not complete due to disease under study 0(0.0) 1(0.4)
Not completed due to site staff error 2(0.8) 6 (2.3)
Subject refused for other reasons 1(0.4) 2(0.8)
Other 72.7) 8 (3.0)
With visit, no record 2(0.8) 1(0.4)
Missing by Design® 89 (34.8) 131 (49.6)
Discontinued due to adverse event 20 (7.8) 13(4.9)
Discontinued due to clinical progression 8(3.1) 13(4.9)
Discontinued due to complete response 1(0.4) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0(0.0)
Discontinued due to physician decision 0 (0.0) 4 (1.5)
Discontinued due to progressive disease 42 (16.4) 75 (28.4)
Discontinued due to withdrawal by subject 3(12) 9(3.4)
Translation not available in subjects language 1(0.4) 0(0.0)
Visit not scheduled 13(5.1) 16 (6.1)
Week 39 Expected to Complete Questionnaires® 158 (61.7) 131 (49.6)
Completed 150 (58.6) 118 (44.7)
Compliance (% in those expected to complete questionnaires)® 150 (94.9) 118 (90.1)
Not completed 8(3.1) 13 (4.9)
Not completed due to site staff error 2(0.8) 5(1.9)
Subject refused for other reasons 0 (0.0) 1(0.4)
Other 5(2.0) 7(2.7)
With visit, no record 1(0.4) 0(0.0)
Missing by Design® 98 (38.3) 133 (50.4)
Discontinued due to adverse event 21 (8.2) 14 (5.3)
Discontinued due to clinical progression 8(3.1) 14 (5.3)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0(0.0)
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Dossier zur Nutzenbewertung — Modul 4A Stand: 18.07.2022
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Study: KEYNOTE-8262 Pembrolizumab + | Chemotherapy
chemotherapy
NP = 256 NP = 264
Visit EORTC QLQ-C30 n (%) n (%)
Discontinued due to physician decision 1(0.4) 4 (1.5)
Discontinued due to progressive disease 49 (19.1) 82 (31.1)
Discontinued due to withdrawal by subject 3(1.2) 10 (3.8)
Translation not available in subjects language 1(0.4) 0(0.0)
Visit not scheduled 12 (4.7) 8(3.0)
Week 45 Expected to Complete Questionnaires® 150 (58.6) 119 (45.1)
Completed 130 (50.8) 103 (39.0)
Compliance (% in those expected to complete questionnaires) 130 (86.7) 103 (86.6)
Not completed 20 (7.8) 16 (6.1)
Subject did not complete due to disease under study 1(0.4) 1(0.4)
Not completed due to site staff error 3(1.2) 4 (1.5)
Subject in hospital or hospice 0 (0.0) 1(0.4)
Subject did not complete due to side effects of treatment 1(0.4) 0(0.0)
Subject refused for other reasons 2(0.8) 3(1y)
Other 5(2.0) 4(1.5)
With visit, no record 8(3.1) 3(1y)
Missing by Design® 106 (41.4) 145 (54.9)
Discontinued due to adverse event 21 (8.2) 15(5.7)
Discontinued due to clinical progression 8(3.1) 14 (5.3)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0(0.0)
Discontinued due to physician decision 1(0.4) 4 (1.5)
Discontinued due to progressive disease 62 (24.2) 95 (36.0)
Discontinued due to withdrawal by subject 4 (1.6) 11 (4.2)
Translation not available in subjects language 1(0.4) 0(0.0)
Visit not scheduled 6 (2.3) 5(1.9)
Week 51 Expected to Complete Questionnaires® 137 (53.5) 103 (39.0)
Completed 116 (45.3) 88 (33.3)
Compliance (% in those expected to complete questionnaires) 116 (84.7) 88 (85.4)
Not completed 21 (8.2) 15(5.7)
Subject did not complete due to disease under study 0(0.0) 1(0.4)
Not completed due to site staff error 6 (2.3) 1(0.4)
Subject refused for other reasons 2(0.8) 2(0.8)
Other 8(3.1) 3(1)
With visit, no record 5(2.0) 8 (3.0)
Missing by Design® 119 (46.5) 161 (61.0)
Discontinued due to adverse event 24 (9.4) 16 (6.1)
Discontinued due to clinical progression 8 (3.1) 16 (6.1)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0 (0.0)
Discontinued due to physician decision 1(0.4) 4 (1.5)
Discontinued due to progressive disease 73 (28.5) 110 (41.7)
Discontinued due to withdrawal by subject 5(2.0) 11 (4.2)
Translation not available in subjects language 1(0.4) 0(0.0)
Subject died 2(0.8) 0(0.0)
Visit not scheduled 2(0.8) 3(1.1)
Week 57 Expected to Complete Questionnaires® 125 (48.8) 91 (34.5)
Completed 111 (43.4) 79 (29.9)
Compliance (% in those expected to complete questionnaires) 111 (88.8) 79 (86.8)
Not completed 14 (5.5) 12 (4.5)
Subject did not complete due to disease under study 0(0.0) 2(0.8)
Not completed due to site staff error 1(0.4) 2(0.8)
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Dossier zur Nutzenbewertung — Modul 4A Stand: 18.07.2022

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

Study: KEYNOTE-8262 Pembrolizumab + | Chemotherapy
chemotherapy
NP = 256 NP = 264
Visit EORTC QLQ-C30 n (%) n (%)
Subject refused for other reasons 0(0.0) 1(0.4)
Other 7(2.7) 3(11)
With visit, no record 6 (2.3) 4 (1.5)
Missing by Design® 131 (51.2) 173 (65.5)
Discontinued due to adverse event 26 (10.2) 17 (6.4)
Discontinued due to clinical progression 9(3.5) 17 (6.4)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0 (0.0)
Discontinued due to physician decision 2(0.8) 4 (1.5)
Discontinued due to progressive disease 78 (30.5) 119 (45.1)
Discontinued due to withdrawal by subject 6 (2.3) 11 (4.2)
Translation not available in subjects language 1(0.4) 0(0.0)
Visit not scheduled 6 (2.3) 4 (1.5)
Week 63 Expected to Complete Questionnaires® 118 (46.1) 77 (29.2)
Completed 103 (40.2) 66 (25.0)
Compliance (% in those expected to complete questionnaires) 103 (87.3) 66 (85.7)
Not completed 15(5.9) 11 (4.2)
Not completed due to site staff error 3(12) 2(0.8)
Subject refused for other reasons 1(0.4) 1(0.4)
Other 4(1.6) 0(0.0)
With visit, no record 7.7 8 (3.0)
Missing by Design® 138 (53.9) 187 (70.8)
Discontinued due to adverse event 27 (10.5) 17 (6.4)
Discontinued due to clinical progression 9(3.5) 18 (6.8)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0(0.0)
Discontinued due to physician decision 2(0.8) 4 (1.5)
Discontinued due to progressive disease 84 (32.8) 130 (49.2)
Discontinued due to withdrawal by subject 7(2.7) 12 (4.5)
Translation not available in subjects language 1(0.4) 0(0.0)
Visit not scheduled 5(2.0) 5(1.9)
Week 69 Expected to Complete Questionnaires® 114 (44.5) 71 (26.9)
Completed 104 (40.6) 61 (23.1)
Compliance (% in those expected to complete questionnaires) 104 (91.2) 61 (85.9)
Not completed 10 (3.9) 10 (3.8)
Not completed due to site staff error 3(12) 1(0.4)
Subject in hospital or hospice 0 (0.0) 1(0.4)
Subject was physically unable to complete 0(0.0) 1(0.4)
Subject refused for other reasons 0 (0.0) 2(0.8)
Other 2(0.8) 1(0.4)
With visit, no record 5(2.0) 4 (1.5)
Missing by Design® 142 (55.5) 193 (73.1)
Discontinued due to adverse event 27 (10.5) 17 (6.4)
Discontinued due to clinical progression 9(3.5) 18 (6.8)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0 (0.0)
Discontinued due to physician decision 2(0.8) 4(1.5)
Discontinued due to progressive disease 89 (34.8) 136 (51.5)
Discontinued due to withdrawal by subject 7(2.7) 12 (4.5)
Translation not available in subjects language 1(0.4) 0(0.0)
Subject died 0(0.0) 1(0.4)
Visit not reached 1(0.4) 0(0.0)
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Dossier zur Nutzenbewertung — Modul 4A Stand: 18.07.2022

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

Study: KEYNOTE-8262 Pembrolizumab + | Chemotherapy
chemotherapy
NP = 256 NP = 264
Visit EORTC QLQ-C30 n (%) n (%)
Visit not scheduled 3(12) 4 (1.5)
Week 75 Expected to Complete Questionnaires® 100 (39.1) 63 (23.9)
Completed 85 (33.2) 53 (20.1)
Compliance (% in those expected to complete questionnaires) 85 (85.0) 53 (84.1)
Not completed 15(5.9) 10 (3.8)
Not completed due to site staff error 4(1.6) 0 (0.0)
Subject in hospital or hospice 1(0.4) 0(0.0)
Subject refused for other reasons 0(0.0) 2(0.8)
Other 1(0.4) 1(0.4)
With visit, no record 9(3.5) 7(2.7)
Missing by Design® 156 (60.9) 201 (76.1)
Discontinued due to adverse event 28 (10.9) 18 (6.8)
Discontinued due to clinical progression 9(3.5) 18 (6.8)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0(0.0)
Discontinued due to physician decision 3(12) 4 (1.5)
Discontinued due to progressive disease 91 (35.5) 142 (53.8)
Discontinued due to withdrawal by subject 7(2.7) 14 (5.3)
Translation not available in subjects language 2(0.8) 0(0.0)
Visit not reached 11 (4.3) 3(1y)
Visit not scheduled 2(0.8) 1(0.4)
Week 81 Expected to Complete Questionnaires® 91 (35.5) 49 (18.6)
Completed 78 (30.5) 42 (15.9)
Compliance (% in those expected to complete questionnaires) 78 (85.7) 42 (85.7)
Not completed 13(5.1) 7(2.7)
Not completed due to site staff error 1(0.4) 0(0.0)
Subject refused for other reasons 1(0.4) 2(0.8)
Other 1(0.4) 1(0.4)
With visit, no record 10 (3.9) 4 (1.5)
Missing by Design® 165 (64.5) 215 (81.4)
Discontinued due to adverse event 27 (10.5) 18 (6.8)
Discontinued due to clinical progression 9(3.5) 18 (6.8)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0(0.0)
Discontinued due to physician decision 3(1.2) 4 (1.5)
Discontinued due to progressive disease 92 (35.9) 145 (54.9)
Discontinued due to withdrawal by subject 7(2.7) 17 (6.4)
Translation not available in subjects language 1(0.4) 0 (0.0)
Subject died 1(0.4) 0(0.0)
Visit not reached 21 (8.2) 12 (4.5)
Visit not scheduled 1(0.4) 0(0.0)
Week 87 Expected to Complete Questionnaires® 72 (28.1) 38 (14.4)
Completed 63 (24.6) 29 (11.0)
Compliance (% in those expected to complete questionnaires) 63 (87.5) 29 (76.3)
Not completed 9 (3.5) 9(34)
Subject did not complete due to disease under study 1(0.4) 0(0.0)
Not completed due to site staff error 1(0.4) 2(0.8)
Subject refused for other reasons 0 (0.0) 1(0.4)
Other 1(0.4) 0(0.0)
With visit, no record 6 (2.3) 6 (2.3)
Missing by Design® 184 (71.9) 226 (85.6)
Discontinued due to adverse event 28 (10.9) 18 (6.8)
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Dossier zur Nutzenbewertung — Modul 4A

Stand: 18.07.2022

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

Study: KEYNOTE-8262 Pembrolizumab + | Chemotherapy
chemotherapy
NP = 256 NP = 264
Visit EORTC QLQ-C30 n (%) n (%)
Discontinued due to clinical progression 10 (3.9) 19 (7.2)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0 (0.0)
Discontinued due to physician decision 3(1.2) 4 (1.5)
Discontinued due to progressive disease 95 (37.1) 149 (56.4)
Discontinued due to withdrawal by subject 7(2.7) 17 (6.4)
Translation not available in subjects language 1(0.4) 0(0.0)
Visit not reached 37 (14.5) 18 (6.8)
Week 93 Expected to Complete Questionnaires® 55 (21.5) 26 (9.8)
Completed 43 (16.8) 17 (6.4)
Compliance (% in those expected to complete questionnaires) 43 (78.2) 17 (65.4)
Not completed 12 (4.7) 9(3.4)
Not completed due to site staff error 1(0.4) 0(0.0)
Subject refused for other reasons 0 (0.0) 1(0.4)
Other 1(0.4) 0(0.0)
With visit, no record 10 (3.9) 8 (3.0)
Missing by Design® 201 (78.5) 238 (90.2)
Discontinued due to adverse event 28 (10.9) 18 (6.8)
Discontinued due to clinical progression 10 (3.9) 19(7.2)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0 (0.0)
Discontinued due to physician decision 3(1.2) 4 (1.5)
Discontinued due to progressive disease 98 (38.3) 151 (57.2)
Discontinued due to withdrawal by subject 7(2.7) 17 (6.4)
Visit not reached 52 (20.3) 27 (10.2)
Visit not scheduled 0(0.0) 1(0.4)
Week 99 Expected to Complete Questionnaires® 40 (15.6) 16 (6.1)
Completed 32 (12.5) 10 (3.8)
Compliance (% in those expected to complete questionnaires) 32(80.0) 10 (62.5)
Not completed 8(3.1) 6 (2.3)
Not completed due to site staff error 0 (0.0) 2(0.8)
Other 2(0.8) 0(0.0)
With visit, no record 6(2.3) 4 (1.5)
Missing by Design® 216 (84.4) 248 (93.9)
Discontinued due to adverse event 28 (10.9) 18 (6.8)
Discontinued due to clinical progression 10 (3.9) 19 (7.2)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0 (0.0)
Discontinued due to physician decision 3(1.2) 4 (1.5)
Discontinued due to progressive disease 99 (38.7) 151 (57.2)
Discontinued due to withdrawal by subject 7(2.7) 17 (6.4)
Visit not reached 65 (25.4) 37 (14.0)
Visit not scheduled 1(0.4) 1(0.4)
a: Database Cutoff Date: 03MAY 2021
b: Number of participants: all-comer full analysis set with CPS >1
¢: Expected to complete questionnaire includes all participants who do not have missing data due to a missing by design reason
d: Compliance is the proportion of participants who completed the PRO questionnaire among those who are expected to complete the questionnaire
at this time point, excluding those missing by design. All the other categories are defined as the proportion of participants in the analysis|
population (N)
e: Missing by design includes: adverse event, death, discontinuation, translations not available, and no visit scheduled
CPS: Combined Positive Score; EORTC QLQ-C30: European Organization for Research and Treatment of Cancer Quality of Life Questionnaire]
- Core 30 items
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Dossier zur Nutzenbewertung — Modul 4A

Stand: 18.07.2022

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

Anhang 4-G1.2: Rucklaufquoten des EORTC QLQ-CX24

Tabelle 4G-2: Griunde fur das Fehlen von Werten im EORTC QLQ-CX24

Study: KEYNOTE-8262 Pembrolizumab +| Chemotherapy
chemotherapy
NP = 256 NP = 264
Visit EORTC QLQ-CX24 n (%) n (%)
Baseline Expected to Complete Questionnaires® 255 (99.6) 262 (99.2)
Completed 244 (95.3) 251 (95.1)
Compliance (% in those expected to complete questionnaires) 244 (95.7) 251 (95.8)
Not completed 11 (4.3) 11 (4.2)
Subject did not complete due to disease under study 0(0.0) 1(0.4)
Not completed due to site staff error 1(0.4) 2(0.8)
Subject refused for other reasons 2(0.8) 4 (1.5)
Other 5(2.0) 3(11)
With visit, no record 3(12) 1(0.4)
Missing by Design® 1(0.4) 2(0.8)
Translation not available in subjects language 1(0.4) 2(0.8)
Week 3 Expected to Complete Questionnaires® 241 (94.1) 250 (94.7)
Completed 235 (91.8) 234 (88.6)
Compliance (% in those expected to complete questionnaires) 235 (97.5) 234 (93.6)
Not completed 6 (2.3) 16 (6.1)
Not completed due to site staff error 3(1.2) 31y
Subject was physically unable to complete 0(0.0) 1(0.4)
Subject refused for other reasons 1(0.4) 2(0.8)
Other 2(0.8) 10 (3.8)
Missing by Design® 15 (5.9) 14 (5.3)
Visit not scheduled 15 (5.9) 14 (5.3)
Week 6 Expected to Complete Questionnaires® 232 (90.6) 245 (92.8)
Completed 223 (87.1) 228 (86.4)
Compliance (% in those expected to complete questionnaires) 223 (96.1) 228 (93.1)
Not completed 9 (3.5) 17 (6.4)
Not completed due to site staff error 3(12) 1(0.4)
Subject in hospital or hospice 1(0.4) 1(0.4)
Subject refused for other reasons 2(0.8) 3(1y)
Other 2(0.8) 11 (4.2)
With visit, no record 1(0.4) 1(0.4)
Missing by Design® 24 (9.4) 19(7.2)
Discontinued due to adverse event 0(0.0) 1(0.4)
Discontinued due to clinical progression 1(0.4) 0(0.0)
Discontinued due to excluded medication 1(0.4) 0(0.0)
Subject died 1(0.4) 1(0.4)
Visit not scheduled 21 (8.2) 17 (6.4)
Week 9 Expected to Complete Questionnaires® 226 (88.3) 232 (87.9)
Completed 210 (82.0) 222 (84.1)
Compliance (% in those expected to complete questionnaires) 210 (92.9) 222 (95.7)
Not completed 16 (6.3) 10 (3.8)
Subject did not complete due to disease under study 0(0.0) 2(0.8)
Not completed due to site staff error 2(0.8) 3(1y)
Subject refused for other reasons 3(1.2) 2(0.8)
Other 7(2.7) 2(0.8)
With visit, no record 4 (1.6) 1(0.4)
Missing by Design® 30 (11.7) 32 (12.1)

