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Abbildung 4G-187: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — SOC Erkrankungen des Ohrs und des Labyrinths......... 588

Abbildung 4G-188: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte

Ereignisse gesamt (SOC und PT) — PT HyPaKUSIS ......ccveeveiiierieiiciecic e 588
Abbildung 4G-189: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT TiNNIUS......cccvevuiiieiieie e 589
Abbildung 4G-190: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT VEITIg0 .......coereiiiiriiinieieiee e, 589
Abbildung 4G-191: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Nebenniereninsuffizienz.............cccccoovviiinincnnnn 590
Abbildung 4G-192: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT TroCKeNes AUQJE........ccveiveiieerieiieieeireseesie e seennens 590
Abbildung 4G-193: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Sehen versChwommen ..........cccccceevveveieeie e ceenenn, 591
Abbildung 4G-194: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — SOC Erkrankungen des Gastrointestinaltrakts.............. 591
Abbildung 4G-195: Forest Plot der Meta-Analyse flr den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Abdominale Beschwerden............ccccvvvevvevieieennnn, 592
Abbildung 4G-196: Forest Plot der Meta-Analyse flr den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Bauch aufgetrieben............cccccovevieiiiiniv e, 592
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Abbildung 4G-197: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte

Ereignisse gesamt (SOC und PT) — PT Abdominalschmerz............cccccoveviiiieievv e, 593
Abbildung 4G-198: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Schmerzen Oberbauch............cccccooiiiiiininicnienen, 593
Abbildung 4G-199: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC UNd PT) — PT ASZITES ....cveiviiveriiiiiiiiiiiieieieiee e 594
Abbildung 4G-200: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT KOS .....cc.ooviiiiiiiiiiiiieieeee e 594
Abbildung 4G-201: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Verstopfung .........ccccveveiieiieie i 595
Abbildung 4G-202: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Diarrho........cccovvieiiiie i 595
Abbildung 4G-203: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT DYSPEPSIE ....veeveireeiieeieiieiieeieseeseesieseesie e ssaenne s 596
Abbildung 4G-204: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT DySPhagie .........cccocviiririnieieiene e 596
Abbildung 4G-205: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT AUFSIOBEN .....ccvovviiiiiiiiiicieicece e 597
Abbildung 4G-206: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT FIatUlenz ..., 597
Abbildung 4G-207: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT GaStritiS......cccvevuiiiiriieiiiie i 598
Abbildung 4G-208: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Gastrointestinalblutung.............ccccoeviiieivieiienenn, 598
Abbildung 4G-209: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Gastrooesophageale Refluxerkrankung................... 599
Abbildung 4G-210: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT HAMOIThOIdeN ........cccooiiiiiiiiiec e, 599
Abbildung 4G-211: Forest Plot der Meta-Analyse fur den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT UDBeIKEIT ........ccooiiiiiiiiiiiieee e, 600
Abbildung 4G-212: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Obstruktion des Magens...........ccccoveveiveeiiecceeseennnnn, 600
Abbildung 4G-213: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT StomMatitiS...........ccevveriiiieiiciecie e 601

Abbildung 4G-214: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Blutung im oberen gastrointestinalen Bereich ........ 601

Abbildung 4G-215: Forest Plot der Meta-Analyse flr den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Erbrechen........ccocevveie e 602

Abbildung 4G-216: Forest Plot der Meta-Analyse flr den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — SOC Allgemeine Erkrankungen und Beschwerden am
VerabreICUNGSOIT ... et e e be e reeene e 602
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Abbildung 4G-217: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte

Ereignisse gesamt (SOC und PT) — PT ASthENIE.......c.ccviieiiiieiic e 603
Abbildung 4G-218: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Brustkorbschmerz...........cccccoeoviiviiiiciniieiennn, 603
Abbildung 4G-219: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Schuttelfrost............ccccooviiiiiiiiiiiiiiiceeen 604
Abbildung 4G-220: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Todesfall ..., 604
Abbildung 4G-221: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT ErschOpfung........ccccoveveiiiiveii i 605
Abbildung 4G-222: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Grippedhnliche Erkrankung...........cccccooevveiieiiennenn. 605
Abbildung 4G-223: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT UNWONISEIN.........ccoviiiiiiiiicic e 606
Abbildung 4G-224: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Schleimhautentzindung ...........c.ccocevinvnininieiienen, 606
Abbildung 4G-225: Forest Plot der Meta-Analyse fur den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT O0EM ......ccoiiiiiiiiiiiiiinieeeee e 607
Abbildung 4G-226: Forest Plot der Meta-Analyse fur den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Odem Peripher ... 607
Abbildung 4G-227: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — SOC Leber- und Gallenerkrankungen..............c.coc...... 608
Abbildung 4G-228: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Hyperbilirubindmie..............ccccooveiveiiiieie e, 608
Abbildung 4G-229: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — SOC Erkrankungen des Immunsystems........................ 609
Abbildung 4G-230: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — SOC Infektionen und parasitére Erkrankungen ............ 609
Abbildung 4G-231: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT BronChitis ..........ccoceviiiiiniiiieeneccce e, 610
Abbildung 4G-232: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT COVID-19 ......ccocoiiiiiiiiicceee e 610
Abbildung 4G-233: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC uUNd PT) — PT GFiPPE ....eiveiuieieiieiieeiee sttt 611
Abbildung 4G-234: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT NasopharynNgitiS........ccccevvuverieiiieiieeiieeiee e ssieesinen 611
Abbildung 4G-235: Forest Plot der Meta-Analyse flr den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Orale CandidoSe ........cccccvvverieiienieie e 612
Abbildung 4G-236: Forest Plot der Meta-Analyse flr den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Virusinfektion der Atemwege .........ccccccevverveivennenn. 612
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Abbildung 4G-237: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte

Ereignisse gesamt (SOC und PT) — PT RRNINILIS ...c.oovvveiiiiiciice e 613
Abbildung 4G-238: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC UNd PT) — PT SEPSIS......cceiireririiriiiiiieieiesee e 613
Abbildung 4G-239: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Infektion der oberen Atemwege ..........cccccvevereennenn. 614
Abbildung 4G-240: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Harnwegsinfektion .............ccoceoiiinnininicee, 614

Abbildung 4G-241: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — SOC Verletzung, Vergiftung und durch Eingriffe

bedingte KOMPIKALIONEN .......c..oiiiiiiii e 615
Abbildung 4G-242: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC UNd PT) — PT STUIZ.....cvooiiiiiiiiiiiieeniee e 615
Abbildung 4G-243: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Infusionsbedingte Reaktion.............ccccccevverieneennnnn. 616
Abbildung 4G-244: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Alaninaminotransferase erhoht................cccccccvene.n. 616
Abbildung 4G-245: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Aspartataminotransferase erhoht................c............ 617
Abbildung 4G-246: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Bilirubin konjugiert erhoht...........ccccccoveiveiiiennnn, 617
Abbildung 4G-247: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Alkalische Phosphatase im Blut erhoht................... 618
Abbildung 4G-248: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Bilirubin im Blut erhGht .............cccoeovieivieieen, 618
Abbildung 4G-249: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Kreatinin im Blut erhOht.............ccccoooieiiiiciieen, 619
Abbildung 4G-250: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Laktatdehydrogenase im Blut erhoht....................... 619
Abbildung 4G-251: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Thyreotropin im Blut erhoht...............cccooveieiiennen, 620
Abbildung 4G-252: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Blutharnstoff erhOht.............cccooevveiiieiiceee, 620
Abbildung 4G-253: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Gamma-Glutamyltransferase erhéht ....................... 621
Abbildung 4G-254: Forest Plot der Meta-Analyse flr den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Hamoglobin erniedrigt...........cccccevvveveiieniveresiennnnn, 621
Abbildung 4G-255: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Lymphozytenzahl erniedrigt............ccccoooveviviieennnen, 622
Abbildung 4G-256: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Thrombozytenzahl vermindert .............cccccocevvvvennnnn 622
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Abbildung 4G-257: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte

Ereignisse gesamt (SOC und PT) — PT Gesamtprotein erniedrigt..........cccccevevieevveiesiennnnn, 623
Abbildung 4G-258: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Gewicht erniedrigt.........ccccevvieenienneiinnenieseenn 623
Abbildung 4G-259: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Gewicht erhOht ...........ccoeiiiiiiiiinee, 624
Abbildung 4G-260: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Leukozytenzahl erniedrigt...........c.ccooovvniiinvnnnnnnn, 624
Abbildung 4G-261: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — SOC Stoffwechsel- und Ernédhrungsstérungen.............. 625
Abbildung 4G-262: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Appetit vermindert.............ccoocvvvveveeveiieneeric e, 625
Abbildung 4G-263: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Dehydratation ............cccccevveveiieiieene e, 626
Abbildung 4G-264: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT HyperglyKamie ...........ccoceiiiiiiiiinincceeeee, 626
Abbildung 4G-265: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Hyperkaliamie ............ccoceoiiiiinnnneeeee, 627
Abbildung 4G-266: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Hyperphosphatdmie..........cccccoeiiiiniiinininieee, 627
Abbildung 4G-267: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Hyperurik&mie...........ccocvevveveieeiieeie e 628
Abbildung 4G-268: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Hypalbumindmie ...........cccccoeveiieiieie i, 628
Abbildung 4G-269: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Hypokalzadmie...........ccccoeiveiiiieieeie e, 629
Abbildung 4G-270: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Hypochloramie ...........ccoceviiininiicninneeeeee, 629
Abbildung 4G-271: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT HypoglyKAMIe ...........ccoiiiiiiiiiiieeesceeee, 630
Abbildung 4G-272: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Hypokalidmie ............cccoeiveviiieiieie e, 630
Abbildung 4G-273: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT HypomagneSiamie ...........ccceovveeieeieieese e, 631
Abbildung 4G-274: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT HYpONatridmie ..........cccevveeiieiiie e sie e 631
Abbildung 4G-275: Forest Plot der Meta-Analyse flr den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Hypophosphatdmie...........ccccevviininiiinininceen, 632
Abbildung 4G-276: Forest Plot der Meta-Analyse flr den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Hypoproteindmie ...........cccovvvereneneneneneseseeeeean, 632
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Abbildung 4G-277: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — SOC Skelettmuskulatur-, Bindegewebs- und

KNOChENErKrankUNGEN ........ccuiiiiiieice ettt nae e 633
Abbildung 4G-278: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Arthralgie..........cocevveieiiiii e 633
Abbildung 4G-279: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT RUCKENSChMErzen..........ccccvevvieeiveie i, 634
Abbildung 4G-280: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT MuskelSpasmen ............ccccovvevviieieeiesee e, 634
Abbildung 4G-281: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Muskelschwache..............cccccooiiiiiiiiciiienn, 635
Abbildung 4G-282: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Myalgie.........cccooiiiiiiiiiiiee e, 635
Abbildung 4G-283: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Schmerz in einer EXtremitét ...........c.ccoovvvvinvnnnnnnn, 636

Abbildung 4G-284: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — SOC Gutartige, bosartige und unspezifische