Pembrolizumab (KEYTRUDA®)

Seite 17 von 75




Dossier zur Nutzenbewertung — Modul 4A

Stand: 18.07.2022

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

Study: KEYNOTE-8262 Pembrolizumab + | Chemotherapy
chemotherapy
NP = 256 NP = 264
Visit EORTC QLQ-CX24 n (%) n (%)
Discontinued due to adverse event 3(1.2) 3(1.1)
Discontinued due to clinical progression 2(0.8) 2(0.8)
Discontinued due to excluded medication 1(0.4) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 1(0.4)
Discontinued due to progressive disease 1(0.4) 3(1.1)
Discontinued due to withdrawal by subject 0 (0.0) 1(0.4)
Subject died 0 (0.0) 1(0.4)
Visit not scheduled 23(9.0) 21 (8.0)
Week 12 Expected to Complete Questionnaires® 207 (80.9) 217 (82.2)
Completed 200 (78.1) 204 (77.3)
Compliance (% in those expected to complete questionnaires) 200 (96.6) 204 (94.0)
Not completed 7(2.7) 13(4.9)
Subject did not complete due to disease under study 0(0.0) 1(0.4)
Not completed due to site staff error 1(0.4) 3(1y)
Subject refused for other reasons 0 (0.0) 1(0.4)
Other 4 (1.6) 4 (15)
With visit, no record 2(0.8) 4 (1.5)
Missing by Design® 49 (19.1) 47 (17.8)
Discontinued due to adverse event 4 (1.6) 5(1.9)
Discontinued due to clinical progression 4(1.6) 4(1.5)
Discontinued due to excluded medication 1(0.4) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 1(0.4)
Discontinued due to progressive disease 3(1.2) 4(1.5)
Discontinued due to withdrawal by subject 1(0.4) 2(0.8)
Subject died 1(0.4) 2(0.8)
Visit not scheduled 35(13.7) 29 (11.0)
Week 15 Expected to Complete Questionnaires® 204 (79.7) 203 (76.9)
Completed 191 (74.6) 190 (72.0)
Compliance (% in those expected to complete questionnaires) 191 (93.6) 190 (93.6)
Not completed 13(5.1) 13 (4.9)
Subject did not complete due to disease under study 2(0.8) 0(0.0)
Not completed due to site staff error 1(0.4) 0(0.0)
Subject in hospital or hospice 1(0.4) 0(0.0)
Subject was physically unable to complete 0 (0.0) 1(0.4)
Subject did not complete due to side effects of treatment 1(0.4) 0(0.0)
Subject refused for other reasons 1(0.4) 0(0.0)
Other 2(0.8) 7(2.7)
With visit, no record 5(2.0) 5(1.9)
Missing by Design® 52 (20.3) 61 (23.1)
Discontinued due to adverse event 5(2.0) 5(1.9)
Discontinued due to clinical progression 4 (1.6) 4 (1.5)
Discontinued due to excluded medication 1(0.4) 0(0.0)
Discontinued due to physician decision 0(0.0) 1(0.4)
Discontinued due to progressive disease 5(2.0) 12 (4.5)
Discontinued due to withdrawal by subject 1(0.4) 3(1.1)
Subject died 1(0.4) 1(0.4)
Visit not scheduled 35(13.7) 35(13.3)
Week 18 Expected to Complete Questionnaires® 205 (80.1) 195 (73.9)
Completed 194 (75.8) 172 (65.2)
Compliance (% in those expected to complete questionnaires)? 194 (94.6) 172 (88.2)
Not completed 11 (4.3) 23 (8.7)
Subject did not complete due to disease under study 0(0.0) 2(0.8)
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Dossier zur Nutzenbewertung — Modul 4A

Stand: 18.07.2022

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

Study: KEYNOTE-8262 Pembrolizumab + | Chemotherapy
chemotherapy
NP = 256 NP = 264
Visit EORTC QLQ-CX24 n (%) n (%)
Not completed due to site staff error 1(0.4) 1(0.4)
Subject in hospital or hospice 1(0.4) 0(0.0)
Subject was physically unable to complete 0(0.0) 1(0.4)
Subject did not complete due to side effects of treatment 0 (0.0) 1(0.4)
Subject refused for other reasons 2(0.8) 6 (2.3)
Other 5(2.0) 9(34)
With visit, no record 2(0.8) 3(1)
Missing by Design® 51 (19.9) 69 (26.1)
Discontinued due to adverse event 6 (2.3) 8(3.0)
Discontinued due to clinical progression 5(2.0) 5(1.9)
Discontinued due to excluded medication 1(0.4) 0(0.0)
Discontinued due to physician decision 0 (0.0) 2(0.8)
Discontinued due to progressive disease 5(2.0) 14 (5.3)
Discontinued due to withdrawal by subject 1(0.4) 4 (1.5)
Subject died 0(0.0) 2(0.8)
Visit not scheduled 33 (12.9) 34 (12.9)
Week 21 Expected to Complete Questionnaires® 202 (78.9) 197 (74.6)
Completed 187 (73.0) 171 (64.8)
Compliance (% in those expected to complete questionnaires) 187 (92.6) 171 (86.8)
Not completed 15 (5.9) 26 (9.8)
Subject did not complete due to disease under study 1(0.4) 0 (0.0)
Not completed due to site staff error 1(0.4) 31y
Subject was physically unable to complete 0(0.0) 1(0.4)
Subject refused for other reasons 4 (1.6) 12 (4.5)
Other 5(2.0) 8 (3.0)
With visit, no record 4 (1.6) 2(0.8)
Missing by Design® 54 (21.1) 67 (25.4)
Discontinued due to adverse event 7.7 9(34)
Discontinued due to clinical progression 5(2.0) 7(2.7)
Discontinued due to excluded medication 1(0.4) 0(0.0)
Discontinued due to physician decision 0 (0.0) 3(1)
Discontinued due to progressive disease 10 (3.9) 25(9.5)
Discontinued due to withdrawal by subject 1(0.4) 4 (1.5)
Translation not available in subjects language 1(0.4) 0(0.0)
Subject died 0(0.0) 1(0.4)
Visit not scheduled 29 (11.3) 18 (6.8)
Week 24 Expected to Complete Questionnaires® 198 (77.3) 178 (67.4)
Completed 186 (72.7) 164 (62.1)
Compliance (% in those expected to complete questionnaires) 186 (93.9) 164 (92.1)
Not completed 12 (4.7) 14 (5.3)
Not completed due to site staff error 3(1.2) 3(1)
Subject in hospital or hospice 0 (0.0) 1(0.4)
Subject was physically unable to complete 1(0.4) 0(0.0)
Subject refused for other reasons 2(0.8) 2(0.8)
Other 2(0.8) 6 (2.3)
With visit, no record 4(1.6) 2(0.8)
Missing by Design® 58 (22.7) 86 (32.6)
Discontinued due to adverse event 10 (3.9) 9(3.4)
Discontinued due to clinical progression 6 (2.3) 8 (3.0)
Discontinued due to excluded medication 1(0.4) 0(0.0)
Discontinued due to physician decision 0(0.0) 3(1.1)
Discontinued due to progressive disease 12 (4.7) 35(13.3)
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Dossier zur Nutzenbewertung — Modul 4A

Stand: 18.07.2022

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

Study: KEYNOTE-8262 Pembrolizumab + | Chemotherapy
chemotherapy
NP = 256 NP = 264
Visit EORTC QLQ-CX24 n (%) n (%)
Discontinued due to withdrawal by subject 1(0.4) 6 (2.3)
Translation not available in subjects language 1(0.4) 0(0.0)
Subject died 1(0.4) 1(0.4)
Visit not scheduled 26 (10.2) 24 (9.1)
Week 27 Expected to Complete Questionnaires® 193 (75.4) 164 (62.1)
Completed 182 (71.1) 144 (54.5)
Compliance (% in those expected to complete questionnaires) 182 (94.3) 144 (87.8)
Not completed 11 (4.3) 20 (7.6)
Subject did not complete due to disease under study 0 (0.0) 1(0.4)
Not completed due to site staff error 1(0.4) 4 (1.5)
Subject in hospital or hospice 1(0.4) 0 (0.0)
Subject was physically unable to complete 0 (0.0) 2(0.8)
Subject did not complete due to side effects of treatment 0 (0.0) 1(0.4)
Subject refused for other reasons 3(1L.2) 5(1.9)
Other 2(0.8) 6 (2.3)
With visit, no record 4 (1.6) 1(0.4)
Missing by Design® 63 (24.6) 100 (37.9)
Discontinued due to adverse event 13(5.1) 10 (3.8)
Discontinued due to clinical progression 7(2.7) 10 (3.8)
Discontinued due to excluded medication 1(0.4) 0 (0.0)
Discontinued due to physician decision 0(0.0) 3(1.1)
Discontinued due to progressive disease 19(7.4) 38 (14.4)
Discontinued due to withdrawal by subject 1(0.4) 6 (2.3)
Translation not available in subjects language 1(0.4) 0(0.0)
Subject died 0(0.0) 2(0.8)
Visit not scheduled 21 (8.2) 31(11.7)
Week 30 Expected to Complete Questionnaires® 191 (74.6) 160 (60.6)
Completed 180 (70.3) 145 (54.9)
Compliance (% in those expected to complete questionnaires) 180 (94.2) 145 (90.6)
Not completed 11 (4.3) 15 (5.7)
Not completed due to site staff error 2(0.8) 1(0.4)
Subject was physically unable to complete 0 (0.0) 2(0.8)
Subject lost to follow-up/unable to contact 0 (0.0) 1(0.4)
Subject refused for other reasons 1(0.4) 1(0.4)
Other 6 (2.3) 8(3.0)
With visit, no record 2(0.8) 2(0.8)
Missing by Design® 65 (25.4) 104 (39.4)
Discontinued due to adverse event 15 (5.9) 12 (4.5)
Discontinued due to clinical progression 7(2.7) 11 (4.2)
Discontinued due to excluded medication 1(0.4) 0(0.0)
Discontinued due to physician decision 0 (0.0) 3(1)
Discontinued due to progressive disease 23(9.0) 57 (21.6)
Discontinued due to withdrawal by subject 2(0.8) 8 (3.0)
Translation not available in subjects language 1(0.4) 0(0.0)
Subject died 1(0.4) 0(0.0)
Visit not scheduled 15 (5.9) 13 (4.9)
Week 33 Expected to Complete Questionnaires® 179 (69.9) 141 (53.4)
Completed 164 (64.1) 120 (45.5)
Compliance (% in those expected to complete questionnaires) 164 (91.6) 120 (85.1)
Not completed 15 (5.9) 21 (8.0)
Not completed due to site staff error 1(0.4) 2(0.8)
Subject in hospital or hospice 1(0.4) 0 (0.0)
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Dossier zur Nutzenbewertung — Modul 4A Stand: 18.07.2022

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

Study: KEYNOTE-8262 Pembrolizumab + | Chemotherapy
chemotherapy
NP = 256 NP = 264
Visit EORTC QLQ-CX24 n (%) n (%)
Subject refused for other reasons 1(0.4) 0 (0.0)
Other 7(2.7) 14 (5.3)
With visit, no record 5(2.0) 5(1.9)
Missing by Design® 77 (30.1) 123 (46.6)
Discontinued due to adverse event 18 (7.0) 13 (4.9)
Discontinued due to clinical progression 8(3.1) 11 (4.2)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 4 (1.5)
Discontinued due to progressive disease 33 (12.9) 62 (23.5)
Discontinued due to withdrawal by subject 3(12) 9(3.4)
Translation not available in subjects language 1(0.4) 1(0.4)
Subject died 1(0.4) 2(0.8)
Visit not scheduled 10 (3.9) 20 (7.6)
Week 36 Expected to Complete Questionnaires® 167 (65.2) 133 (50.4)
Completed 153 (59.8) 115 (43.6)
Compliance (% in those expected to complete questionnaires) 153 (91.6) 115 (86.5)
Not completed 14 (5.5) 18 (6.8)
Subject did not complete due to disease under study 0 (0.0) 1(0.4)
Not completed due to site staff error 2(0.8) 6 (2.3)
Subject refused for other reasons 1(0.4) 2(0.8)
Other 9(3.5) 8 (3.0)
With visit, no record 2(0.8) 1(0.4)
Missing by Design® 89 (34.8) 131 (49.6)
Discontinued due to adverse event 20 (7.8) 13 (4.9)
Discontinued due to clinical progression 8(3.1) 13(4.9)
Discontinued due to complete response 1(0.4) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 4 (1.5)
Discontinued due to progressive disease 42 (16.4) 75 (28.4)
Discontinued due to withdrawal by subject 3(1.2) 9(3.4)
Translation not available in subjects language 1(0.4) 0(0.0)
Visit not scheduled 13(5.1) 16 (6.1)
Week 39 Expected to Complete Questionnaires® 158 (61.7) 131 (49.6)
Completed 150 (58.6) 118 (44.7)
Compliance (% in those expected to complete questionnaires)® 150 (94.9) 118 (90.1)
Not completed 8(3.1) 13(4.9)
Not completed due to site staff error 2(0.8) 5(1.9)
Subject refused for other reasons 0 (0.0) 1(0.4)
Other 5 (2.0) 72.7)
With visit, no record 1(0.4) 0(0.0)
Missing by Design® 98 (38.3) 133 (50.4)
Discontinued due to adverse event 21 (8.2) 14 (5.3)
Discontinued due to clinical progression 8(3.1) 14 (5.3)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0 (0.0)
Discontinued due to physician decision 1(0.4) 4(1.5)
Discontinued due to progressive disease 49 (19.1) 82 (31.1)
Discontinued due to withdrawal by subject 3(1.2) 10 (3.8)
Translation not available in subjects language 1(0.4) 0(0.0)
Visit not scheduled 12 (4.7) 8 (3.0)
Week 45 Expected to Complete Questionnaires® 150 (58.6) 119 (45.1)
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Dossier zur Nutzenbewertung — Modul 4A Stand: 18.07.2022

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

Study: KEYNOTE-8262 Pembrolizumab + | Chemotherapy
chemotherapy
NP = 256 NP = 264
Visit EORTC QLQ-CX24 n (%) n (%)
Completed 129 (50.4) 102 (38.6)
Compliance (% in those expected to complete questionnaires) 129 (86.0) 102 (85.7)
Not completed 21 (8.2) 17 (6.4)
Subject did not complete due to disease under study 1(0.4) 1(0.4)
Not completed due to site staff error 3(1.2) 4 (1.5)
Subject in hospital or hospice 0 (0.0) 1(0.4)
Subject did not complete due to side effects of treatment 1(0.4) 0(0.0)
Subject refused for other reasons 2(0.8) 3(1.1)
Other 6(2.3) 5(1.9)
With visit, no record 8 (3.1) 3(1.1)
Missing by Design® 106 (41.4) 145 (54.9)
Discontinued due to adverse event 21(8.2) 15(5.7)
Discontinued due to clinical progression 8 (3.1) 14 (5.3)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0 (0.0)
Discontinued due to physician decision 1(0.4) 4 (1.5)
Discontinued due to progressive disease 62 (24.2) 95 (36.0)
Discontinued due to withdrawal by subject 4(1.6) 11 (4.2)
Translation not available in subjects language 1(0.4) 0(0.0)
Visit not scheduled 6 (2.3) 5(1.9)
Week 51 Expected to Complete Questionnaires® 137 (53.5) 103 (39.0)
Completed 116 (45.3) 88 (33.3)
Compliance (% in those expected to complete questionnaires) 116 (84.7) 88 (85.4)
Not completed 21(8.2) 15(5.7)
Subject did not complete due to disease under study 0(0.0) 1(0.4)
Not completed due to site staff error 6 (2.3) 1(0.4)
Subject refused for other reasons 2(0.8) 2(0.8)
Other 8(3.1) 3(1.1)
With visit, no record 5(2.0) 8 (3.0)
Missing by Design® 119 (46.5) 161 (61.0)
Discontinued due to adverse event 24 (9.4) 16 (6.1)
Discontinued due to clinical progression 8 (3.1) 16 (6.1)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0(0.0)
Discontinued due to physician decision 1(0.4) 4 (1.5)
Discontinued due to progressive disease 73 (28.5) 110 (41.7)
Discontinued due to withdrawal by subject 5(2.0) 11 (4.2)
Translation not available in subjects language 1(0.4) 0(0.0)
Subject died 2(0.8) 0(0.0)
Visit not scheduled 2(0.8) 3(1)
Week 57 Expected to Complete Questionnaires® 125 (48.8) 91 (34.5)
Completed 111 (43.4) 79 (29.9)
Compliance (% in those expected to complete questionnaires)® 111 (88.8) 79 (86.8)
Not completed 14 (5.5) 12 (4.5)
Subject did not complete due to disease under study 0(0.0) 2(0.8)
Not completed due to site staff error 1(0.4) 2(0.8)
Subject refused for other reasons 0 (0.0) 1(0.4)
Other 72.7) 4 (15)
With visit, no record 6 (2.3) 3(1.1)
Missing by Design® 131 (51.2) 173 (65.5)
Discontinued due to adverse event 26 (10.2) 17 (6.4)
Discontinued due to clinical progression 9 (3.5) 17 (6.4)
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Dossier zur Nutzenbewertung — Modul 4A Stand: 18.07.2022

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

Study: KEYNOTE-8262 Pembrolizumab + | Chemotherapy
chemotherapy
NP = 256 NP = 264
Visit EORTC QLQ-CX24 n (%) n (%)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0(0.0)
Discontinued due to physician decision 2(0.8) 4 (1.5)
Discontinued due to progressive disease 77 (30.1) 119 (45.1)
Discontinued due to withdrawal by subject 6 (2.3) 11 (4.2)
Translation not available in subjects language 1(0.4) 0(0.0)
Subject died 1(0.4) 0(0.0)
Visit not scheduled 6 (2.3) 4 (1.5)
Week 63 Expected to Complete Questionnaires® 118 (46.1) 77 (29.2)
Completed 103 (40.2) 65 (24.6)
Compliance (% in those expected to complete questionnaires) 103 (87.3) 65 (84.4)
Not completed 15(5.9) 12 (4.5)
Not completed due to site staff error 3(12) 2(0.8)
Subject refused for other reasons 1(0.4) 1(0.4)
Other 4(1.6) 0(0.0)
With visit, no record 7(2.7) 9(3.4)
Missing by Design® 138 (53.9) 187 (70.8)
Discontinued due to adverse event 27 (10.5) 17 (6.4)
Discontinued due to clinical progression 9(3.5) 18 (6.8)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0 (0.0)
Discontinued due to physician decision 2(0.8) 4 (1.5)
Discontinued due to progressive disease 84 (32.8) 130 (49.2)
Discontinued due to withdrawal by subject 7(2.7) 12 (4.5)
Translation not available in subjects language 1(0.4) 0 (0.0)
Visit not scheduled 5(2.0) 5(1.9)
Week 69 Expected to Complete Questionnaires® 114 (44.5) 71 (26.9)
Completed 104 (40.6) 61 (23.1)
Compliance (% in those expected to complete questionnaires) 104 (91.2) 61 (85.9)
Not completed 10 (3.9) 10 (3.8)
Not completed due to site staff error 3(12) 1(0.4)
Subject in hospital or hospice 0 (0.0) 1(0.4)
Subject was physically unable to complete 0(0.0) 1(0.4)
Subject refused for other reasons 0 (0.0) 2(0.8)
Other 2(0.8) 1(0.4)
With visit, no record 5(2.0) 4 (1.5)
Missing by Design® 142 (55.5) 193 (73.1)
Discontinued due to adverse event 27 (10.5) 17 (6.4)
Discontinued due to clinical progression 9(3.5) 18 (6.8)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0(0.0)
Discontinued due to physician decision 2(0.8) 4 (1.5)
Discontinued due to progressive disease 89 (34.8) 136 (51.5)
Discontinued due to withdrawal by subject 7(2.7) 12 (4.5)
Translation not available in subjects language 1(0.4) 0(0.0)
Subject died 0(0.0) 1(0.4)
Visit not reached 1(0.4) 0(0.0)
Visit not scheduled 3(1.2) 4 (1.5)
Week 75 Expected to Complete Questionnaires® 100 (39.1) 63 (23.9)
Completed 85(33.2) 53 (20.1)
Compliance (% in those expected to complete questionnaires)® 85 (85.0) 53 (84.1)
Not completed 15 (5.9) 10 (3.8)
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Dossier zur Nutzenbewertung — Modul 4A Stand: 18.07.2022

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

Study: KEYNOTE-8262 Pembrolizumab + | Chemotherapy
chemotherapy
NP = 256 NP = 264
Visit EORTC QLQ-CX24 n (%) n (%)
Not completed due to site staff error 4(1.6) 0 (0.0)
Subject in hospital or hospice 1(0.4) 0(0.0)
Subject refused for other reasons 0(0.0) 2(0.8)
Other 1(0.4) 1(0.4)
With visit, no record 9 (3.5) 7(2.7)
Missing by Design® 156 (60.9) 201 (76.1)
Discontinued due to adverse event 28 (10.9) 18 (6.8)
Discontinued due to clinical progression 9 (3.5 18 (6.8)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0 (0.0)
Discontinued due to physician decision 3(12) 4 (1.5)
Discontinued due to progressive disease 91 (35.5) 142 (53.8)
Discontinued due to withdrawal by subject 7.7 14 (5.3)
Translation not available in subjects language 2(0.8) 0(0.0)
Visit not reached 11 (4.3) 3(1y)
Visit not scheduled 2(0.8) 1(0.4)
Week 81 Expected to Complete Questionnaires® 91 (35.5) 49 (18.6)
Completed 78 (30.5) 42 (15.9)
Compliance (% in those expected to complete questionnaires) 78 (85.7) 42 (85.7)
Not completed 13(5.1) 7(2.7)
Not completed due to site staff error 1(0.4) 0(0.0)
Subject refused for other reasons 1(0.4) 2(0.8)
Other 1(0.4) 1(0.4)
With visit, no record 10 (3.9) 4 (1.5)
Missing by Design® 165 (64.5) 215 (81.4)
Discontinued due to adverse event 27 (10.5) 18 (6.8)
Discontinued due to clinical progression 9(3.5) 18 (6.8)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0(0.0)
Discontinued due to physician decision 3(1.2) 4 (1.5)
Discontinued due to progressive disease 92 (35.9) 145 (54.9)
Discontinued due to withdrawal by subject 7.7 17 (6.4)
Translation not available in subjects language 1(0.4) 0 (0.0)
Subject died 1(0.4) 0(0.0)
Visit not reached 21 (8.2) 12 (4.5)
Visit not scheduled 1(0.4) 0 (0.0)
Week 87 Expected to Complete Questionnaires® 72 (28.1) 38 (14.4)
Completed 63 (24.6) 29 (11.0)
Compliance (% in those expected to complete questionnaires) 63 (87.5) 29 (76.3)
Not completed 9 (3.5) 9(3.4)
Subject did not complete due to disease under study 1(0.4) 0(0.0)
Not completed due to site staff error 1(0.4) 2(0.8)
Subject refused for other reasons 0 (0.0) 1(0.4)
Other 1(0.4) 0(0.0)
With visit, no record 6 (2.3) 6 (2.3)
Missing by Design® 184 (71.9) 226 (85.6)
Discontinued due to adverse event 28 (10.9) 18 (6.8)
Discontinued due to clinical progression 10 (3.9) 19 (7.2)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0(0.0)
Discontinued due to physician decision 3(1.2) 4(1.5)
Discontinued due to progressive disease 95 (37.1) 149 (56.4)
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Dossier zur Nutzenbewertung — Modul 4A

Stand: 18.07.2022

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

Study: KEYNOTE-8262 Pembrolizumab + | Chemotherapy
chemotherapy
NP = 256 NP = 264
Visit EORTC QLQ-CX24 n (%) n (%)
Discontinued due to withdrawal by subject 7.7 17 (6.4)
Translation not available in subjects language 1(0.4) 0(0.0)
Visit not reached 37 (14.5) 18 (6.8)
Week 93 Expected to Complete Questionnaires® 55 (21.5) 26 (9.8)
Completed 43 (16.8) 17 (6.4)
Compliance (% in those expected to complete questionnaires) 43 (78.2) 17 (65.4)
Not completed 12 (4.7) 9(3.4)
Not completed due to site staff error 1(0.4) 0 (0.0)
Subject refused for other reasons 0 (0.0) 1(0.4)
Other 1(0.4) 0(0.0)
With visit, no record 10 (3.9) 8 (3.0)
Missing by Design® 201 (78.5) 238 (90.2)
Discontinued due to adverse event 28 (10.9) 18 (6.8)
Discontinued due to clinical progression 10 (3.9) 19(7.2)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0(0.0)
Discontinued due to physician decision 3(1.2) 4 (1.5)
Discontinued due to progressive disease 98 (38.3) 151 (57.2)
Discontinued due to withdrawal by subject 7(2.7) 17 (6.4)
Visit not reached 52 (20.3) 27 (10.2)
Visit not scheduled 0 (0.0) 1(0.4)
Week 99 Expected to Complete Questionnaires® 40 (15.6) 16 (6.1)
Completed 32 (12.5) 10 (3.8)
Compliance (% in those expected to complete questionnaires) 32(80.0) 10 (62.5)
Not completed 8(3.1) 6 (2.3)
Not completed due to site staff error 0 (0.0) 2(0.8)
Other 2(0.8) 0(0.0)
With visit, no record 6 (2.3) 4 (1.5)
Missing by Design® 216 (84.4) 248 (93.9)
Discontinued due to adverse event 28 (10.9) 18 (6.8)
Discontinued due to clinical progression 10 (3.9) 19(7.2)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0(0.0)
Discontinued due to physician decision 3(1.2) 4 (1.5)
Discontinued due to progressive disease 99 (38.7) 151 (57.2)
Discontinued due to withdrawal by subject 7(2.7) 17 (6.4)
Visit not reached 65 (25.4) 37 (14.0)
Visit not scheduled 1(0.4) 1(0.4)

a: Database Cutoff Date: 03MAY 2021
b: Number of participants: all-comer full analysis set with CPS >1

¢: Expected to complete questionnaire includes all participants who do not have missing data due to a missing by design reason

d: Compliance is the proportion of participants who completed the PRO questionnaire among those who are expected to complete the questionnaire
at this time point, excluding those missing by design. All the other categories are defined as the proportion of participants in the analysis

population (N)

e: Missing by design includes: adverse event, death, discontinuation, translations not available, and no visit scheduled
CPS: Combined Positive Score; EORTC QLQ-CX24: European Organization for Research and Treatment of Cancer Quality of Life Questionnaire

CX24

Pembrolizumab (KEYTRUDA®)

Seite 25 von 75



Dossier zur Nutzenbewertung — Modul 4A

Stand: 18.07.2022

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

Anhang 4-G1.3: Rucklaufquoten des EQ-5D VAS

Tabelle 4G-3: Griinde fur das Fehlen von Werten im EQ-5D VAS

Study: KEYNOTE-8262 Pembrolizumab +| Chemotherapy
chemotherapy

NP = 256 NP = 264

Visit EQ-5D VAS n (%) n (%)
Baseline Expected to Complete Questionnaires® 255 (99.6) 262 (99.2)
Completed 248 (96.9) 254 (96.2)
Compliance (% in those expected to complete questionnaires) 248 (97.3) 254 (96.9)

Not completed 7(2.7) 8 (3.0)

Not completed due to site staff error 1(0.4) 2(0.8)

Subject refused for other reasons 0 (0.0) 3(1)

Other 3(1.2) 2(0.8)

With visit, no record 3(1.2) 1(0.4)

Missing by Design® 1(0.4) 2(0.8)

Translation not available in subjects language 1(0.4) 2(0.8)
Week 3 Expected to Complete Questionnaires® 241 (94.1) 250 (94.7)
Completed 237 (92.6) 244 (92.4)
Compliance (% in those expected to complete questionnaires) 237 (98.3) 244 (97.6)

Not completed 4 (1.6) 6 (2.3)

Not completed due to site staff error 3(12) 1(0.4)

Subject refused for other reasons 0 (0.0) 1(0.4)

Other 1(0.4) 4 (1.5)

Missing by Design® 15 (5.9) 14 (5.3)

Visit not scheduled 15 (5.9) 14 (5.3)
Week 6 Expected to Complete Questionnaires® 232 (90.6) 245 (92.8)
Completed 224 (87.5) 233 (88.3)
Compliance (% in those expected to complete questionnaires) 224 (96.6) 233 (95.1)

Not completed 8 (3.1) 12 (4.5)

Not completed due to site staff error 2(0.8) 1(0.4)

Subject in hospital or hospice 1(0.4) 1(0.4)

Subject refused for other reasons 2(0.8) 2(0.8)

Other 1(0.4) 7(2.7)

With visit, no record 2(0.8) 1(0.4)

Missing by Design® 24 (9.4) 19(7.2)

Discontinued due to adverse event 0(0.0) 1(0.4)

Discontinued due to clinical progression 1(0.4) 0(0.0)

Discontinued due to excluded medication 1(0.4) 0(0.0)

Subject died 1(0.4) 1(0.4)

Visit not scheduled 21 (8.2) 17 (6.4)
Week 9 Expected to Complete Questionnaires® 226 (88.3) 232 (87.9)
Completed 213 (83.2) 224 (84.8)
Compliance (% in those expected to complete questionnaires) 213 (94.2) 224 (96.6)

Not completed 13(5.1) 8 (3.0)

Subject did not complete due to disease under study 0 (0.0) 1(0.4)

Not completed due to site staff error 2(0.8) 3(1)

Subject refused for other reasons 1(0.4) 1(0.4)

Other 6 (2.3) 2(0.8)

With visit, no record 4 (1.6) 1(0.4)
Missing by Design® 30 (11.7) 32 (12.1)

Discontinued due to adverse event 3(1.2) 3(1.1)

Discontinued due to clinical progression 2(0.8) 2(0.8)

Discontinued due to excluded medication 1(0.4) 0 (0.0)

Discontinued due to physician decision 0(0.0) 1(0.4)
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Study: KEYNOTE-8262 Pembrolizumab + | Chemotherapy
chemotherapy
NP = 256 NP = 264
Visit EQ-5D VAS n (%) n (%)
Discontinued due to progressive disease 1(0.4) 3(1.1)
Discontinued due to withdrawal by subject 0 (0.0) 1(0.4)
Subject died 0(0.0) 1(0.4)
Visit not scheduled 23(9.0) 21 (8.0)
Week 12 Expected to Complete Questionnaires® 207 (80.9) 217 (82.2)
Completed 201 (78.5) 206 (78.0)
Compliance (% in those expected to complete questionnaires) 201 (97.1) 206 (94.9)
Not completed 6 (2.3) 11 (4.2)
Subject did not complete due to disease under study 0 (0.0) 1(0.4)
Not completed due to site staff error 1(0.4) 2(0.8)
Subject did not complete due to side effects of treatment 0(0.0) 1(0.4)
Subject refused for other reasons 0 (0.0) 1(0.4)
Other 3(1.2) 3(1.1)
With visit, no record 2(0.8) 3(1y)
Missing by Design® 49 (19.1) 47 (17.8)
Discontinued due to adverse event 4(1.6) 5(1.9)
Discontinued due to clinical progression 4 (1.6) 4 (1.5)
Discontinued due to excluded medication 1(0.4) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 1(0.4)
Discontinued due to progressive disease 3(1.2) 4(1.5)
Discontinued due to withdrawal by subject 1(0.4) 2(0.8)
Subject died 1(0.4) 2(0.8)
Visit not scheduled 35(13.7) 29 (11.0)
Week 15 Expected to Complete Questionnaires® 204 (79.7) 204 (77.3)
Completed 192 (75.0) 192 (72.7)
Compliance (% in those expected to complete questionnaires) 192 (94.1) 192 (94.1)
Not completed 12 (4.7) 12 (4.5)
Subject did not complete due to disease under study 2(0.8) 0 (0.0)
Not completed due to site staff error 1(0.4) 0(0.0)
Subject in hospital or hospice 1(0.4) 0 (0.0)
Subject was physically unable to complete 0(0.0) 1(0.4)
Subject did not complete due to side effects of treatment 1(0.4) 0(0.0)
Other 2(0.8) 6 (2.3)
With visit, no record 5(2.0) 5(1.9)
Missing by Design® 52 (20.3) 60 (22.7)
Discontinued due to adverse event 5(2.0) 5(1.9)
Discontinued due to clinical progression 4 (1.6) 4 (1.5)
Discontinued due to excluded medication 1(0.4) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 1(0.4)
Discontinued due to progressive disease 5(2.0) 12 (4.5)
Discontinued due to withdrawal by subject 1(0.4) 3(1)
Subject died 1(0.4) 1(0.4)
Visit not scheduled 35(13.7) 34 (12.9)
Week 18 Expected to Complete Questionnaires® 205 (80.1) 195 (73.9)
Completed 195 (76.2) 175 (66.3)
Compliance (% in those expected to complete questionnaires)® 195 (95.1) 175 (89.7)
Not completed 10 (3.9) 20 (7.6)
Subject did not complete due to disease under study 0(0.0) 1(0.4)
Not completed due to site staff error 1(0.4) 1(0.4)
Subject in hospital or hospice 1(0.4) 0(0.0)
Subject was physically unable to complete 0(0.0) 1(0.4)
Subject did not complete due to side effects of treatment 0(0.0) 1(0.4)
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Dossier zur Nutzenbewertung — Modul 4A Stand: 18.07.2022
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Study: KEYNOTE-8262 Pembrolizumab + | Chemotherapy
chemotherapy
NP = 256 NP = 264
Visit EQ-5D VAS n (%) n (%)
Subject refused for other reasons 2(0.8) 5(1.9)
Other 4(1.6) 8(3.0)
With visit, no record 2(0.8) 3(1.1)
Missing by Design® 51 (19.9) 69 (26.1)
Discontinued due to adverse event 6 (2.3) 8 (3.0)
Discontinued due to clinical progression 5(2.0) 5(1.9)
Discontinued due to excluded medication 1(0.4) 0(0.0)
Discontinued due to physician decision 0(0.0) 2(0.8)
Discontinued due to progressive disease 5(2.0) 14 (5.3)
Discontinued due to withdrawal by subject 1(0.4) 4 (1.5)
Subject died 0 (0.0) 2(0.8)
Visit not scheduled 33 (12.9) 34 (12.9)
Week 21 Expected to Complete Questionnaires® 202 (78.9) 197 (74.6)
Completed 189 (73.8) 173 (65.5)
Compliance (% in those expected to complete questionnaires) 189 (93.6) 173 (87.8)
Not completed 13(5.1) 24 (9.1)
Not completed due to site staff error 1(0.4) 31y
Subject was physically unable to complete 0(0.0) 1(0.4)
Subject refused for other reasons 3(1.2) 10 (3.8)
Other 5(2.0) 8 (3.0)
With visit, no record 4 (1.6) 2(0.8)
Missing by Design® 54 (21.1) 67 (25.4)
Discontinued due to adverse event 7.7 9(3.4)
Discontinued due to clinical progression 5(2.0) 7(2.7)
Discontinued due to excluded medication 1(0.4) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 31y
Discontinued due to progressive disease 10 (3.9) 25(9.5)
Discontinued due to withdrawal by subject 1(0.4) 4(1.5)
Translation not available in subjects language 1(0.4) 0(0.0)
Subject died 0(0.0) 1(0.4)
Visit not scheduled 29 (11.3) 18 (6.8)
Week 24 Expected to Complete Questionnaires® 198 (77.3) 178 (67.4)
Completed 187 (73.0) 165 (62.5)
Compliance (% in those expected to complete questionnaires) 187 (94.4) 165 (92.7)
Not completed 11 (4.3) 13 (4.9)
Not completed due to site staff error 2(0.8) 3(1y)
Subject in hospital or hospice 0 (0.0) 1(0.4)
Subject was physically unable to complete 1(0.4) 0 (0.0)
Subject refused for other reasons 1(0.4) 2(0.8)
Other 3(1.2) 5(1.9)
With visit, no record 4 (1.6) 2(0.8)
Missing by Design® 58 (22.7) 86 (32.6)
Discontinued due to adverse event 10 (3.9) 9(3.4)
Discontinued due to clinical progression 6 (2.3) 8 (3.0)
Discontinued due to excluded medication 1(0.4) 0(0.0)
Discontinued due to physician decision 0(0.0) 3(1.1)
Discontinued due to progressive disease 12 (4.7) 35(13.3)
Discontinued due to withdrawal by subject 1(0.4) 6 (2.3)
Translation not available in subjects language 1(0.4) 0 (0.0)
Subject died 1(0.4) 1(0.4)
Visit not scheduled 26 (10.2) 24 (9.1)
Week 27 Expected to Complete Questionnaires® 193 (75.4) 164 (62.1)
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Stand: 18.07.2022