Neubildungen (einschlielllich Zysten und POIYPEN) ..o, 636
Abbildung 4G-285: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — SOC Erkrankungen des Nervensystems.............c.ce...... 637
Abbildung 4G-286: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Schwindelgefuhl............cccooiiiiiiiiiiiiiiiieee, 637
Abbildung 4G-287: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT DYSAStNESIE .......ccvevvieiieiieiicieciece e 638
Abbildung 4G-288: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT DYSQEUSIE ......ccveevieiieeieiieiieeiesieesieesre e sre e sae e 638
Abbildung 4G-289: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT KopfSChMErzen..........cccocveviiiiiicienineseseeee, 639
Abbildung 4G-290: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT HYpPOAStNESIE..........cccviiiiriiiiieie e 639
Abbildung 4G-291: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Periphere Neuropathie...........cccccoveiininininieiienen, 640
Abbildung 4G-292: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT NeurotoXizitat............ccccevveveiieieeie e, 640
Abbildung 4G-293: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT PardSthesie ...........ccoeeviiiiiiiieiie e 641
Abbildung 4G-294: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Periphere sensorische Neuropathie................c......... 641
Abbildung 4G-295: Forest Plot der Meta-Analyse flr den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT SYNKOPE .....cvorueiiiiiiiiiiieieieie e, 642
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Abbildung 4G-296: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte

Ereignisse gesamt (SOC und PT) — PT GeschmacksStOruNg..........ccuevvvevereerieseesieeeeseenneans 642
Abbildung 4G-297: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — SOC Psychiatrische Erkrankungen ..............ccoceovennnee. 643
Abbildung 4G-298: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC uUNd PT) — PT ANQGST...c..oiiiiiiiiiesieie e 643
Abbildung 4G-299: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT DEPIESSION .......ccuerveruiriiriieiieieienie e 644
Abbildung 4G-300: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Schlaflosigkeit...........cccccooiveiiieiiiiiecee e, 644
Abbildung 4G-301: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — SOC Erkrankungen der Nieren und Harnwege.............. 645
Abbildung 4G-302: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT Akute Nierenschadigung ..........ccccovevviieevvcieiienenn, 645
Abbildung 4G-303: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT DYSUIE ......ooveiueiiiiiiiiisieieeeee e 646
Abbildung 4G-304: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT HAMATUNIE ........cooiviiiiiiiiieeee e 646
Abbildung 4G-305: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
Ereignisse gesamt (SOC und PT) — PT NIErenVersagen ..........ccocvevererenereneneseseseeeeeans 647

Abbildung 4G-306: Forest Plot der Meta-Analyse fiir den Endpunkt Unerwiinschte
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Anhang 4-G1: Charakterisierung der Teilpopulation mit PD-L1 CPS > 1
(Therapieabbrecher, Studienabbrecher) — RCT mit dem zu bewertenden Arzneimittel

Anhang 4-G1.1: Charakterisierung der Teilpopulation mit PD-L1 CPS > 1
(Therapieabbrecher, Studienabbrecher) — RCT mit dem zu bewertenden Arzneimittel
(KEYNOTE 859)

Tabelle 4G-1: Charakterisierung der Teilpopulation mit PD-L1 CPS > 1 (Therapieabbrecher,
Studienabbrecher) — RCT mit dem zu bewertenden Arzneimittel (KEYNOTE 859)

Study: KEYNOTE 859? Pembrolizumab + Chemotherapy
Chemotherapy
n (%) n (%)
Participants in population® 618 617
Status For Trial
Discontinued 502 (81.2) 556 (90.1)
Death 490 (79.3) 543 (88.0)
Lost To Follow-Up 1(0.2) 3(0.5)
Withdrawal By Subject 11(1.8) 10(1.6)
Participants Ongoing 116 (18.8) 61(9.9)
Status For Study Medication In Trial
Started® 615 616
Completed 72 (11.7) 22 (3.6)
Discontinued 541 (88.0) 590 (95.8)
Adverse Event 84 (13.7) 72 (11.7)
Clinical Progression 67 (10.9) 70 (11.4)
Complete Response 4(0.7) 1(0.2)
Excluded Medication 0 (0.0) 1(0.2)
Lost To Follow-Up 0(0.0) 1(0.2)
Non-Study Anti-Cancer Therapy 7(11) 6 (1.0)
Physician Decision 13(2.1) 9 (1.5)
Progressive Disease 332 (54.0) 392 (63.6)
Protocol Violation 1(0.2) 0 (0.0)
Withdrawal By Subject 33(5.4) 38(6.2)
Participants Ongoing 2(0.3) 4 (0.6)

a: Database Cutoff Date: 22AUG2023

b: Number of participants: intention-to-treat population with CPS > 1

c: Number of participants: all-participants-as-treated population with CPS > 1
CPS: Combined Positive Score
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Anhang 4-G1.2: Charakterisierung der Teilpopulation mit PD-L1 CPS > 1
(Therapieabbrecher, Studienabbrecher) — RCT mit dem zu bewertenden Arzneimittel
(KEYNOTE 590)

Tabelle 4G-2: Charakterisierung der Teilpopulation mit PD-L1 CPS > 1 (Therapieabbrecher,
Studienabbrecher) — RCT mit dem zu bewertenden Arzneimittel (KEYNOTE 590)

Study: KEYNOTE 590? Pembrolizumab + Chemotherapy
Chemotherapy
n (%) n (%)

Participants in population® 37 43

Status For Trial

Discontinued 30(81.1) 38(88.4)
Death 28 (75.7) 37 (86.0)
Physician Decision 1(2.7) 0(0.0)
Withdrawal By Subject 1(2.7) 1(2.3)

Participants Ongoing 7(18.9) 5(11.6)

Status For Study Medication In Trial

Started® 35 41

Completed 4(11.4) 0 (0.0)

Discontinued 31 (88.6) 41 (100.0)
Adverse Event 8 (22.9) 2(4.9)
Clinical Progression 7 (20.0) 7(17.1)
Complete Response 0 (0.0) 1(24)
Physician Decision 0 (0.0) 3(7.3)
Progressive Disease 16 (45.7) 27 (65.9)
Withdrawal By Subject 0 (0.0) 1(2.4)

a: Database Cutoff Date: 09JUL2021

b: Number of participants: intention-to-treat population with adenocarcinoma of the gastroesophageal junction, Siewert type | and
CPS>1

c: Number of participants: all-participants-as-treated population with adenocarcinoma of the gastroesophageal junction, Siewert
type l and CPS > 1