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

Study: KEYNOTE-8262 Pembrolizumab + | Chemotherapy
chemotherapy
NP = 256 NP = 264
Visit EQ-5D VAS n (%) n (%)
Completed 184 (71.9) 146 (55.3)
Compliance (% in those expected to complete questionnaires) 184 (95.3) 146 (89.0)
Not completed 9 (3.5) 18 (6.8)
Subject did not complete due to disease under study 0 (0.0) 1(0.4)
Not completed due to site staff error 1(0.4) 3(1.1)
Subject in hospital or hospice 1(0.4) 0(0.0)
Subject was physically unable to complete 0 (0.0) 2(0.8)
Subject did not complete due to side effects of treatment 0(0.0) 1(0.4)
Subject refused for other reasons 2(0.8) 4 (1.5)
Other 2(0.8) 6 (2.3)
With visit, no record 3(12) 1(0.4)
Missing by Design® 63 (24.6) 100 (37.9)
Discontinued due to adverse event 12 (4.7) 10 (3.8)
Discontinued due to clinical progression 7(2.7) 10 (3.8)
Discontinued due to excluded medication 1(0.4) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 31y
Discontinued due to progressive disease 19 (7.4) 38 (14.4)
Discontinued due to withdrawal by subject 1(0.4) 6 (2.3)
Translation not available in subjects language 1(0.4) 0(0.0)
Subject died 1(0.4) 2(0.8)
Visit not scheduled 21 (8.2) 31(11.7)
Week 30 Expected to Complete Questionnaires® 191 (74.6) 160 (60.6)
Completed 181 (70.7) 145 (54.9)
Compliance (% in those expected to complete questionnaires) 181 (94.8) 145 (90.6)
Not completed 10 (3.9) 15(5.7)
Not completed due to site staff error 1(0.4) 1(0.4)
Subject was physically unable to complete 0 (0.0) 2(0.8)
Subject lost to follow-up/unable to contact 0 (0.0) 1(0.4)
Subject refused for other reasons 2(0.8) 1(0.4)
Other 6 (2.3) 8 (3.0)
With visit, no record 1(0.4) 2(0.8)
Missing by Design® 65 (25.4) 104 (39.4)
Discontinued due to adverse event 15 (5.9) 12 (4.5)
Discontinued due to clinical progression 7(2.7) 11 (4.2)
Discontinued due to excluded medication 1(0.4) 0(0.0)
Discontinued due to physician decision 0 (0.0) 3(1)
Discontinued due to progressive disease 23(9.0) 57 (21.6)
Discontinued due to withdrawal by subject 2(0.8) 8 (3.0)
Translation not available in subjects language 1(0.4) 0(0.0)
Subject died 1(0.4) 0(0.0)
Visit not scheduled 15 (5.9) 13 (4.9)
Week 33 Expected to Complete Questionnaires® 179 (69.9) 141 (53.4)
Completed 165 (64.5) 120 (45.5)
Compliance (% in those expected to complete questionnaires) 165 (92.2) 120 (85.1)
Not completed 14 (5.5) 21 (8.0)
Not completed due to site staff error 0(0.0) 2(0.8)
Subject in hospital or hospice 1(0.4) 0(0.0)
Subject refused for other reasons 1(0.4) 0(0.0)
Other 7(2.7) 15 (5.7)
With visit, no record 5(2.0) 4 (1.5)
Missing by Design® 77 (30.1) 123 (46.6)
Discontinued due to adverse event 18 (7.0) 13 (4.9)

Pembrolizumab (KEYTRUDA®)

Seite 29 von 75




Dossier zur Nutzenbewertung — Modul 4A Stand: 18.07.2022
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Study: KEYNOTE-8262 Pembrolizumab + | Chemotherapy
chemotherapy
NP = 256 NP = 264
Visit EQ-5D VAS n (%) n (%)
Discontinued due to clinical progression 8 (3.1) 11 (4.2)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 4 (1.5)
Discontinued due to progressive disease 33 (12.9) 62 (23.5)
Discontinued due to withdrawal by subject 3(12) 9(3.4)
Translation not available in subjects language 1(0.4) 1(0.4)
Subject died 1(0.4) 2(0.8)
Visit not scheduled 10 (3.9) 20 (7.6)
Week 36 Expected to Complete Questionnaires® 167 (65.2) 133 (50.4)
Completed 155 (60.5) 115 (43.6)
Compliance (% in those expected to complete questionnaires) 155 (92.8) 115 (86.5)
Not completed 12 (4.7) 18 (6.8)
Subject did not complete due to disease under study 0 (0.0) 2(0.8)
Not completed due to site staff error 3(12) 5(1.9)
Subject refused for other reasons 1(0.4) 2(0.8)
Other 5(2.0) 8(3.0)
With visit, no record 3(12) 1(0.4)
Missing by Design® 89 (34.8) 131 (49.6)
Discontinued due to adverse event 20 (7.8) 13 (4.9)
Discontinued due to clinical progression 8(3.1) 13 (4.9)
Discontinued due to complete response 1(0.4) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 4 (1.5)
Discontinued due to progressive disease 42 (16.4) 75 (28.4)
Discontinued due to withdrawal by subject 3(1.2) 9(3.4)
Translation not available in subjects language 1(0.4) 0(0.0)
Visit not scheduled 13(5.1) 16 (6.1)
Week 39 Expected to Complete Questionnaires® 158 (61.7) 131 (49.6)
Completed 152 (59.4) 118 (44.7)
Compliance (% in those expected to complete questionnaires)® 152 (96.2) 118 (90.1)
Not completed 6 (2.3) 13(4.9)
Not completed due to site staff error 2(0.8) 5(1.9)
Subject refused for other reasons 0 (0.0) 1(0.4)
Other 3(1.2) 72.7)
With visit, no record 1(0.4) 0 (0.0)
Missing by Design® 98 (38.3) 133 (50.4)
Discontinued due to adverse event 21 (8.2) 14 (5.3)
Discontinued due to clinical progression 8(3.1) 14 (5.3)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0(0.0)
Discontinued due to physician decision 1(0.4) 4 (1.5)
Discontinued due to progressive disease 49 (19.1) 82 (31.1)
Discontinued due to withdrawal by subject 3(1.2) 10 (3.8)
Translation not available in subjects language 1(0.4) 0(0.0)
Visit not scheduled 12 (4.7) 8 (3.0)
Week 45 Expected to Complete Questionnaires® 150 (58.6) 119 (45.1)
Completed 130 (50.8) 103 (39.0)
Compliance (% in those expected to complete questionnaires) 130 (86.7) 103 (86.6)
Not completed 20(7.8) 16 (6.1)
Subject did not complete due to disease under study 1(0.4) 1(0.4)
Not completed due to site staff error 3(1.2) 4(1.5)
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Study: KEYNOTE-8262 Pembrolizumab + | Chemotherapy
chemotherapy
NP = 256 NP = 264
Visit EQ-5D VAS n (%) n (%)
Subject in hospital or hospice 0(0.0) 1(0.4)
Subject did not complete due to side effects of treatment 1(0.4) 0(0.0)
Subject refused for other reasons 2(0.8) 3(1.1)
Other 5(2.0) 4(15)
With visit, no record 8 (3.1) 3(1.1)
Missing by Design® 106 (41.4) 145 (54.9)
Discontinued due to adverse event 21(8.2) 15(5.7)
Discontinued due to clinical progression 8 (3.1) 14 (5.3)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0 (0.0)
Discontinued due to physician decision 1(0.4) 4 (1.5)
Discontinued due to progressive disease 62 (24.2) 95 (36.0)
Discontinued due to withdrawal by subject 4(1.6) 11 (4.2)
Translation not available in subjects language 1(0.4) 0(0.0)
Visit not scheduled 6 (2.3) 5(1.9)
Week 51 Expected to Complete Questionnaires® 137 (53.5) 103 (39.0)
Completed 116 (45.3) 88 (33.3)
Compliance (% in those expected to complete questionnaires) 116 (84.7) 88 (85.4)
Not completed 21(8.2) 15(5.7)
Subject did not complete due to disease under study 0(0.0) 1(0.4)
Not completed due to site staff error 6 (2.3) 1(0.4)
Subject refused for other reasons 2(0.8) 2(0.8)
Other 8(3.1) 3(1.1)
With visit, no record 5(2.0) 8(3.0)
Missing by Design® 119 (46.5) 161 (61.0)
Discontinued due to adverse event 24 (9.4) 16 (6.1)
Discontinued due to clinical progression 8(3.1) 16 (6.1)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0(0.0)
Discontinued due to physician decision 1(0.4) 4 (1.5)
Discontinued due to progressive disease 73 (28.5) 110 (41.7)
Discontinued due to withdrawal by subject 5(2.0) 11 (4.2)
Translation not available in subjects language 1(0.4) 0 (0.0)
Subject died 2(0.8) 0(0.0)
Visit not scheduled 2(0.8) 3(1)
Week 57 Expected to Complete Questionnaires® 125 (48.8) 91 (34.5)
Completed 112 (43.8) 79 (29.9)
Compliance (% in those expected to complete questionnaires)® 112 (89.6) 79 (86.8)
Not completed 13(5.1) 12 (4.5)
Subject did not complete due to disease under study 0(0.0) 2(0.8)
Not completed due to site staff error 1(0.4) 2(0.8)
Subject refused for other reasons 0 (0.0) 1(0.4)
Other 72.7) 4 (15)
With visit, no record 5(2.0) 3(1)
Missing by Design® 131 (51.2) 173 (65.5)
Discontinued due to adverse event 26 (10.2) 17 (6.4)
Discontinued due to clinical progression 9 (3.5 17 (6.4)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0 (0.0)
Discontinued due to physician decision 2(0.8) 4(1.5)
Discontinued due to progressive disease 77 (30.1) 119 (45.1)
Discontinued due to withdrawal by subject 6 (2.3) 11 (4.2)
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Study: KEYNOTE-8262 Pembrolizumab + | Chemotherapy
chemotherapy
NP = 256 NP = 264
Visit EQ-5D VAS n (%) n (%)
Translation not available in subjects language 1(0.4) 0 (0.0)
Subject died 1(0.4) 0(0.0)
Visit not scheduled 6 (2.3) 4 (1.5)
Week 63 Expected to Complete Questionnaires® 118 (46.1) 77 (29.2)
Completed 104 (40.6) 66 (25.0)
Compliance (% in those expected to complete questionnaires) 104 (88.1) 66 (85.7)
Not completed 14 (5.5) 11 (4.2)
Not completed due to site staff error 3(1.2) 2(0.8)
Subject refused for other reasons 1(0.4) 1(0.4)
Other 4(1.6) 0(0.0)
With visit, no record 6 (2.3) 8 (3.0)
Missing by Design® 138 (53.9) 187 (70.8)
Discontinued due to adverse event 27 (10.5) 17 (6.4)
Discontinued due to clinical progression 9(3.5) 18 (6.8)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0(0.0)
Discontinued due to physician decision 2(0.8) 4 (1.5)
Discontinued due to progressive disease 84 (32.8) 130 (49.2)
Discontinued due to withdrawal by subject 7(2.7) 12 (4.5)
Translation not available in subjects language 1(0.4) 0(0.0)
Visit not scheduled 5(2.0) 5(1.9)
Week 69 Expected to Complete Questionnaires® 114 (44.5) 71 (26.9)
Completed 105 (41.0) 61 (23.1)
Compliance (% in those expected to complete questionnaires) 105 (92.1) 61 (85.9)
Not completed 9(3.5) 10 (3.8)
Not completed due to site staff error 2(0.8) 1(0.4)
Subject in hospital or hospice 0 (0.0) 1(0.4)
Subject was physically unable to complete 0(0.0) 1(0.4)
Subject refused for other reasons 0 (0.0) 2(0.8)
Other 2(0.8) 1(0.4)
With visit, no record 5(2.0) 4 (1.5)
Missing by Design® 142 (55.5) 193 (73.1)
Discontinued due to adverse event 27 (10.5) 17 (6.4)
Discontinued due to clinical progression 9(3.5) 18 (6.8)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0 (0.0)
Discontinued due to physician decision 2(0.8) 4 (1.5)
Discontinued due to progressive disease 89 (34.8) 136 (51.5)
Discontinued due to withdrawal by subject 7(2.7) 12 (4.5)
Translation not available in subjects language 1(0.4) 0(0.0)
Subject died 0 (0.0) 1(0.4)
Visit not reached 1(0.4) 0(0.0)
Visit not scheduled 3(1.2) 4 (1.5)
Week 75 Expected to Complete Questionnaires® 100 (39.1) 63 (23.9)
Completed 85(33.2) 53(20.1)
Compliance (% in those expected to complete questionnaires)® 85 (85.0) 53 (84.1)
Not completed 15 (5.9) 10 (3.8)
Not completed due to site staff error 4 (1.6) 0(0.0)
Subject in hospital or hospice 1(0.4) 0 (0.0)
Subject refused for other reasons 0 (0.0) 2(0.8)
Other 1(0.4) 1(0.4)
With visit, no record 9 (3.5) 7(2.7)
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Study: KEYNOTE-8262 Pembrolizumab + | Chemotherapy
chemotherapy
NP = 256 NP = 264
Visit EQ-5D VAS n (%) n (%)
Missing by Design® 156 (60.9) 201 (76.1)
Discontinued due to adverse event 28 (10.9) 18 (6.8)
Discontinued due to clinical progression 9 (3.5) 18 (6.8)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0 (0.0)
Discontinued due to physician decision 3(12) 4 (1.5)
Discontinued due to progressive disease 91 (35.5) 142 (53.8)
Discontinued due to withdrawal by subject 7(2.7) 14 (5.3)
Translation not available in subjects language 2(0.8) 0(0.0)
Visit not reached 11 (4.3) 3(1.1)
Visit not scheduled 2(0.8) 1(0.4)
Week 81 Expected to Complete Questionnaires® 91 (35.5) 49 (18.6)
Completed 79 (30.9) 42 (15.9)
Compliance (% in those expected to complete questionnaires) 79 (86.8) 42 (85.7)
Not completed 12 (4.7) 7(2.7)
Not completed due to site staff error 1(0.4) 0(0.0)
Subject refused for other reasons 1(0.4) 2(0.8)
Other 1(0.4) 1(0.4)
With visit, no record 9(3.5) 4 (1.5)
Missing by Design® 165 (64.5) 215 (81.4)
Discontinued due to adverse event 28 (10.9) 18 (6.8)
Discontinued due to clinical progression 9(3.5) 18 (6.8)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0(0.0)
Discontinued due to physician decision 3(1.2) 4(1.5)
Discontinued due to progressive disease 92 (35.9) 145 (54.9)
Discontinued due to withdrawal by subject 7(2.7) 17 (6.4)
Translation not available in subjects language 1(0.4) 0 (0.0)
Visit not reached 21(8.2) 12 (4.5)
Visit not scheduled 1(0.4) 0(0.0)
Week 87 Expected to Complete Questionnaires® 72 (28.1) 38 (14.4)
Completed 63 (24.6) 29 (11.0)
Compliance (% in those expected to complete questionnaires)® 63 (87.5) 29 (76.3)
Not completed 9(3.5) 9(3.4)
Subject did not complete due to disease under study 1(0.4) 0(0.0)
Not completed due to site staff error 1(0.4) 2(0.8)
Subject refused for other reasons 0 (0.0) 1(0.4)
Other 1(0.4) 0(0.0)
With visit, no record 6 (2.3) 6 (2.3)
Missing by Design® 184 (71.9) 226 (85.6)
Discontinued due to adverse event 28 (10.9) 18 (6.8)
Discontinued due to clinical progression 10 (3.9) 19(7.2)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0(0.0)
Discontinued due to physician decision 3(1.2) 4(1.5)
Discontinued due to progressive disease 95 (37.1) 149 (56.4)
Discontinued due to withdrawal by subject 72.7) 17 (6.4)
Translation not available in subjects language 1(0.4) 0(0.0)
Visit not reached 37 (14.5) 18 (6.8)
Week 93 Expected to Complete Questionnaires® 55 (21.5) 26 (9.8)
Completed 43 (16.8) 17 (6.4)
Compliance (% in those expected to complete questionnaires) 43 (78.2) 17 (65.4)
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Study: KEYNOTE-8262 Pembrolizumab + | Chemotherapy
chemotherapy
NP = 256 NP = 264
Visit EQ-5D VAS n (%) n (%)
Not completed 12 (4.7) 9(3.4)
Not completed due to site staff error 1(0.4) 0(0.0)
Subject refused for other reasons 0(0.0) 1(0.4)
Other 1(0.4) 0(0.0)
With visit, no record 10 (3.9) 8 (3.0)
Missing by Design® 201 (78.5) 238 (90.2)
Discontinued due to adverse event 28 (10.9) 18 (6.8)
Discontinued due to clinical progression 10 (3.9) 19 (7.2)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0 (0.0)
Discontinued due to physician decision 3(12) 4 (1.5)
Discontinued due to progressive disease 98 (38.3) 151 (57.2)
Discontinued due to withdrawal by subject 7.7 17 (6.4)
Visit not reached 52 (20.3) 27 (10.2)
Visit not scheduled 0 (0.0) 1(0.4)
Week 99 Expected to Complete Questionnaires® 40 (15.6) 16 (6.1)
Completed 33(12.9) 10 (3.8)
Compliance (% in those expected to complete questionnaires) 33 (82.5) 10 (62.5)
Not completed 7(2.7) 6 (2.3)
Not completed due to site staff error 0 (0.0) 2(0.8)
Other 1(0.4) 0(0.0)
With visit, no record 6 (2.3) 4 (1.5)
Missing by Design® 216 (84.4) 248 (93.9)
Discontinued due to adverse event 28 (10.9) 18 (6.8)
Discontinued due to clinical progression 10 (3.9) 19 (7.2)
Discontinued due to complete response 2(0.8) 1(0.4)
Discontinued due to excluded medication 1(0.4) 0(0.0)
Discontinued due to physician decision 3(1.2) 4(1.5)
Discontinued due to progressive disease 99 (38.7) 151 (57.2)
Discontinued due to withdrawal by subject 7.7 17 (6.4)
Visit not reached 65 (25.4) 37 (14.0)
Visit not scheduled 1(0.4) 1(0.4)

a: Database Cutoff Date: 03MAY2021
b: Number of participants: all-comer full analysis set with CPS >1

c¢: Expected to complete questionnaire includes all participants who do not have missing data due to a missing by design reason

d: Compliance is the proportion of participants who completed the PRO questionnaire among those who are expected to complete the questionnaire
at this time point, excluding those missing by design. All the other categories are defined as the proportion of participants in the analysis|

population (N)

e: Missing by design includes: adverse event, death, discontinuation, translations not available, and no visit scheduled
CPS: Combined Positive Score; EQ-5D: European Quality of Life 5 Dimensions; VAS: Visual Analog Scale
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Anhang 4-G2: Kaplan-Meier-Kurven der Subgruppen mit signifikantem
Interaktionstest (p < 0,05) (KEYNOTE 826)

Im Folgenden werden erganzend zu Abschnitt 4.3.1.3.2.2 die Kaplan-Meier-Kurven der
Subgruppenanalysen, fir die ein signifikanter Interaktionstest (p < 0,05) vorliegt, dargestellt.

Alle Ergebnisse beziehen sich auf den zulassungsbegriindeten Datenschnitt (03.05.2021).

Morbiditat

Krankheitssymptomatik und Gesundheitszustand
EORTC QLQ-C30: Symptomskala Verstopfung

Age (Years):< 65 Age (Years):>= 65

1 L
40 1

Participants Without Event (%)
Participants Without Event (%)

———————
30 JE——
- —_—————
204 204 L _—__4
104 10
0 T T T T T T T | 0 T T T T T T T |
0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24
Time in Months Time in Months
Number at Risk Number at Risk
— Pembrolizumab + chemotherapy —Pembrolizumab + chemotherapy
208 102 73 51 42 35 24 12 0 38 17 15 10 8 8 7 4 o]
= = =~ ~ Chemotherapy ~ ~ = Chemotherapy
211 M3 77 50 36 26 15 3 0 42 18 m 8 4 2 4] 0 o]

KEYNOTE-826 (Database Cutoff Date: 03MAY2021)
First Deterioration for EORTC QLQ-C30 Constipation (15 Points)

Abbildung 4G-1: Kaplan-Meier-Kurve fir die Subgruppenanalyse nach Alter (Jahre) (< 65 vs.
> 65) fiir die Symptomskala Verstopfung des EORTC QLQ-C30 der Studie KEYNOTE 826
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Abbildung 4G-2: Kaplan-Meier-Kurve fir die Subgruppenanalyse nach PD-L1 Status
(1 <CPS <10 vs. CPS > 10) fur die Symptomskala Symptomerleben des EORTC QLQ-CX24
der Studie KEYNOTE 826
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Abbildung 4G-3: Kaplan-Meier-Kurve fiir die Subgruppenanalyse nach Region (WHO Stratum
A vs. Rest der Welt) fur die Symptomskala Lymphodem des EORTC QLQ-CX24 der Studie
KEYNOTE 826

EORTC QLQ-CX24: Symptomskala Periphere Neuropathie
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Abbildung 4G-4: Kaplan-Meier-Kurve fir die Subgruppenanalyse nach Region (WHO Stratum
A vs. Rest der Welt) fiir die Symptomskala Periphere Neuropathie des EORTC QLQ-CX24 der
Studie KEYNOTE 826
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EORTC QLQ-CX24: Symptomskala Menopausale Symptome
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Abbildung 4G-5: Kaplan-Meier-Kurve fur die Subgruppenanalyse nach ECOG-Leistungsstatus
(0 vs. 1) fur die Symptomskala Menopausale Symptome des EORTC QLQ-CX24 der Studie

KEYNOTE 826
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Abbildung 4G-6: Kaplan-Meier-Kurve fir die Subgruppenanalyse nach Alter (Jahre) (< 65 vs.
> 65) fir den Gesundheitszustand: EQ-5D VAS der Studie KEYNOTE 826
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Abbildung 4G-7: Kaplan-Meier-Kurve fur die Subgruppenanalyse nach ECOG-Leistungsstatus
(0 vs. 1) fur den Gesundheitszustand: EQ-5D VAS der Studie KEYNOTE 826
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Abbildung 4G-8: Kaplan-Meier-Kurve fir die Subgruppenanalyse nach Alter (Jahre) (< 65 vs.
>65) fur den Endpunkt Gesundheitsbezogene Lebensqualitdit anhand des Globalen
Gesundheitsstatus des EORTC QLQ-C30 der Studie KEYNOTE 826
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EORTC QLQ-C30: Funktionsskala Korperliche Funktion
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Abbildung 4G-9: Kaplan-Meier-Kurve fir die Subgruppenanalyse nach Alter (Jahre) (< 65 vs.
>65) fur die Funktionsskala Korperliche Funktion des EORTC QLQ-C30 der Studie
KEYNOTE 826
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Abbildung 4G-10: Kaplan-Meier-Kurve fur die Subgruppenanalyse nach ECOG-
Leistungsstatus (0 vs. 1) fiir die Funktionsskala Emotionale Funktion des EORTC QLQ-C30
der Studie KEYNOTE 826
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Metastatic (FIGO [2009] Stage IVB) at Diagnosis: Yes
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Abbildung 4G-11: Kaplan-Meier-Kurve fiir die Subgruppenanalyse nach FIGO (2009) Stadium
IVB zum Zeitpunkt der Diagnose (Ja vs. Nein) fiir die Funktionsskala Emotionale Funktion des

EORTC QLQ-C30 der Studie KEYNOTE 826

EORTC QLQ-CX24: Funktionsskala Sexuelle / vaginale Funktionsfahigkeit
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Abbildung 4G-12: Kaplan-Meier-Kurve flr die Subgruppenanalyse nach Alter (Jahre) (< 65 vs.
> 65) fur die Funktionsskala Sexuelle / vaginale Funktionsfahigkeit des EORTC QLQ-CX24

der Studie KEYNOTE 826
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EORTC QLQ-CX24: Funktionsskala Korperbild
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Abbildung 4G-13: Kaplan-Meier-Kurve flr die Subgruppenanalyse nach Region (WHO
Stratum A vs. Rest der Welt) fur die Funktionsskala Korperbild des EORTC QLQ-CX24 der
Studie KEYNOTE 826
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Abbildung 4G-14: Kaplan-Meier-Kurve fiir die Subgruppenanalyse nach PD-L1 Status
(1 <CPS < 10vs. CPS > 10) fiir den Endpunkt Unerwiinschte Ereignisse gesamt (SOC und PT)
fur die SOC Endokrine Erkrankungen der Studie KEYNOTE 826
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Abbildung 4G-15: Kaplan-Meier-Kurve fiir die Subgruppenanalyse nach PD-L1 Status
(1 <CPS < 10vs. CPS > 10) fur den Endpunkt Unerwiinschte Ereignisse (gegliedert nach SOC
und PT) fur den PT Hypothyreose (SOC Endokrine Erkrankungen) der Studie KEYNOTE 826
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Abbildung 4G-16: Kaplan-Meier-Kurve fir die Subgruppenanalyse nach FIGO (2009) Stadium
IVB zum Zeitpunkt der Diagnose (Ja vs. Nein) fiir den Endpunkt Unerwiinschte Ereignisse
(gegliedert nach SOC und PT) fir den PT Lungenentzindung (SOC Infektionen und
Infektionskrankheiten) der Studie KEYNOTE 826
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Abbildung 4G-18: Kaplan-Meier-Kurve fiir die Subgruppenanalyse nach Alter (Jahre) (< 65 vs.
> 65) fur den Endpunkt Unerwiinschte Ereignisse (gegliedert nach SOC und PT) fiir den PT
Schmerzen des Muskel- und Skelettsystems (SOC Skelettmuskulatur-, Bindegewebs- und
Knochenerkrankungen) der Studie KEYNOTE 826
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Abbildung 4G-19: Kaplan-Meier-Kurve fiir die Subgruppenanalyse nach FIGO (2009) Stadium
IVB zum Zeitpunkt der Diagnose (Ja vs. Nein) fiir den Endpunkt Unerwinschte Ereignisse
(gegliedert nach SOC und PT) fir den PT Beckenschmerz (SOC Erkrankungen der
Geschlechtsorgane und der Brustdriise) der Studie KEYNOTE 826
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Anhang 4-G3: Ergebnisse der Subgruppen mit nicht signifikantem Interaktionstest
(p >0,05) (KEYNOTE 826)

Im Folgenden werden erganzend zu Abschnitt4.3.1.3.2.2 die Ergebnisse der
Subgruppenanalysen, fir die ein nicht signifikanter Interaktionstest (p>0,05) vorliegt,
dargestellt.

Alle Ergebnisse beziehen sich auf den zulassungsbegriindeten Datenschnitt (03.05.2021).

Mortalitat

Gesamtiiberleben

Tabelle 4G-4: Subgruppenanalysen mit nicht signifikantem Interaktionstest (p > 0,05) fir den
Endpunkt Gesamtlberleben aus RCT mit dem zu bewertenden Arzneimittel

Study: KEYNOTE-826% | Pembrolizumab + chemotherapy Chemotherapy Pembrolizumab +
chemotherapy vs.
Chemotherapy
Participants Median Participants Median
with Time®in with Time®in Hazard p-Value for
Event Months Event Months Ratio Interaction
Overall Survival NP n (%) [95%-CI] | NP n (%) [95 %-CI] | [95 %-CI]® p-Value®® Test’
Age (Years)
<65 232 100 Not reached |229 130 16.4 0.64 <0.001 0.670
(43.1) [19.2; -] (56.8) [14.5;19.4] | [0.49;0.83]
>65 41 18 Not reached | 46 24 15.3 0.79 0.440
(43.9) [12.6; -] (52.2) [11.5; -] [0.43; 1.45]
ECOG
0 160 53 Not reached 148 66 235 0.65 0.018 0.901
(33.1) [- -] (44.6) [16.5; -] [0.45; 0.93]
1 111 63 17.3 127 88 12.6 0.68 0.019
(56.8) [15.0; 22.3] (69.3) [9.9; 15.7] [0.49; 0.94]
Geographic Region
WHO Stratum A 123 42 Not reached 115 57 18.9 0.56 0.004 0.321
(34.1) [235; -] (49.6) [15.9; 26.0] | [0.37;0.83]
Rest of World 150 76 18.7 160 97 145 0.73 0.045
(50.7) [16.8; -] (60.6) [11.9;18.4] | [0.54;0.99]
Metastatic (FIGO [2009] Stage IVB) at Diagnosis
Yes 104 46 244 106 63 15.7 0.61 0.010 0.691
(44.2) [18.9; -] (59.4) [12.8;18.6] | [0.41;0.89]
No 169 72 Not reached |169 91 18.3 0.68 0.016
(42.6) [19.1; -] (53.8) [14.3;25.0] | [0.50;0.93]
Bevacizumab Use
Yes 175 62 Not reached |176 87 24.7 0.63 0.005 0.780
(35.4) [24.4; ] (49.4) [16.0; 26.0] | [0.45;0.87]
No 98 56 17.3 99 67 12.6 0.67 0.026
(57.1) [14.9; 22.3] (67.7) [10.1;15.7] | [0.47;0.95]
PD-L1 Status
1<CPS<10 115 52 244 116 66 15.9 0.68 0.039 0.713
(45.2) [18.2; -] (56.9) [13.4;23.5] | [0.47;0.98]
CPS>10 158 66 Not reached {159 88 16.4 0.63 0.005
(41.8) [19.1; 1] (55.3) [14.0; 25.0] | [0.46;0.87]
Race
White 153 67 24.4 172 102 14.6 0.60 0.001 0.336
(43.8) [18.7; -] (59.3) [12.8;18.6] | [0.44;0.82]
All Others 102 43 Not reached 87 44 21.0 0.76 0.211
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Study: KEYNOTE-8262 | Pembrolizumab + chemotherapy Chemotherapy Pembrolizumab +
chemotherapy vs.
Chemotherapy
Participants Median Participants Median

with Time®in with Time®in Hazard p-Value for

Event Months Event Months Ratio Interaction
Overall Survival NP n (%) [95 %-Cl] NP n (%) [95 %-CI] | [95 %-CI]¢ p-Value®® Test

(42.2) [19.1; -] | (50.6) [15.7; -] | [0.50; 1.16]

interaction term)

a: Database Cutoff Date: 03MAY2021
b: Number of participants: intention-to-treat population with CPS >1
c: From product-limit (Kaplan-Meier) method for censored data
d: Based on Cox regression model with treatment as a covariate using Wald confidence interval
e: Two-sided p-value using Wald test (Score test in case of zero event in one treatment group)
f: Based on Cox model with treatment and subgroup as covariates, and treatment-by-subgroup interaction (p-value of likelihood ratio test for

ClI: Confidence Interval; CPS: Combined Positive Score; ECOG: Eastern Cooperative Oncology Group; FIGO: International Federation of
Gynecology and Obstetrics; PD-L1: Programmed Cell Death-Ligand 1; WHO: World Health Organization

Morbiditat

Zeit bis zur ersten Folgetherapie oder Tod

Tabelle 4G-5: Subgruppenanalysen mit nicht signifikantem Interaktionstest (p > 0,05) fir den
Endpunkt Zeit bis zur ersten Folgetherapie oder Tod aus RCT mit dem zu bewertenden

Arzneimittel

Study: KEYNOTE-826% | Pembrolizumab + chemotherapy Chemotherapy Pembrolizumab +
chemotherapy vs.
Chemotherapy
Participants Median Participants Median
with Time®in with Time®in Hazard p-Value for
Time to Subsequent Event Months Event Months Ratio Interaction
Therapy or Death NP n (%) [95%-CI] |N°® n (%) [95 %-CI] | [95 %-CI]¢ p-Valued® Test’
Age (Years)
<65 232 125 17.1 229 167 11.6 0.57 <0.001 0.752
(53.9) [14.8; 21.7] (72.9) [10.1;13.1] | [0.45;0.72]
>65 41 22 17.7 46 33 10.9 0.67 0.148
(53.7) [9.3; -] (71.7) [9.2;14.3] | [0.39;1.15]
ECOG
0 160 72 Not reached | 148 93 133 0.57 <0.001 0.733
(45.0) [17.7; -] (62.8) [11.4;15.9] | [0.42;0.77]
1 111 73 12.8 127 107 9.6 0.62 0.002
(65.8) [10.2; 15.8] (84.3) [8.3; 11.6] [0.46; 0.83]
Geographic Region
WHO Stratum A 123 62 189 115 87 11.9 0.50 <0.001 0.224
(50.4) [14.8; -] (75.7) [10.1;14.1] | [0.36;0.69]
Rest of World 150 85 16.8 160 113 10.7 0.67 0.005
(56.7) [12.7; 21.7] (70.6) [9.6;12.71 | [0.50;0.88]
Metastatic (FIGO [2009] Stage IVB) at Diagnosis
Yes 104 61 15.8 106 82 11.7 0.62 0.005 0.576
(58.7) [12.4; 18.9] (77.4) [10.1;13.8] | [0.44; 0.86]
No 169 86 19.8 169 118 111 0.57 <0.001
(50.9) [15.4; -] (69.8) [9.3;13.2] [0.43;0.75]
Bevacizumab Use
Yes 175 84 217 176 118 12.8 0.59 <0.001 0.802
(48.0) [16.4; -] (67.0) [11.4;15.3] | [0.44;0.78]
No 98 63 14.7 99 82 9.3 0.56 <0.001
(64.3) [11.3;17.7] (82.8) [7.8;10.5] | [0.40;0.79]