CPS: Combined Positive Score

Pembrolizumab (KEYTRUDA®) Seite 39 von 702



Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 29.12.2023
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Anhang 4-G1.3: Charakterisierung der Teilpopulation mit PD-L1 CPS > 1
(Therapieabbrecher, Studienabbrecher) — RCT mit dem zu bewertenden Arzneimittel
(KEYNOTE 062)

Tabelle 4G-3: Charakterisierung der Teilpopulation mit PD-L1 CPS > 1 (Therapieabbrecher,
Studienabbrecher) — RCT mit dem zu bewertenden Arzneimittel (KEYNOTE 062)

Study: KEYNOTE 0622 Pembrolizumab + Chemotherapy
Chemotherapy
n (%) n (%)

Participants in population® 255 250

Status For Trial

Discontinued 225 (88.2) 235 (94.0)
Death 208 (81.6) 220 (88.0)
Protocol Violation 1(0.4) 0(0.0)
Screen Failure 1(0.4) 0 (0.0)
Withdrawal By Subject 15 (5.9) 15 (6.0)

Participants Ongoing 30 (11.8) 15 (6.0)

Status For Study Medication In Trial

Started® 249 244

Completed 24 (9.6) 6 (2.5)

Discontinued 225 (90.4) 238 (97.5)
Adverse Event 37(14.9) 31(12.7)
Clinical Progression 41 (16.5) 47 (19.3)
Complete Response 1(0.4) 0 (0.0)
Excluded Medication 4(1.6) 4(1.6)
Lost To Follow-Up 1(0.4) 0 (0.0)
Non-Compliance With Study Drug 1(0.4) 1(0.4)
Physician Decision 0 (0.0) 1(0.4)
Progressive Disease 115 (46.2) 133 (54.5)
Protocol Violation 1(0.4) 0(0.0)
Withdrawal By Subject 24 (9.6) 21 (8.6)

a: Database Cutoff Date: 19APR2021

b: Number of participants: intention-to-treat population with CPS > 1

c: Number of participants: all-participants-as-treated population with CPS > 1
CPS: Combined Positive Score
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Anhang 4-G1.4: Charakterisierung der Teilpopulation mit PD-L1 CPS > 1
(Therapieabbrecher, Studienabbrecher) — Meta-Analyse

Tabelle 4G-4: Charakterisierung der Teilpopulation mit PD-L1 CPS > 1 (Therapieabbrecher,
Studienabbrecher) — Meta-Analyse (KEYNOTE 859, KEYNOTE 590 und KEYNOTE 062)

Study: KEYNOTE 859 + KEYNOTE 062 + KEYNOTE 5902 Pembrolizumab + Chemotherapy
Chemotherapy
n (%) n (%)

Participants in population® 910 910

Status For Trial

Discontinued 757 (83.2) 829 (91.1)
Death 726 (79.8) 800 (87.9)
Lost To Follow-Up 1(0.1) 3(0.3)
Physician Decision 1(0.2) 0(0.0)
Protocol Violation 1(0.2) 0(0.0)
Screen Failure 1(0.1) 0 (0.0)
Withdrawal By Subject 27 (3.0) 26 (2.9)

Participants Ongoing 153 (16.8) 81(8.9)

Status For Study Medication In Trial

Started® 899 901

Completed 100 (11.1) 28 (3.1)

Discontinued 797 (88.7) 869 (96.4)
Adverse Event 129 (14.3) 105 (11.7)
Clinical Progression 115 (12.8) 124 (13.8)
Complete Response 5(0.6) 2(0.2)
Excluded Medication 4(0.4) 5 (0.6)
Lost To Follow-Up 1(0.1) 1(0.1)
Non-Compliance With Study Drug 1(0.1) 1(0.1)
Non-Study Anti-Cancer Therapy 7(0.8) 6 (0.7)
Physician Decision 13(1.4) 13(1.4)
Progressive Disease 463 (51.5) 552 (61.3)
Protocol Violation 2(0.2) 0 (0.0)
Withdrawal By Subject 57 (6.3) 60 (6.7)

Participants Ongoing 2(0.2) 4(0.4)

a: Database Cutoff Date: 22AUG2023 (KEYNOTE 859), 19APR2021 (KEYNOTE 062), 09JUL2021 (KEYNOTE 590)

b: Number of participants: intention-to-treat population with CPS > 1 (KEYNOTE 859, KEYNOTE 062), intention-to-treat
population with adenocarcinoma of the gastroesophageal junction, Siewert type [ and CPS > 1 (KEYNOTE 590)

c: Number of participants: all-participants-as-treated population with CPS > 1 (KEYNOTE 859, KEYNOTE 062), all-participants-
as-treated population with adenocarcinoma of the gastroesophageal junction, Siewert type I and CPS > 1 (KEYNOTE 590)

CPS: Combined Positive Score
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Anhang 4-G2: Rucklaufquoten des EORTC QLQ-C30, EORTC QLQ-STO22 und EQ-5D VAS (KEYNOTE 859)

Im Folgenden werden erganzend zu Abschnitt 4.3.1.3.1.2.2 die Rucklaufquoten des EORTC QLQ-C30, die Ricklaufquoten des
EORTC QLQ-STO22 und die Riicklaufquoten der EQ-5D VAS fiir die Studie KEYNOTE 859 dargestellt.

Alle Ergebnisse beziehen sich auf den Datenschnitt vom 22. August 2023 (Langzeit-Follow-Up).