PD-L1 Status
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Study: KEYNOTE-826% | Pembrolizumab + chemotherapy Chemotherapy Pembrolizumab +
chemotherapy vs.
Chemotherapy
Participants Median Participants Median
with Time®in with Time®in Hazard p-Value for
Time to Subsequent Event Months Event Months Ratio Interaction
Therapy or Death NP n (%) [95 %-Cl] NP n (%) [95 %-Cl] [95 %-CI]¢ p-Valued® Test
1<CPS<10 115 66 16.0 116 83 115 0.64 0.007 0411
(57.4) [13.7; 21.7] (71.6) [9.9;13.3] | [0.46;0.89]
CPS>10 158 81 18.7 159 117 114 0.54 <0.001
(51.3) [14.5; -] (73.6) [9.6;13.8] | [0.41;0.72]

a: Database Cutoff Date: 03MAY2021
b: Number of participants: intention-to-treat population with CPS >1

¢: From product-limit (Kaplan-Meier) method for censored data

d: Based on Cox regression model with treatment as a covariate using Wald confidence interval
e: Two-sided p-value using Wald test (Score test in case of zero event in one treatment group)
f: Based on Cox model with treatment and subgroup as covariates, and treatment-by-subgroup interaction (p-value of likelihood ratio test for

interaction term)

Cl: Confidence Interval; CPS: Combined Positive Score; ECOG: Eastern Cooperative Oncology Group; FIGO: International Federation of
Gynecology and Obstetrics; PD-L1: Programmed Cell Death-Ligand 1; WHO: World Health Organization

Krankheitssymptomatik und Gesundheitszustand
EORTC QLQ-C30: Symptomskala Erschopfung
Tabelle 4G-6: Subgruppenanalysen mit nicht signifikantem Interaktionstest (p > 0,05) fur die

Symptomskala Erschdpfung des EORTC QLQ-C30 aus RCT mit dem zu bewertenden

Arzneimittel
Study: Pembrolizumab + chemotherapy Chemotherapy Pembrolizumab +
KEYNOTE-8262 chemotherapy vs.
Chemotherapy
EORTC QLQ- Participants Median Participants Median
C30 with Time®in with Time®in Hazard p-Value for
Fatigue Event Months Event Months Ratio Interaction
NP n (%) [95%-CI] | N° n (%) [95 %-Cl] [95 %-CI]¢  p-Valued® Testf
Age (Years)
<65 208 132 3.9 211 120 3.7 1.06 0.671 0.802
(63.5) [3.0; 6.3] (56.9) [3.2;7.0] [0.82; 1.35]
> 65 38 27 19 42 31 2.3 1.12 0.658
(71.2) [0.7; 2.9] (73.8) [1.4; 4.4] [0.67; 1.89]
ECOG
0 150 102 28 140 89 3.2 1.08 0.584 0.812
(68.0) [2.1;3.9] (63.6) [2.3; 4.0] [0.81; 1.44]
1 95 57 5.0 113 62 49 0.98 0.933
(60.0) [3.1;9.3] (54.9) [3.5;8.2] [0.69; 1.41]
Geographic Region
WHO Stratum A | 112 73 34 107 65 3.0 0.95 0.768 0.427
(65.2) [2.2; 4.6] (60.7) [2.3;3.7] [0.68; 1.33]
Rest of World 134 86 3.7 146 86 4.6 1.12 0.453
(64.2) [2.1;6.3] (58.9) [3.2;8.0] [0.83; 1.51]
Metastatic (FIGO [2009] Stage I\VVB) at Diagnosis
Yes 95 60 3.9 100 58 6.2 111 0.559 0.667
(63.2) [2.9; 6.9] (58.0) [3.5; 8.6] [0.78; 1.60]
No 151 99 3.0 153 93 3.2 1.02 0.895
(65.6) [2.1; 4.6] (60.8) [2.3; 4.4] [0.77; 1.35]
Bevacizumab Use
Yes 155 102 37 164 103 3.6 1.01 0.927 0.660
(65.8) [2.1;5.5] (62.8) [2.8; 4.9] [0.77;1.33]
No 91 57 3.7 89 48 3.7 1.13 0.545
(62.6) [2.4;8.1] (53.9) [2.4;8.2] [0.77; 1.66]
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Study: Pembrolizumab + chemotherapy Chemotherapy Pembrolizumab +
KEYNOTE-8262 chemotherapy vs.
Chemotherapy
EORTC QLQ- Participants Median Participants Median
C30 with Time®in with Time®in Hazard p-Value for
Fatigue Event Months Event Months Ratio Interaction
NP n (%) [95 %-CI] | NP n (%) [95 %-CI] [95 %-CI]® p-Value®® Test'
PD-L1 Status
1<CPS<10 108 72 29 104 62 37 1.08 0.665 0.752
(66.7) [2.1;5.5] (59.6) [2.7;8.0] [0.77, 1.51]
CPS>10 138 87 42 149 89 35 1.02 0.891
(63.0) [2.8;6.3] (59.7) [2.8;7.0] [0.76; 1.37]

a: Database Cutoff Date: 03MAY 2021

b: Number of participants: all-comer full analysis set with CPS >1

¢: From product-limit (Kaplan-Meier) method for censored data

d: Based on Cox regression model with treatment as a covariate using Wald confidence interval

e: Two-sided p-value using Wald test (Score test in case of zero event in one treatment group)

f: Based on Cox model with treatment and subgroup as covariates, and treatment-by-subgroup interaction (p-value of likelihood ratio test for
interaction term)

Cl: Confidence Interval; CPS: Combined Positive Score; ECOG: Eastern Cooperative Oncology Group; EORTC QLQ-C30: European
Organization for Research and Treatment of Cancer Quality of Life Questionnaire - Core 30 items; FIGO: International Federation of

Gynecology and Obstetrics; PD-L1: Programmed Cell Death-Ligand 1; WHO: World Health Organization

EORTC QLQ-C30: Symptomskala Ubelkeit und Erbrechen

Tabelle 4G-7: Subgruppenanalysen mit nicht signifikantem Interaktionstest (p > 0,05) fur die
Symptomskala Ubelkeit und Erbrechen des EORTC QLQ-C30 aus RCT mit dem zu
bewertenden Arzneimittel

Study: Pembrolizumab + chemotherapy Chemotherapy Pembrolizumab +
KEYNOTE-8262 chemotherapy vs.
Chemotherapy
EORTC QLQ- Participants Median Participants Median
C30 with Time®in with Time®in Hazard p-Value for
Nausea and Event Months Event Months Ratio Interaction
Vomiting NP n (%) [95%-CI] | N° n (%) [95 %-ClI] [95 %-CI]¢ p-Value®® Test'
Age (Years)
<65 208 145 3.0 211 144 28 0.97 0.768 0.991
(69.7) [2.4;3.7] (68.2) [2.1;4.1] [0.77; 1.22]
>65 38 25 2.8 42 27 21 1.00 0.991
(65.8) [1.5;5.5] (64.3) [1.2;3.4] [0.58; 1.73]
ECOG
0 150 103 28 140 104 23 0.87 0.310 0.226
(68.7) [2.1;3.9] (74.3) [2.0;3.4] [0.66; 1.14]
1 95 67 3.0 113 67 3.6 1.14 0.439
(70.5) [2.1; 4.1] (59.3) [2.1;5.7] [0.81; 1.60]
Geographic Region
WHO Stratum A | 112 81 3.0 107 74 34 1.00 0.976 0.767
(72.3) [2.2;4.2] (69.2) [2.1;5.6] [0.73; 1.36]
Rest of World 134 89 2.9 146 97 2.3 0.94 0.700
(66.4) [2.1; 4.0] (66.4) [1.7;3.9] [0.71; 1.26]
Metastatic (FIGO [2009] Stage I\VVB) at Diagnosis
Yes 95 65 3.8 100 67 34 0.97 0.866 0.979
(68.4) [2.8; 4.8] (67.0) [2.1;5.6] [0.69; 1.37]
No 151 105 2.7 153 104 2.3 0.97 0.830
(69.5) [2.1;3.4] (68.0) [1.9;3.5] [0.74; 1.27]
Bevacizumab Use
Yes 155 109 3.0 164 118 28 0.92 0.555 0.495
(70.3) [2.3;3.9] (72.0) [2.1;3.9] [0.71; 1.20]
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Study: Pembrolizumab + chemotherapy Chemotherapy Pembrolizumab +
KEYNOTE-8262 chemotherapy vs.
Chemotherapy
EORTC QLQ- Participants Median Participants Median
C30 with Time®in with Time®in Hazard p-Value for
Nausea and Event Months Event Months Ratio Interaction
Vomiting NP n (%) [95%-CI] | N° n (%) [95 %-Cl] [95%-CI]¢  p-Valued® Testf
No 91 61 2.9 89 53 2.6 1.07 0.723
(67.0) [2.1; 4.5] (59.6) [2.0; 6.9] [0.74; 1.54]
PD-L1 Status
1<CPS<10 108 72 3.7 104 72 22 0.80 0.172 0.134
(66.7) [2.8; 4.9] (69.2) [1.4; 4.0] [0.57; 1.10]
CPS>10 138 98 2.7 149 99 2.8 1.12 0.425
(71.0) [2.1; 3.5] (66.4) [2.1;4.2] [0.85; 1.48]

a: Database Cutoff Date: 03MAY2021

b: Number of participants: all-comer full analysis set with CPS >1

¢: From product-limit (Kaplan-Meier) method for censored data

d: Based on Cox regression model with treatment as a covariate using Wald confidence interval

e: Two-sided p-value using Wald test (Score test in case of zero event in one treatment group)

f: Based on Cox model with treatment and subgroup as covariates, and treatment-by-subgroup interaction (p-value of likelihood ratio test for
interaction term)

Cl: Confidence Interval; CPS: Combined Positive Score; ECOG: Eastern Cooperative Oncology Group; EORTC QLQ-C30: European
Organization for Research and Treatment of Cancer Quality of Life Questionnaire - Core 30 items; FIGO: International Federation of
Gynecology and Obstetrics; PD-L1: Programmed Cell Death-Ligand 1; WHO: World Health Organization

EORTC QLQ-C30: Symptomskala Schmerz

Tabelle 4G-8: Subgruppenanalysen mit nicht signifikantem Interaktionstest (p > 0,05) fur die
Symptomskala Schmerz des EORTC QLQ-C30 aus RCT mit dem zu bewertenden
Arzneimittel

Study: Pembrolizumab + chemotherapy Chemotherapy Pembrolizumab +
KEYNOTE-8262 chemotherapy vs.
Chemotherapy
EORTC QLQ- Participants Median Participants Median
C30 with Time®in with Time®in Hazard p-Value for
Pain Event Months Event Months Ratio Interaction
NP n (%) [95 %-CI] | N° n (%) [95 %-Cl] [95 %-CI]¢  p-Valued® Testf
Age (Years)
<65 208 132 4.6 211 131 3.8 0.95 0.702 0.408
(63.5) [3.5; 6.3] (62.1) [2.7;5.2] [0.75; 1.21]
>65 38 23 21 42 33 21 0.73 0.262
(60.5) [1.0; 18.0] (78.6) [0.9; 3.5] [0.43; 1.26]
ECOG
0 150 95 35 140 102 2.8 0.82 0.163 0.253
(63.3) [2.1;5.3] (72.9) [1.4;3.7] [0.62; 1.08]
1 95 59 5.8 113 62 52 1.04 0.815
(62.1) [4.2;7.6] (54.9) [2.8;9.3] [0.73; 1.49]
Geographic Region
WHO Stratum A | 112 69 3.7 107 73 2.7 0.81 0.222 0.316
(61.6) [2.1;7.6] (68.2) [1.4;4.7] [0.59; 1.13]
Rest of World 134 86 5.0 146 91 43 1.00 0.994
(64.2) [3.4; 6.3] (62.3) [2.8;6.0] [0.74; 1.34]
Metastatic (FIGO [2009] Stage I\VVB) at Diagnosis
Yes 95 61 3.9 100 61 47 1.08 0.670 0.226
(64.2) [2.1;6.3] (61.0) [2.8;7.0] [0.76; 1.54]
No 151 94 4.6 153 103 2.8 0.82 0.165
(62.3) [3.4; 6.9] (67.3) [2.1; 3.8] [0.62; 1.09]
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Study: Pembrolizumab + chemotherapy Chemotherapy Pembrolizumab +
KEYNOTE-826° chemotherapy vs.
Chemotherapy
EORTC QLQ- Participants Median Participants Median
C30 with Time®in with Time®in Hazard p-Value for
Pain Event Months Event Months Ratio Interaction
NP n (%) [95%-CI] | N° n (%) [95 %-CI] [95 %-CI]¢ p-Value®® Test
Bevacizumab Use
Yes 155 106 3.7 164 108 2.8 0.97 0.825 0.473
(68.4) [2.1; 5.0] (65.9) [2.1;4.3] [0.74; 1.27]
No 91 49 5.8 89 56 4.3 0.81 0.292
(53.8) [3.4; 16.6] (62.9) [2.3;5.7] [0.55; 1.19]
PD-L1 Status
1<CPS<10 108 68 4.2 104 67 2.8 0.89 0.481 0.776
(63.0) [2.1; 5.6] (64.4) [1.5;4.7] [0.63; 1.24]
CPS>10 138 87 46 149 97 38 0.93 0.635
(63.0) [3.0; 6.9] (65.1) [2.3;5.6] [0.70; 1.25]

a: Database Cutoff Date: 03MAY 2021

b: Number of participants: all-comer full analysis set with CPS >1

c¢: From product-limit (Kaplan-Meier) method for censored data

d: Based on Cox regression model with treatment as a covariate using Wald confidence interval
e: Two-sided p-value using Wald test (Score test in case of zero event in one treatment group)

f: Based on Cox model with treatment and subgroup as covariates, and treatment-by-subgroup interaction (p-value of likelihood ratio test for
interaction term)

Cl: Confidence Interval; CPS: Combined Positive Score; ECOG: Eastern Cooperative Oncology Group; EORTC QLQ-C30: European
Organization for Research and Treatment of Cancer Quality of Life Questionnaire - Core 30 items; FIGO: International Federation of
Gynecology and Obstetrics; PD-L1: Programmed Cell Death-Ligand 1; WHO: World Health Organization

EORTC QLQ-C30: Symptomskala Dyspnoe

Tabelle 4G-9: Subgruppenanalysen mit nicht signifikantem Interaktionstest (p > 0,05) fur die
Symptomskala Dyspnoe des EORTC QLQ-C30 aus RCT mit dem zu bewertenden
Arzneimittel

Study: Pembrolizumab + chemotherapy Chemotherapy Pembrolizumab +
KEYNOTE-8262 chemotherapy vs.
Chemotherapy
EORTC QLQ- Participants Median Participants Median
C30 with Time®in with Time®in Hazard p-Value for
Dyspnoea Event Months Event Months Ratio Interaction
NP n (%) [95 %-CI] | NP n (%) [95 %-Cl] [95 %-CI]® p-Value®® Test'
Age (Years)
<65 208 136 4.2 211 111 6.2 1.28 0.051 0.745
(65.4) [2.8; 4.9] (52.6) [4.2;8.6] [1.00; 1.65]
>65 38 28 2.1 42 29 3.2 1.39 0.221
(73.7) [1.4;3.9] (69.0) [1.4;9.2] [0.82; 2.34]
ECOG
0 150 105 28 140 79 6.7 1.40 0.023 0.330
(70.0) [2.1;4.1] (56.4) [3.3;9.8] [1.05; 1.88]
1 95 59 4.9 113 61 6.2 111 0.574
(62.1) [2.9;6.7] (54.0) [3.5;8.5] [0.77; 1.59]
Geographic Region
WHO Stratum A | 112 80 29 107 66 35 1.16 0.371 0.485
(71.4) [2.1; 4.4] (61.7) [2.8;6.7] [0.84; 1.61]
Rest of World 134 84 4.5 146 74 7.7 1.37 0.0509
(62.7) [2.8; 5.6] (50.7) [5.6;16.8] | [1.00;1.87]
Metastatic (FIGO [2009] Stage I\VVB) at Diagnosis
Yes 95 58 3.9 100 61 5.6 1.09 0.629 0.257
(61.1) [2.2;6.3] (61.0) [3.3;8.3] [0.76; 1.57]
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Study: Pembrolizumab + chemotherapy Chemotherapy Pembrolizumab +
KEYNOTE-8262 chemotherapy vs.
Chemotherapy
EORTC QLQ- Participants Median Participants Median
C30 with Time®in with Time®in Hazard p-Value for
Dyspnoea Event Months Event Months Ratio Interaction
NP n (%) [95 %-CI] | NP n (%) [95 %-CI] [95 %-CI]® p-Value®® Test'
No 151 106 3.3 153 79 6.2 1.42 0.018
(70.2) [2.6; 4.9] (51.6) [3.5; 16.8] [1.06; 1.91]
Bevacizumab Use
Yes 155 105 39 164 90 6.7 131 0.060 0.719
(67.7) [2.6; 4.8] (54.9) [3.5;9.3] [0.99; 1.74]
No 91 59 2.9 89 50 54 1.20 0.352
(64.8) [2.2;4.9] (56.2) [2.8; 8.5] [0.82; 1.75]
PD-L1 Status
1<CPS<10 108 70 4.6 104 62 54 1.06 0.755 0.139
(64.8) [2.8; 5.6] (59.6) [2.8; 8.6] [0.75; 1.49]
CPS>10 138 94 3.0 149 78 6.7 1.48 0.010
(68.1) [2.1; 4.4] (52.3) [3.5;9.3] [1.10; 2.01]

a: Database Cutoff Date: 03MAY 2021

b: Number of participants: all-comer full analysis set with CPS >1

¢: From product-limit (Kaplan-Meier) method for censored data

d: Based on Cox regression model with treatment as a covariate using Wald confidence interval

e: Two-sided p-value using Wald test (Score test in case of zero event in one treatment group)

f: Based on Cox model with treatment and subgroup as covariates, and treatment-by-subgroup interaction (p-value of likelihood ratio test for
interaction term)

g: Unrounded p-value < 0.050

Cl: Confidence Interval; CPS: Combined Positive Score; ECOG: Eastern Cooperative Oncology Group; EORTC QLQ-C30: European
Organization for Research and Treatment of Cancer Quality of Life Questionnaire - Core 30 items; FIGO: International Federation of
Gynecology and Obstetrics; PD-L1: Programmed Cell Death-Ligand 1; WHO: World Health Organization

EORTC QLQ-C30: Symptomskala Schlaflosigkeit

Tabelle 4G-10: Subgruppenanalysen mit nicht signifikantem Interaktionstest (p > 0,05) fiir die
Symptomskala Schlaflosigkeit des EORTC QLQ-C30 aus RCT mit dem zu bewertenden
Arzneimittel

Study: Pembrolizumab + chemotherapy Chemotherapy Pembrolizumab +
KEYNOTE-8262 chemotherapy vs.
Chemotherapy
EORTC QLQ- Participants Median Participants Median
C30 with Time®in with Time®in Hazard p-Value for
Insomnia Event Months Event Months Ratio Interaction
NP n (%) [95 %-C1] | N° n (%) [95 %-Cl] [95 %-CI]¢  p-Value®® Test’
Age (Years)
<65 208 117 5.6 211 108 72 1.13 0.360 0.279
(56.3) [3.5; 10.6] (51.2) [4.9; 13.3] [0.87; 1.47]
>65 38 24 55 42 29 35 0.78 0.382
(63.2) [1.5;7.6] (69.0) [2.1;6.3] [0.45; 1.35]
ECOG
0 150 89 5.0 140 83 59 1.03 0.847 0.854
(59.3) [3.5; 7.5] (59.3) [4.4;8.7] [0.76; 1.39]
1 95 51 6.3 113 54 7.6 1.08 0.684
(53.7) [2.8;19.4] (47.8) [4.9; 17.5] [0.74; 1.59]
Geographic Region
WHO Stratum A | 112 65 5.7 107 53 8.3 112 0.543 0.705
(58.0) [3.5; 12.2] (49.5) [4.9;156] | [0.78;1.61]
Rest of World 134 76 5.1 146 84 5.9 1.03 0.847
(56.7) [3.0;7.2] (57.5) [4.3;8.3] [0.76; 1.41]
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Study: Pembrolizumab + chemotherapy Chemotherapy Pembrolizumab +
KEYNOTE-8262 chemotherapy vs.
Chemotherapy
EORTC QLQ- Participants Median Participants Median
C30 with Time®in with Time®in Hazard p-Value for
Insomnia Event Months Event Months Ratio Interaction
NP n (%) [95 %-CI] | NP n (%) [95 %-CI] [95 %-CI]® p-Value®® Test'
Metastatic (FIGO [2009] Stage I\VVB) at Diagnosis
Yes 95 56 5.1 100 55 6.2 1.09 0.664 0.905
(58.9) [2.9;9.0] (55.0) [3.5; 11.6] [0.75; 1.58]
No 151 85 5.6 153 82 6.5 1.04 0.794
(56.3) [3.5; 11.9] (53.6) [4.8;105] | [0.77;1.41]
Bevacizumab Use
Yes 155 93 55 164 89 7.1 1.10 0.532 0.649
(60.0) [3.4; 10.6] (54.3) [4.8;13.3] [0.82; 1.47]
No 91 48 5.6 89 48 5.7 0.98 0.921
(52.7) [3.4;19.5] (53.9) [4.3;9.2] [0.66; 1.46]
PD-L1 Status
1<CPS<10 108 58 6.3 104 59 5.0 0.90 0.569 0.234
(53.7) [3.5; 19.5] (56.7) [3.6;7.2] [0.63; 1.29]
CPS>10 138 83 5.0 149 78 8.3 1.20 0.255
(60.1) [3.1;7.5] (52.3) [4.7;14.8] [0.88; 1.63]

a: Database Cutoff Date: 03MAY2021

b: Number of participants: all-comer full analysis set with CPS >1

c¢: From product-limit (Kaplan-Meier) method for censored data

d: Based on Cox regression model with treatment as a covariate using Wald confidence interval
e: Two-sided p-value using Wald test (Score test in case of zero event in one treatment group)

f: Based on Cox model with treatment and subgroup as covariates, and treatment-by-subgroup interaction (p-value of likelihood ratio test for
interaction term)

Cl: Confidence Interval; CPS: Combined Positive Score; ECOG: Eastern Cooperative Oncology Group; EORTC QLQ-C30: European

Organization for Research and Treatment of Cancer Quality of Life Questionnaire - Core 30 items; FIGO: International Federation of
Gynecology and Obstetrics; PD-L1: Programmed Cell Death-Ligand 1; WHO: World Health Organization

EORTC QLQ-C30: Symptomskala Appetitverlust

Tabelle 4G-11: Subgruppenanalysen mit nicht signifikantem Interaktionstest (p > 0,05) fir die

Symptomskala Appetitverlust des EORTC QLQ-C30 aus RCT mit dem zu bewertenden
Arzneimittel

Study: Pembrolizumab + chemotherapy Chemotherapy Pembrolizumab +
KEYNOTE-826% chemotherapy vs.
Chemotherapy
EORTC QLQ- Participants Median Participants Median
C30 with Time®in with Time®in Hazard p-Value for
Appetite Loss Event Months Event Months Ratio Interaction
NP n (%) [95%-CI] | N° n (%) [95 %-Cl] [95 %-CI]® p-Value®® Test'
Age (Years)
<65 208 117 6.9 211 114 6.2 0.93 0.558 0.131
(56.3) [4.6; 10.3] (54.0) [4.7;9.2] [0.71; 1.20]
>65 38 27 24 42 25 3.6 151 0.144
(71.1) [1.4; 4.3] (59.5) [2.4;-] [0.87; 2.61]
ECOG
0 150 92 52 140 83 53 0.98 0.912 0.949
(61.3) [3.5;8.3] (59.3) [3.7;7.6] [0.73; 1.32]
1 95 52 6.0 113 56 6.6 1.01 0.955
(54.7) [3.9;14.7] (49.6) [4.2;175] | [0.69;1.48]
Geographic Region
WHO Stratum A | 112 65 5.6 107 64 6.2 0.87 0.440 0.431
(58.0) [3.5; 14.7] (59.8) [4.2;9.2] [0.62; 1.24]
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Study: Pembrolizumab + chemotherapy Chemotherapy Pembrolizumab +
KEYNOTE-8262 chemotherapy vs.
Chemotherapy
EORTC QLQ- Participants Median Participants Median
C30 with Time®in with Time®in Hazard p-Value for
Appetite Loss Event Months Event Months Ratio Interaction
NP n (%) [95 %-CI] | NP n (%) [95 %-CI] [95 %-CI]® p-Value®® Test'
Rest of World 134 79 5.5 146 75 5.9 1.09 0.577
(59.0) [3.9; 8.6] (51.4) [3.5; -] [0.80; 1.50]
Metastatic (FIGO [2009] Stage I\VVB) at Diagnosis
Yes 95 59 53 100 52 6.9 1.27 0.212 0.098
(62.1) [2.9; 8.4] (52.0) [4.9;12.0] | [0.87;1.84]
No 151 85 6.0 153 87 4.4 0.84 0.270
(56.3) [4.2;13.4] (56.9) [2.8;7.0] [0.63; 1.14]
Bevacizumab Use
Yes 155 98 5.0 164 96 5.6 0.99 0.953 >0.999
(63.2) [3.6; 8.0] (58.5) [3.5; 7.0] [0.75; 1.32]
No 91 46 7.7 89 43 6.6 0.99 0.974
(50.5) [3.8; 16.6] (48.3) [4.4;175] | [0.65;1.51]
PD-L1 Status
1<CPS<10 108 65 5.5 104 62 4.9 0.85 0.372 0.439
(60.2) [3.7;10.3] (59.6) [3.6;7.0] [0.60; 1.21]
CPS>10 138 79 5.6 149 77 6.2 1.07 0.658
(57.2) [3.7;9.1] (51.7) [4.2;175] | [0.78;1.47]

a: Database Cutoff Date: 03MAY2021

b: Number of participants: all-comer full analysis set with CPS >1
¢: From product-limit (Kaplan-Meier) method for censored data

d: Based on Cox regression model with treatment as a covariate using Wald confidence interval
e: Two-sided p-value using Wald test (Score test in case of zero event in one treatment group)
f: Based on Cox model with treatment and subgroup as covariates, and treatment-by-subgroup interaction (p-value of likelihood ratio test for

interaction term)

Cl: Confidence Interval; CPS: Combined Positive Score; ECOG: Eastern Cooperative Oncology Group; EORTC QLQ-C30: European
Organization for Research and Treatment of Cancer Quality of Life Questionnaire - Core 30 items; FIGO: International Federation of
Gynecology and Obstetrics; PD-L1: Programmed Cell Death-Ligand 1; WHO: World Health Organization

EORTC QLQ-C30: Symptomskala Verstopfung
Tabelle 4G-12: Subgruppenanalysen mit nicht signifikantem Interaktionstest (p > 0,05) fiir die

Symptomskala Verstopfung des EORTC QLQ-C30 aus RCT mit dem zu bewertenden

Arzneimittel
Study: Pembrolizumab + chemotherapy Chemotherapy Pembrolizumab +
KEYNOTE-8262 chemotherapy vs.
Chemotherapy
EORTC QLQ- Participants Median Participants Median
C30 with Time®in with Time®in Hazard p-Value for
Constipation Event Months Event Months Ratio Interaction
NP n (%) [95 %-CI] | N° n (%) [95 %-Cl] [95 %-CI]¢  p-Value®® Testf
ECOG
0 150 92 2.9 140 92 33 0.93 0.610 0.438
(61.3) [2.1;6.3] (65.7) [2.1;5.5] [0.69; 1.24]
1 95 50 5.1 113 56 72 112 0.565
(52.6) [2.1;-] (49.6) [4.1; -] [0.76; 1.64]
Geographic Region
WHO Stratum A | 112 70 2.8 107 66 2.9 0.98 0.922 0.886
(62.5) [2.1;6.3] (61.7) [2.1;6.2] [0.70; 1.38]
Rest of World 134 72 6.2 146 82 5.8 1.01 0.970
(53.7) [2.2; 14.5] (56.2) [3.6;11.1] | [0.73;1.38]
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Study: Pembrolizumab + chemotherapy Chemotherapy Pembrolizumab +
KEYNOTE-8262 chemotherapy vs.
Chemotherapy
EORTC QLQ- Participants Median Participants Median
C30 with Time®in with Time®in Hazard p-Value for
Constipation Event Months Event Months Ratio Interaction
NP n (%) [95 %-CI] | NP n (%) [95 %-CI] [95 %-CI]® p-Value®® Test'
Metastatic (FIGO [2009] Stage I\VVB) at Diagnosis
Yes 95 54 6.3 100 59 6.6 0.96 0.837 0.759
(56.8) [2.1;9.3] (59.0) [2.3;8.5] [0.67; 1.39]
No 151 88 35 153 89 41 1.04 0.780
(58.3) [2.1;6.3] (58.2) [2.8;6.2] [0.78; 1.40]
Bevacizumab Use
Yes 155 92 4.1 164 102 43 0.94 0.656 0.410
(59.4) [2.1;7.5] (62.2) [2.2;7.0] [0.71; 1.24]
No 91 50 5.1 89 46 49 1.15 0.485
(54.9) [2.1;9.3] (51.7) [3.3; -] [0.77,1.72]
PD-L1 Status
1<CPS<10 108 66 35 104 61 4.9 111 0.570 0.461
(61.1) [2.1;7.4] (58.7) [2.8;10.7] | [0.78;1.57]
CPS>10 138 76 5.6 149 87 4.2 0.94 0.669
(55.1) [2.1; 14.4] (58.4) [2.8; 7.0] [0.69; 1.27]

a: Database Cutoff Date: 03MAY 2021

b: Number of participants: all-comer full analysis set with CPS >1

c¢: From product-limit (Kaplan-Meier) method for censored data

d: Based on Cox regression model with treatment as a covariate using Wald confidence interval

e: Two-sided p-value using Wald test (Score test in case of zero event in one treatment group)

f: Based on Cox model with treatment and subgroup as covariates, and treatment-by-subgroup interaction (p-value of likelihood ratio test for
interaction term)

Cl: Confidence Interval; CPS: Combined Positive Score; ECOG: Eastern Cooperative Oncology Group; EORTC QLQ-C30: European
Organization for Research and Treatment of Cancer Quality of Life Questionnaire - Core 30 items; FIGO: International Federation of

Gynecology and Obstetrics; PD-L1: Programmed Cell Death-Ligand 1; WHO: World Health Organization

EORTC QLQ-C30: Symptomskala Diarrhd

Tabelle 4G-13: Subgruppenanalysen mit nicht signifikantem Interaktionstest (p > 0,05) fiir die
Symptomskala Diarrhé des EORTC QLQ-C30 aus RCT mit dem zu bewertenden

Arzneimittel
Study: Pembrolizumab + chemotherapy Chemotherapy Pembrolizumab +
KEYNOTE-8262 chemotherapy vs.
Chemotherapy
EORTC QLQ- Participants Median Participants Median
C30 with Time®in with Time®in Hazard p-Value for
Diarrhea Event Months Event Months Ratio Interaction
NP n (%) [95%-CI] | N° n (%) [95 %-ClI] [95 %-CI]¢ p-Value®® Test'
Age (Years)
<65 208 126 4.7 211 110 6.4 1.17 0.225 0.520
(60.6) [3.0; 7.5] (52.1) [4.8;10.6] | [0.91;1.51]
>65 38 20 2.1 42 21 6.9 1.46 0.235
(52.6) [1.4; ] (50.0) [3.0; ] [0.78; 2.70]
ECOG
0 150 93 3.8 140 74 6.9 1.28 0.119 0.619
(62.0) [2.3;7.0] (52.9) [4.8;10.6] | [0.94;1.73]
1 95 53 51 113 57 6.2 113 0.509
(55.8) [3.0;9.2] (50.4) [3.6; 13.4] [0.78; 1.65]
Geographic Region
WHO Stratum A | 112 67 4.9 107 52 8.3 1.19 0.353 0.834
(59.8) [2.9;7.5] (48.6) [3.2; -] [0.83; 1.71]
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Study: Pembrolizumab + chemotherapy Chemotherapy Pembrolizumab +
KEYNOTE-8262 chemotherapy vs.
Chemotherapy
EORTC QLQ- Participants Median Participants Median
C30 with Time®in with Time®in Hazard p-Value for
Diarrhea Event Months Event Months Ratio Interaction
NP n (%) [95 %-CI] | NP n (%) [95 %-CI] [95 %-CI]® p-Value®® Test'
Rest of World 134 79 3.8 146 79 6.4 1.24 0.174
(59.0) [2.4;9.0] (54.1) [4.8;8.0] [0.91; 1.70]
Metastatic (FIGO [2009] Stage I\VVB) at Diagnosis
Yes 95 54 4.1 100 47 8.3 1.55 0.028 0.111
(56.8) [2.1;7.7] (47.0) [5.6; -] [1.05; 2.30]
No 151 92 4.8 153 84 5.0 1.04 0.814
(60.9) [2.9;9.0] (54.9) [3.1;8.0] [0.77; 1.39]
Bevacizumab Use
Yes 155 99 4.1 164 91 6.2 1.24 0.136 0.859
(63.9) [2.8;6.2] (55.5) [4.2;9.9] [0.93; 1.65]
No 91 47 6.5 89 40 75 1.19 0.409
(51.6) [2.8;21.8] (44.9) [4.8; -] [0.78; 1.82]
PD-L1 Status
1<CPS<10 108 60 5.6 104 53 6.9 1.14 0.499 0.623
(55.6) [3.7;11.8] (51.0) [4.9; -] [0.78; 1.64]
CPS>10 138 86 35 149 78 6.0 1.28 0.119
(62.3) [2.3;7.0] (52.3) [4.2;10.6] | [0.94;1.74]

a: Database Cutoff Date: 03MAY 2021
b: Number of participants: all-comer full analysis set with CPS >1
¢: From product-limit (Kaplan-Meier) method for censored data

interaction term)

d: Based on Cox regression model with treatment as a covariate using Wald confidence interval
e: Two-sided p-value using Wald test (Score test in case of zero event in one treatment group)
f: Based on Cox model with treatment and subgroup as covariates, and treatment-by-subgroup interaction (p-value of likelihood ratio test for