Anhang 4-G2.1: Ricklaufquoten des EORTC QLQ-C30
Tabelle 4G-5: Griinde fur das Fehlen von Werten im EORTC QLQ-C30 (KEYNOTE 859)

Pembrolizumab + | Chemotherapy Total
Chemotherapy
N=598 N=600 N=1198
Treatment Visit | Category n (%) n (%) n (%)
BASELINE Expected to Complete Questionnaires 598 (100.0) | 600 (100.0) 1,198 (100.0)
Completed 576 (96.3) 586 (97.7) 1,162 (97.0)
Compliance (% in those expected to complete questionnaires) 576 (96.3) 586 (97.7) 1,162 (97.0)
Not completed 22 3.7 14 (2.3) 36 (3.0)
Participant did not complete due to disease under study 0 (0.0) 0 (0.0 0 (0.0
Not completed due to site staff error 5 (0.8) 4 0.7) 9 (0.8)
Participant in hospital or hospice 0 (0.0 0 (0.0 0 (0.0
Participant was physically unable to complete 1 (0.2) 0 (0.0 1 (0.1)
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0 0 (0.0
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0 0 (0.0)
Participant refused for other reasons 0 (0.0 1 (0.2) 1 (0.1)
Other 12 (2.0 6 (1.0 18 (1.5)
With visit, no record 4 (0.7) 3 (0.5 7 (0.6)
Missing by Design 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to adverse event 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to clinical progression 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 0 (0.0) 0 (0.0)
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Discontinued due to non-study anti-cancer therapy 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to protocol violation 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to withdrawal by participant 0 (0.0) 0 (0.0) 0 (0.0)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0
Participant died 0 (0.0) 0 (0.0) 0 (0.0)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 0 (0.0) 0 (0.0) 0 (0.0)
WEEK 3 Expected to Complete Questionnaires 551 (92.1) 559 (93.2) 1,110 (92.7)
Completed 529 (88.5) 536 (89.3) 1,065 (88.9)
Compliance (% in those expected to complete questionnaires) 529 (96.0) 536 (95.9) 1,065 (95.9)
Not completed 22 3.7 23 (3.8) 45 (3.8)
Participant did not complete due to disease under study 0 (0.0) 3 (0.5) 3 (0.3)
Not completed due to site staff error 8 (1.3) 4 (0.7 12 (1.0)
Participant in hospital or hospice 3 (0.5 2 (0.3) 5 (0.4)
Participant was physically unable to complete 2 (0.3 0 (0.0) 2 (0.2)
Participant lost to follow-up/unable to contact 0 (0.0) 1 (0.2) 1 (0.2)
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 4 (0.7) 3 (0.5 7 (0.6)
Other 5 (0.8) 8 (1.3) 13 (1.1)
With visit, no record 0 (0.0) 2 (0.3) 2 (0.2
Missing by Design 47 (7.9 41 (6.8) 88 (7.3)
Discontinued due to adverse event 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to clinical progression 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to non-study anti-cancer therapy 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 0 (0.0) 0 (0.0 0 (0.0)
Discontinued due to protocol violation 0 (0.0) 0 (0.0 0 (0.0)
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Discontinued due to withdrawal by participant 0 (0.0) 0 (0.0) 0 (0.0)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 14 (2.3) 17 (2.8) 31 (2.6)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 33 (5.5) 24 (4.0) 57 (4.8)
WEEK 6 Expected to Complete Questionnaires 522 (87.3) 532 (88.7) 1,054 (88.0)
Completed 499 (83.4) 510 (85.0) 1,009 (84.2)
Compliance (% in those expected to complete questionnaires) 499 (95.6) 510 (95.9) 1,009 (95.7)
Not completed 23 (3.8) 22 3.7 45 (3.8)
Participant did not complete due to disease under study 0 (0.0) 3 (0.5) 3 (0.3)
Not completed due to site staff error 5 (0.8) 1 (0.2) 6 (0.5)
Participant in hospital or hospice 2 (0.3) 2 (0.3) 4 (0.3)
Participant was physically unable to complete 1 (0.2) 2 (0.3) 3 (0.3)
Participant lost to follow-up/unable to contact 0 (0.0 1 (0.2) 1 (0.1)
Participant did not complete due to side effects of treatment 2 (0.3) 0 (0.0 2 (0.2)
Participant refused for other reasons 6 (1.0 0 (0.0) 6 (0.5
Other 3 (0.5) 9 (1.5) 12 (1.0)
With visit, no record 4 (0.7) 4 0.7) 8 (0.7)
Missing by Design 76 (12.7) 68 (11.3) 144 (12.0)
Discontinued due to adverse event 14 (2.3) 15 (2.5) 29 (2.4)
Discontinued due to clinical progression 6 (1.0 8 (1.3) 14 (1.2)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to non-study anti-cancer therapy 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 2 (0.3 1 (0.2) 3 (0.3)
Discontinued due to protocol violation 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to withdrawal by participant 4 0.7) 2 (0.3) 6 (0.5)
Translation not available in participants language 0 (0.0 1 (0.2) 1 (0.1)
Participant died 5 (0.8) 6 (1.0 11 (0.9
Visit not reached 0 (0.0) 0 (0.0 0 (0.0)
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Visit not scheduled 45 (7.5) 35 (5.8) 80 (6.7)
WEEK 9 Expected to Complete Questionnaires 477 (79.8) 483 (80.5) 960 (80.1)
Completed 449 (75.1) 448 (74.7) 897 (74.9)
Compliance (% in those expected to complete questionnaires) 449 (94.1) 448 (92.8) 897 (93.4)
Not completed 28 4.7 35 (5.8) 63 (5.3)
Participant did not complete due to disease under study 1 (0.2) 4 (0.7) 5 (0.4)
Not completed due to site staff error 6 (1.0) 9 (1.5) 15 (1.3)
Participant in hospital or hospice 2 (0.3) 1 (0.2) 3 (0.3)
Participant was physically unable to complete 1 (0.2) 0 (0.0 1 (0.1)
Participant lost to follow-up/unable to contact 0 (0.0 1 (0.2) 1 (0.1)
Participant did not complete due to side effects of treatment 1 (0.2) 0 (0.0 1 (0.1)
Participant refused for other reasons 3 (0.5) 7 (1.2) 10 (0.8)
Other 1 (1.8) 6 (1.0 17 (1.4)
With visit, no record 3 (0.5) 7 (1.2) 10 (0.8)
Missing by Design 121 (20.2) 117 (19.5) 238 (19.9)
Discontinued due to adverse event 23 (3.8) 21 (3.5 44 3.7)
Discontinued due to clinical progression 9 (1.5 13 (2.2) 22 (1.8)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to non-study anti-cancer therapy 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 1 (0.2) 1 (0.2)
Discontinued due to progressive disease 11 (1.8) 10 1.7 21 (1.8)
Discontinued due to protocol violation 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to withdrawal by participant 12 (2.0) 7 (1.2) 19 (1.6)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 5 (0.8) 6 (1.0 11 (0.9
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 61 (10.2) 59 (9.8) 120 (10.0)
WEEK 12 Expected to Complete Questionnaires 490 (81.9) 492 (82.0) 982 (82.0)
Completed 463 (77.4) 466 (717.7) 929 (77.5)
Compliance (% in those expected to complete questionnaires) 463 (94.5) 466 (94.7) 929 (94.6)
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Not completed 27 (4.5) 26 (4.3) 53 (4.4)
Participant did not complete due to disease under study 2 (0.3) 1 (0.2) 3 (0.3)
Not completed due to site staff error 3 (0.5) 4 0.7) 7 (0.6)
Participant in hospital or hospice 5 (0.8) 4 0.7) 9 (0.8)
Participant was physically unable to complete 1 (0.2) 1 (0.2) 2 (0.2)
Participant lost to follow-up/unable to contact 0 (0.0 1 (0.2) 1 (0.1)
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 2 (0.3) 4 0.7) 6 (0.5)
Other 10  (1.7) 0 (1.7) 20 (1.7)
With visit, no record 4 (0.7) 1 (0.2) 5 (0.4)
Missing by Design 108 (18.1) 108 (18.0) 216 (18.0)
Discontinued due to adverse event 28 4.7 28 4.7 56 4.7
Discontinued due to clinical progression 12 (2.0) 16 2.7 28 (2.3)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to non-study anti-cancer therapy 0 (0.0) 1 (0.2) 1 (0.2)
Discontinued due to physician decision 1 (0.2 2 (0.3) 3 (0.3)
Discontinued due to progressive disease 21 (3.5 21 (3.5 42 (3.5
Discontinued due to protocol violation 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to withdrawal by participant 13 (2.2) 14 (2.3) 27 (2.3)
Translation not available in participants language 1 (0.2 0 (0.0) 1 (0.2)
Participant died 4 (0.7) 7 (1.2) 11 (0.9
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 28 4.7 19 (3.2) 47 (3.9
WEEK 18 Expected to Complete Questionnaires 463 (77.4) 453 (75.5) 916 (76.5)
Completed 382 (63.9) 387 (64.5) 769 (64.2)
Compliance (% in those expected to complete questionnaires) 382 (82.5) 387 (85.4) 769 (84.0)
Not completed 81 (13.5) 66 (11.0) 147 (12.3)
Participant did not complete due to disease under study 4 (0.7 2 (0.3) 6 (0.5)
Not completed due to site staff error 7 (1.2) 6 (1.0 13 (1.1)
Participant in hospital or hospice 1 0.2) 1 (0.2) 2 (0.2)
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Participant was physically unable to complete 1 (0.2) 3 (0.5) 4 (0.3)
Participant lost to follow-up/unable to contact 2 (0.3) 0 (0.0) 2 (0.2)
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 5 (0.8) 10 a7 15 (1.3)
Other 12 (2.0 13 (2.2) 25 (2.1)
With visit, no record 49 (8.2) 31 (5.2) 80 (6.7)
Missing by Design 135 (22.6) 147 (24.5) 282 (23.5)
Discontinued due to adverse event 40 (6.7) 37 (6.2) 77 (6.4)
Discontinued due to clinical progression 16 2.7) 22 3.7 38 (3.2)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 1 (0.2) 1 (0.2)
Discontinued due to non-study anti-cancer therapy 1 (0.2) 1 (0.2) 2 (0.2)
Discontinued due to physician decision 3 (0.5) 2 (0.3) 5 (0.4)
Discontinued due to progressive disease 44 (7.4) 47 (7.8) 91 (7.6)
Discontinued due to protocol violation 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to withdrawal by participant 18 (3.0 19 3.2) 37 (3.1
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 8 (1.3 12 (2.0) 20 1.7
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 5 (0.8) 6 (1.0) 11 (0.9
WEEK 24 Expected to Complete Questionnaires 406 (67.9) 373 (62.2) 779 (65.0)
Completed 335 (56.0) 315 (52.5) 650 (54.3)
Compliance (% in those expected to complete questionnaires) 335 (82.5) 315 (84.5) 650 (83.4)
Not completed 71 (11.9) 58 9.7) 129 (10.8)
Participant did not complete due to disease under study 2 (0.3 3 (0.5 5 (0.4)
Not completed due to site staff error 5 (0.8) 4 (0.7) 9 (0.8)
Participant in hospital or hospice 0 (0.0 0 (0.0) 0 (0.0
Participant was physically unable to complete 2 (0.3) 3 (0.5) 5 (0.4)
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0
Participant did not complete due to side effects of treatment 1 0.2) 0 (0.0 1 (0.1)
Participant refused for other reasons 7 (1.2) 6 (1.0 13 (1.1)
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Other 13 (2.2) 12 (2.0 25 (2.1)
With visit, no record 41 (6.9) 30 (5.0) 71 (5.9)
Missing by Design 192 (32.1) 227 (37.8) 419 (35.0)
Discontinued due to adverse event 51 (8.5) 47 (7.8) 98 (8.2)
Discontinued due to clinical progression 24 (4.0) 35 (5.8) 59 (4.9
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 1 (0.2) 1 (0.2)
Discontinued due to non-study anti-cancer therapy 3 (0.5) 2 (0.3) 5 (0.4)
Discontinued due to physician decision 4 0.7) 3 (0.5) 7 (0.6)
Discontinued due to progressive disease 71 (11.9) 103 (17.2) 174 (14.5)
Discontinued due to protocol violation 1 (0.2) 0 (0.0) 1 (0.2)
Discontinued due to withdrawal by participant 20 (3.3) 23 (3.8) 43 (3.6)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 7 (1.2) 7 (1.2) 14 (1.2)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 11 (1.8) 6 (1.0 17 (1.4)