Cl: Confidence Interval; CPS: Combined Positive Score; ECOG: Eastern Cooperative Oncology Group; EORTC QLQ-C30: European
Organization for Research and Treatment of Cancer Quality of Life Questionnaire - Core 30 items; FIGO: International Federation of
Gynecology and Obstetrics; PD-L1: Programmed Cell Death-Ligand 1; WHO: World Health Organization

EORTC QLQ-CX24: Symptomskala Symptomerleben

Tabelle 4G-14: Subgruppenanalysen mit nicht signifikantem Interaktionstest (p > 0,05) fiir die
Symptomskala Symptomerleben des EORTC QLQ-CX24 aus RCT mit dem zu bewertenden

Arzneimittel
Study: Pembrolizumab + chemotherapy Chemotherapy Pembrolizumab +
KEYNOTE-8262 chemotherapy vs.
Chemotherapy
EORTC QLQ- Participants Median Participants Median
CX24 with Time®in with Time®in Hazard p-Value for
Symptom Event Months Event Months Ratio Interaction
Experience NP n (%) [95 %-CI] | N° n (%) [95 %-Cl] [95 %-CI]¢  p-Value®® Testf
Age (Years)
<65 207 57 Not reached | 210 54 Not reached 0.99 0.942 0.233
(27.5) [ -] (25.7) [-:-] [0.68; 1.43]
>65 37 13 Not reached | 41 9 Not reached 1.69 0.230
(35.1) [8.3; ] (22.0) [ ] [0.72; 3.95]
ECOG
0 148 36 Not reached | 139 37 Not reached 0.89 0.608 0.165
(24.3) [ -] (26.6) [--] [0.56; 1.40]
1 95 34 Not reached | 112 26 Not reached 1.40 0.197
(35.8) [12.0; -] (23.2) [ -] [0.84; 2.34]
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Study: Pembrolizumab + chemotherapy Chemotherapy Pembrolizumab +
KEYNOTE-8262 chemotherapy vs.
Chemotherapy
EORTC QLQ- Participants Median Participants Median
CX24 with Time®in with Time®in Hazard p-Value for
Symptom Event Months Event Months Ratio Interaction
Experience NP n (%) [95%-CI] | N° n (%) [95 %-Cl] [95%-CI]¢  p-Valued® Testf
Geographic Region
WHO Stratum A | 111 31 Not reached | 106 22 Not reached 1.29 0.368 0.413
(27.9) [ -] (20.8) [ -] [0.74;2.22]
Rest of World 133 39 Not reached | 145 41 Not reached 0.96 0.840
(29.3) [19.7; -] (28.3) [ -] [0.62; 1.48]
Metastatic (FIGO [2009] Stage I\VVB) at Diagnosis
Yes 94 26 Not reached | 100 21 Not reached 1.24 0.458 0.465
27.7) [19.7; -] (21.0) [- -] [0.70; 2.21]
No 150 44 Not reached | 151 42 Not reached 0.98 0.917
(29.3) [ -] (27.8) [ -] [0.64; 1.49]
Bevacizumab Use
Yes 154 44 Not reached | 164 40 Not reached 1.09 0.705 0.930
(28.6) [ -] (24.4) [-:-] [0.71; 1.67]
No 90 26 Not reached | 87 23 Not reached 1.04 0.902
(28.9) [12.0; -] (26.4) [11.5; -] [0.59; 1.82]

a: Database Cutoff Date: 03MAY2021

b: Number of participants: all-comer full analysis set with CPS >1

c¢: From product-limit (Kaplan-Meier) method for censored data

d: Based on Cox regression model with treatment as a covariate using Wald confidence interval
e: Two-sided p-value using Wald test (Score test in case of zero event in one treatment group)

f: Based on Cox model with treatment and subgroup as covariates, and treatment-by-subgroup interaction (p-value of likelihood ratio test for
interaction term)
CI: Confidence Interval; ECOG: Eastern Cooperative Oncology Group; EORTC QLQ-CX24: European Organization for Research and Treatment

of Cancer Quality of Life Questionnaire CX24; FIGO: International Federation of Gynecology and Obstetrics; WHO: World Health
Organization

EORTC QLQ-CX24: Symptomskala Lymphddem

Tabelle 4G-15: Subgruppenanalysen mit nicht signifikantem Interaktionstest (p > 0,05) fiir die
Symptomskala Lymphddem des EORTC QLQ-CX24 aus RCT mit dem zu bewertenden
Arzneimittel

Study: Pembrolizumab + chemotherapy Chemotherapy Pembrolizumab +
KEYNOTE-826% chemotherapy vs.
Chemotherapy
EORTC QLQ- Participants Median Participants Median
CX24 with Time®in with Time®in Hazard p-Value for
Lymphoedema Event Months Event Months Ratio Interaction
NP n (%) [95%-CI] | N° n (%) [95 %-Cl] [95 %-CI]® p-Value®® Test'
Age (Years)
<65 207 101 10.3 210 88 11.6 1.07 0.640 0.991
(48.8) [6.7; -] (41.9) [7.1;-] [0.80; 1.43]
>65 37 22 5.0 41 24 44 1.04 0.899
(59.5) [2.9; 10.6] (58.5) [2.8; -] [0.58; 1.85]
ECOG
0 148 73 10.5 139 65 111 0.98 0.894 0.477
(49.3) [6.5; -] (46.8) [4.9; -] [0.70; 1.37]
1 95 49 6.2 112 47 11.2 1.16 0.461
(51.6) [4.2; 22.5] (42.0) [5.7; -] [0.78; 1.74]
Metastatic (FIGO [2009] Stage I\VVB) at Diagnosis
Yes 94 44 12.7 100 44 12.0 0.99 0.977 0.804
(46.8) [5.2; -] (44.0) [5.1; -] [0.65; 1.51]
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Study: Pembrolizumab + chemotherapy Chemotherapy Pembrolizumab +
KEYNOTE-8262 chemotherapy vs.
Chemotherapy
EORTC QLQ- Participants Median Participants Median
CX24 with Time®in with Time®in Hazard p-Value for
Lymphoedema Event Months Event Months Ratio Interaction
NP n (%) [95 %-CI] | NP n (%) [95 %-CI] [95 %-CI]® p-Value®® Test'
No 150 79 1.7 151 68 8.3 1.08 0.643
(52.7) [5.4;17.4] (45.0) [5.5; -] [0.78; 1.49]
Bevacizumab Use
Yes 154 84 8.4 164 76 11.2 111 0.495 0.530
(54.5) [5.7; 14.8] (46.3) [5.7; -] [0.82; 1.52]
No 90 39 12.7 87 36 8.3 0.97 0.902
(43.3) [4.5; -] (41.4) [4.4; -] [0.62; 1.53]
PD-L1 Status
1<CPS<10 106 56 7.2 104 52 7.8 0.92 0.668 0.456
(52.8) [5.4; 17.5] (50.0) [4.4;12.0] | [0.63;1.35]
CPS>10 138 67 9.9 147 60 Not reached 1.17 0.376
(48.6) [5.1; -] (40.8) [6.3; -] [0.83; 1.66]

a: Database Cutoff Date: 03MAY 2021

b: Number of participants: all-comer full analysis set with CPS >1

¢: From product-limit (Kaplan-Meier) method for censored data

d: Based on Cox regression model with treatment as a covariate using Wald confidence interval
e: Two-sided p-value using Wald test (Score test in case of zero event in one treatment group)

f: Based on Cox model with treatment and subgroup as covariates, and treatment-by-subgroup interaction (p-value of likelihood ratio test for
interaction term)

Cl: Confidence Interval; CPS: Combined Positive Score; ECOG: Eastern Cooperative Oncology Group; EORTC QLQ-CX24: European

Organization for Research and Treatment of Cancer Quality of Life Questionnaire CX24; FIGO: International Federation of Gynecology and
Obstetrics; PD-L1: Programmed Cell Death-Ligand 1

EORTC QLQ-CX24: Symptomskala Periphere Neuropathie

Tabelle 4G-16: Subgruppenanalysen mit nicht signifikantem Interaktionstest (p > 0,05) fiir die
Symptomskala Periphere Neuropathie des EORTC QLQ-CX24 aus RCT mit dem zu
bewertenden Arzneimittel

Study: Pembrolizumab + chemotherapy Chemotherapy Pembrolizumab +
KEYNOTE-8262 chemotherapy vs.
Chemotherapy
EORTC QLQ- Participants Median Participants Median
CX24 with Time®in with Time®in Hazard p-Value for
Peripheral Event Months Event Months Ratio Interaction
Neuropathy NP n (%) [95 %-CI] | N° n (%) [95 %-Cl] [95 %-CI]¢  p-Value®® Testf
Age (Years)
<65 207 178 14 210 162 17 1.22 0.070 0.786
(86.0) [1.1; 1.6] (77.2) [1.4; 2.1] [0.98; 1.51]
>65 37 29 14 41 35 2.0 1.15 0.580
(78.4) [0.7;2.1] (85.4) [1.2;2.2] [0.70; 1.89]
ECOG
0 148 127 14 139 113 14 1.07 0.580 0.368
(85.8) [0.9; 1.6] (81.3) [0.8;1.7] [0.83; 1.39]
1 95 79 14 112 84 21 1.33 0.066
(83.2) [0.8; 2.1] (75.0) [1.8;2.5] [0.98; 1.82]
Metastatic (FIGO [2009] Stage I\VVB) at Diagnosis
Yes 94 80 14 100 82 1.6 1.24 0.169 0.908
(85.1) [0.8; 1.6] (82.0) [1.4;21] [0.91; 1.69]
No 150 127 14 151 115 21 1.19 0.186
(84.7) [0.9; 2.0] (76.2) [1.4;2.2] [0.92; 1.53]
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Study: Pembrolizumab + chemotherapy Chemotherapy Pembrolizumab +
KEYNOTE-8262 chemotherapy vs.
Chemotherapy
EORTC QLQ- Participants Median Participants Median
CX24 with Time®in with Time®in Hazard p-Value for
Peripheral Event Months Event Months Ratio Interaction
Neuropathy NP n (%) [95%-CI] | N° n (%) [95 %-Cl] [95%-CI]¢  p-Valued® Testf
Bevacizumab Use
Yes 154 136 14 164 127 1.9 1.33 0.021 0.152
(88.3) [0.8; 1.6] (77.4) [1.4;2.2] [1.04; 1.70]
No 90 71 14 87 70 1.7 0.98 0.904
(78.9) [1.1;2.2] (80.5) [1.4;2.1] [0.70; 1.36]
PD-L1 Status
1<CPS<10 106 88 15 104 81 1.6 111 0.484 0.521
(83.0) [1.0; 2.1] (77.9) [1.4;21] [0.82; 1.51]
CPS=>10 138 119 14 147 116 19 1.27 0.067
(86.2) [0.8; 1.5] (78.9) [1.4;2.2] [0.98; 1.64]

a: Database Cutoff Date: 03MAY 2021

b: Number of participants: all-comer full analysis set with CPS >1

c¢: From product-limit (Kaplan-Meier) method for censored data

d: Based on Cox regression model with treatment as a covariate using Wald confidence interval
e: Two-sided p-value using Wald test (Score test in case of zero event in one treatment group)

f: Based on Cox model with treatment and subgroup as covariates, and treatment-by-subgroup interaction (p-value of likelihood ratio test for
interaction term)
Cl: Confidence Interval; CPS: Combined Positive Score; ECOG: Eastern Cooperative Oncology Group; EORTC QLQ-CX24: European

Organization for Research and Treatment of Cancer Quality of Life Questionnaire CX24; FIGO: International Federation of Gynecology and
Obstetrics; PD-L1: Programmed Cell Death-Ligand 1

EORTC QLQ-CX24: Symptomskala Menopausale Symptome

Tabelle 4G-17: Subgruppenanalysen mit nicht signifikantem Interaktionstest (p > 0,05) fiir die
Symptomskala Menopausale Symptome des EORTC QLQ-CX24 aus RCT mit dem zu
bewertenden Arzneimittel

Study: Pembrolizumab + chemotherapy Chemotherapy Pembrolizumab +
KEYNOTE-8262 chemotherapy vs.
Chemotherapy
EORTC QLQ- Participants Median Participants Median
CX24 with Time®in with Time®in Hazard p-Value for
Menopausal Event Months Event Months Ratio Interaction
Symptoms NP n (%) [95%-CI] | NP n (%) [95 %-Cl] [95 %-CI]¢ p-Value®® Testf
Age (Years)
<65 207 115 5.5 210 108 6.6 1.05 0.697 0.418
(55.6) [3.0;9.1] (51.4) [4.6;104] | [0.81;1.37]
>65 37 19 6.8 41 18 121 1.38 0.327
(51.4) [1.4;-] (43.9) [3.0; -] [0.72; 2.64]
Geographic Region
WHO Stratum A | 111 64 34 106 49 10.4 1.28 0.190 0.324
(57.7) [2.8;10.3] (46.2) [5.0; -] [0.88; 1.86]
Rest of World 133 70 6.2 145 77 6.2 0.99 0.946
(52.6) [2.9; 15.8] (53.1) [4.1;8.8] [0.71; 1.37]
Metastatic (FIGO [2009] Stage I\VVB) at Diagnosis
Yes 94 57 34 100 49 7.1 1.44 0.062 0.107
(60.6) [2.1;6.9] (49.0) [5.3; -] [0.98; 2.11]
No 150 77 9.0 151 77 6.9 0.94 0.718
(51.3) [2.9; ] (51.0) [3.5;16.1] | [0.69;1.29]
Bevacizumab Use
Yes 154 84 6.8 164 83 7.1 1.05 0.746 0.634
(54.5) [3.0; 16.4] (50.6) [5.7;16.1] | [0.78;1.42]
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Study: Pembrolizumab + chemotherapy Chemotherapy Pembrolizumab +
KEYNOTE-8262 chemotherapy vs.
Chemotherapy
EORTC QLQ- Participants Median Participants Median
CX24 with Time®in with Time®in Hazard p-Value for
Menopausal Event Months Event Months Ratio Interaction
Symptoms NP n (%) [95%-CI] | N° n (%) [95 %-Cl] [95 %-CI]¢  p-Valued® Testf
No 90 50 3.3 87 43 5.7 1.21 0.358
(55.6) [2.4;9.0] (49.4) [3.0; -] [0.81; 1.82]
PD-L1 Status
1<CPS<10 106 49 11.8 104 51 6.5 0.87 0.504 0.094
(46.2) [4.5; -] (49.0) [4.1; -] [0.59; 1.30]
CPS>10 138 85 2.9 147 75 7.1 131 0.085
(61.6) [2.1;6.9] (51.0) [4.3;12.1] | [0.96;1.79]

a: Database Cutoff Date: 03MAY2021

b: Number of participants: all-comer full analysis set with CPS >1

¢: From product-limit (Kaplan-Meier) method for censored data

d: Based on Cox regression model with treatment as a covariate using Wald confidence interval

e: Two-sided p-value using Wald test (Score test in case of zero event in one treatment group)

f: Based on Cox model with treatment and subgroup as covariates, and treatment-by-subgroup interaction (p-value of likelihood ratio test for
interaction term)

Cl: Confidence Interval; CPS: Combined Positive Score; EORTC QLQ-CX24: European Organization for Research and Treatment of Cancer

Quality of Life Questionnaire CX24; FIGO: International Federation of Gynecology and Obstetrics; PD-L1: Programmed Cell Death-Ligand
1; WHO: World Health Organization

EORTC QLQ-CX24: Symptomskala Sorge vor schmerzhaften Geschlechtsverkehr, sexueller
Aktivitat und sexuellem Erleben

Tabelle 4G-18: Subgruppenanalysen mit nicht signifikantem Interaktionstest (p > 0,05) fir die
Symptomskala Sorge vor schmerzhaftem Geschlechtsverkehr, sexueller Aktivitat und
sexuellem Erleben des EORTC QLQ-CX24 aus RCT mit dem zu bewertenden Arzneimittel

Study: Pembrolizumab + chemotherapy Chemotherapy Pembrolizumab +
KEYNOTE-8262 chemotherapy vs.
Chemotherapy
EORTC QLQ- Participants Median Participants Median
CX24 with Time®in with Time®in Hazard p-Value for
Sexual Worry Event Months Event Months Ratio Interaction
NP n (%) [95%-CI] | N° n (%) [95 %-ClI] [95 %-CI]¢ p-Value®® Test’
Age (Years)
<65 197 67 Not reached | 206 57 Not reached 111 0.571 0.430
(34.0) [ -] (27.7) [16.3; ] [0.78; 1.58]
> 65 37 6 Not reached | 38 8 Not reached 0.69 0.496
(16.2) [ -] (21.1) [12.2; ] [0.24; 2.01]
ECOG
0 143 44 Not reached | 136 39 Not reached 0.96 0.850 0.484
(30.8) [ ] (28.7) [14.5; -] [0.62; 1.48]
1 90 29 Not reached | 108 26 Not reached 1.23 0.446
(32.2) [ -] (24.1) [15.2; -] [0.72; 2.09]
Geographic Region
WHO Stratum A | 106 33 Not reached | 105 31 Not reached 091 0.693 0.336
(31.1) [- -] (29.5) [16.3; -] [0.55; 1.48]
Rest of World 128 40 Not reached | 139 34 Not reached 1.21 0.412
(31.3) [-; -] (24.5) [15.2; -] [0.77; 1.92]
Metastatic (FIGO [2009] Stage I\VVB) at Diagnosis
Yes 89 25 Not reached | 99 19 Not reached 1.45 0.221 0.243
(28.1) [ -] (