WEEK 30 Expected to Complete Questionnaires 330 (55.2) 301 (50.2) 631 (52.7)
Completed 286 (47.8) 252 (42.0) 538 (44.9)
Compliance (% in those expected to complete questionnaires) 286 (86.7) 252 (83.7) 538 (85.3)
Not completed 44 (7.4) 49 (8.2) 93 (7.8)
Participant did not complete due to disease under study 1 (0.2 6 (1.0) 7 (0.6)
Not completed due to site staff error 5 (0.8) 7 (1.2) 12 (1.0
Participant in hospital or hospice 2 (0.3 2 (0.3) 4 (0.3)
Participant was physically unable to complete 1 (0.2 1 (0.2) 2 (0.2
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0)
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 3 (0.5) 9 (1.5) 12 (1.0)
Other 13 (2.2) 6 (1.0 19 (1.6)
With visit, no record 19 (3.2 18 (3.0) 37 (3.1)

Missing by Design 268 (44.8) 299 (49.8) 567 (47.3)
Discontinued due to adverse event 57 (9.5) 57 (9.5) 114 (9.5)
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Discontinued due to clinical progression 37 (6.2) 42 (7.0) 79 (6.6)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 1 (0.2) 1 (0.1)
Discontinued due to non-study anti-cancer therapy 3 (0.5) 3 (0.5) 6 (0.5)
Discontinued due to physician decision 4 (0.7) 6 (1.0) 10 (0.8)
Discontinued due to progressive disease 133 (22.2) 156 (26.0) 289 (24.1)
Discontinued due to protocol violation 1 (0.2) 0 (0.0 1 (0.1)
Discontinued due to withdrawal by participant 21 (3.5) 25 (4.2) 46 (3.8)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 4 0.7) 2 (0.3) 6 (0.5)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 8 (1.3) 7 (1.2) 15 (1.3)
WEEK 36 Expected to Complete Questionnaires 270 (45.2) 228 (38.0) 498 (41.6)
Completed 234 (39.1) 195 (32.5) 429 (35.8)
Compliance (% in those expected to complete questionnaires) 234 (86.7) 195 (85.5) 429 (86.1)
Not completed 36 (6.0) 33 (5.5) 69 (5.8)
Participant did not complete due to disease under study 1 (0.2 0 (0.0) 1 (0.2)
Not completed due to site staff error 6 (1.0 3 (0.5 9 (0.8)
Participant in hospital or hospice 3 (0.5 1 (0.2) 4 (0.3)
Participant was physically unable to complete 0 (0.0) 2 (0.3) 2 (0.2
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0)
Participant did not complete due to side effects of treatment 0 (0.0) 1 (0.2) 1 (0.2)
Participant refused for other reasons 4 (0.7) 5 (0.8) 9 (0.8)
Other 8 (1.3) 8 (1.3) 16 (1.3)
With visit, no record 14 (2.3) 13 (2.2) 27 (2.3)
Missing by Design 328 (54.8) 372 (62.0) 700 (58.4)
Discontinued due to adverse event 64 (10.7) 59 (9.8) 123 (10.3)
Discontinued due to clinical progression 41 (6.9) 51 (8.5) 92 (7.7)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 1 0.2) 1 (0.2)
Discontinued due to non-study anti-cancer therapy 4 0.7) 3 (0.5) 7 (0.6)
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Discontinued due to physician decision 6 (1.0) 7 1.2) 13 (1.1)
Discontinued due to progressive disease 178 (29.8) 219 (36.5) 397 (33.1)
Discontinued due to protocol violation 1 (0.2) 0 (0.0) 1 (0.1)
Discontinued due to withdrawal by participant 23 (3.8) 28 4.7 51 (4.3)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0
Participant died 3 (0.5) 2 (0.3) 5 (0.4)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 8 (1.3) 2 (0.3) 10 (0.8)
WEEK 42 Expected to Complete Questionnaires 236 (39.5) 167 (27.8) 403 (33.6)
Completed 200 (33.4) 148 (24.7) 348 (29.0)
Compliance (% in those expected to complete questionnaires) 200 (84.7) 148 (88.6) 348 (86.4)
Not completed 36 (6.0) 19 3.2) 55 (4.6)
Participant did not complete due to disease under study 1 (0.2) 1 (0.2) 2 (0.2)
Not completed due to site staff error 3 (0.5) 4 0.7) 7 (0.6)
Participant in hospital or hospice 0 (0.0 1 (0.2) 1 (0.1)
Participant was physically unable to complete 1 (0.2 0 (0.0) 1 (0.2)
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0)
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 1 (0.2 1 (0.2) 2 (0.2)
Other 10 1.7 7 (1.2) 17 (1.4)
With visit, no record 20 (3.3 5 (0.8) 25 (2.1)
Missing by Design 362 (60.5) 433 (72.2) 795 (66.4)
Discontinued due to adverse event 70 (11.7) 62 (10.3) 132 (11.0)
Discontinued due to clinical progression 47 (7.9 53 (8.8) 100 (8.3)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 1 (0.2) 1 (0.2)
Discontinued due to non-study anti-cancer therapy 4 0.7) 5 (0.8) 9 (0.8)
Discontinued due to physician decision 6 (1.0) 7 1.2) 13 (1.2)
Discontinued due to progressive disease 204 (34.1) 272 (45.3) 476 (39.7)
Discontinued due to protocol violation 1 (0.2) 0 (0.0 1 (0.2)
Discontinued due to withdrawal by participant 23 (3.8) 29 (4.8) 52 (4.3)
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Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 3 (0.5) 2 (0.3) 5 (0.4)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 4 0.7) 2 (0.3) 6 (0.5)
WEEK 48 Expected to Complete Questionnaires 196 (32.8) 125 (20.8) 321 (26.8)
Completed 177 (29.6) 110 (18.3) 287 (24.0)
Compliance (% in those expected to complete questionnaires) 177 (90.3) 110 (88.0) 287 (89.4)
Not completed 19 (3.2) 15 (2.5) 34 (2.8)
Participant did not complete due to disease under study 1 (0.2) 0 (0.0 1 (0.1)
Not completed due to site staff error 1 (0.2) 1 (0.2) 2 (0.2)
Participant in hospital or hospice 0 (0.0 0 (0.0 0 (0.0
Participant was physically unable to complete 0 (0.0 0 (0.0 0 (0.0
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 2 (0.3) 0 (0.0 2 (0.2)
Other 8 (1.3) 5 (0.8) 13 (1.1)
With visit, no record 7 (1.2) 9 (1.5 16 (1.3
Missing by Design 402 (67.2) 475 (79.2) 877 (73.2)
Discontinued due to adverse event 72 (12.0) 65 (10.8) 137 (11.4)
Discontinued due to clinical progression 50 (8.4) 54 (9.0) 104 (8.7)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 1 (0.2) 1 (0.2)
Discontinued due to non-study anti-cancer therapy 4 (0.7) 5 (0.8) 9 (0.8)
Discontinued due to physician decision 8 (1.3 8 (1.3) 16 (1.3
Discontinued due to progressive disease 235 (39.3) 308 (51.3) 543 (45.3)
Discontinued due to protocol violation 1 (0.2 0 (0.0) 1 (0.2)
Discontinued due to withdrawal by participant 26 (4.3) 30 (5.0) 56 4.7)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 0 (0.0 2 (0.3) 2 (0.2)
Visit not reached 0 (0.0) 0 (0.0 0 (0.0)
Visit not scheduled 6 (1.0) 2 0.3) 8 0.7)
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WEEK 54 Expected to Complete Questionnaires 166 (27.8) 99 (16.5) 265 (22.1)
Completed 144 (24.2) 90 (15.0) 234 (19.5)
Compliance (% in those expected to complete questionnaires) 144 (86.7) 90 (90.9) 234 (88.3)
Not completed 22 (3.7 9 (1.5) 31 (2.6)
Participant did not complete due to disease under study 1 (0.2) 0 (0.0 1 (0.1)
Not completed due to site staff error 3 (0.5) 2 (0.3) 5 (0.4)
Participant in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0
Participant was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 2 (0.3) 0 (0.0 2 (0.2)
Other 1 0.2 4 0.7) 5 0.4)
With visit, no record 15 (2.5) 3 (0.5) 18 (1.5)

Missing by Design 432 (72.2) 501 (83.5) 933 (77.9)
Discontinued due to adverse event 75 (12.5) 67 (11.2) 142 (11.9)
Discontinued due to clinical progression 56 (9.4) 57 (9.5 113 (9.4)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 1 (0.2) 1 (0.2)
Discontinued due to non-study anti-cancer therapy 4 (0.7) 6 (1.0) 10 (0.8)
Discontinued due to physician decision 8 (1.3 8 (1.3) 16 (1.3
Discontinued due to progressive disease 260 (43.5) 328 (54.7) 588 (49.1)
Discontinued due to protocol violation 1 (0.2 0 (0.0) 1 (0.2)
Discontinued due to withdrawal by participant 26 (4.3 31 (5.2) 57 (4.8)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 1 (0.2 1 (0.2) 2 (0.2
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 1 (0.2) 2 (0.3) 3 (0.3)

WEEK 60 Expected to Complete Questionnaires 152 (25.4) 84 (14.0) 236 (19.7)
Completed 135 (22.6) 66 (11.0) 201 (16.8)
Compliance (% in those expected to complete questionnaires) 135 (88.8) 66 (78.6) 201 (85.2)
Not completed 17 (2.8) 18 (3.0) 35 (2.9)
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Participant did not complete due to disease under study 0 (0.0) 1 0.2) 1 (0.1)
Not completed due to site staff error 5 (0.8) 3 (0.5) 8 0.7)
Participant in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Participant was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0)
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 1 (0.2) 1 (0.2) 2 (0.2)
Other 7 (1.2) 4 0.7 11 (0.9)
With visit, no record 4 (0.7) 9 (1.5) 13 (1.1)
Missing by Design 446 (74.6) 516 (86.0) 962 (80.3)
Discontinued due to adverse event 75 (12.5) 66 (11.0) 141 (11.8)
Discontinued due to clinical progression 59 (9.9 58 9.7) 117 (9.8)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 1 (0.2) 1 (0.2)
Discontinued due to non-study anti-cancer therapy 4 0.7) 6 (1.0 10 (0.8)
Discontinued due to physician decision 8 (1.3 8 (1.3) 16 (1.3
Discontinued due to progressive disease 269 (45.0) 344 (57.3) 613 (51.2)
Discontinued due to protocol violation 1 (0.2 0 (0.0) 1 (0.2)
Discontinued due to withdrawal by participant 26 (4.3 31 (5.2) 57 (4.8)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 2 (0.3 2 (0.3) 4 (0.3)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 2 (0.3 0 (0.0) 2 (0.2
WEEK 66 Expected to Complete Questionnaires 133 (22.2) 70 (11.7) 203 (16.9)
Completed 119 (19.9) 65 (10.8) 184 (15.4)
Compliance (% in those expected to complete questionnaires) 119 (89.5) 65 (92.9) 184 (90.6)
Not completed 14 (2.3) 5 (0.8) 19 (1.6)
Participant did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0
Not completed due to site staff error 2 (0.3) 0 (0.0) 2 (0.2)
Participant in hospital or hospice 0 (0.0 0 (0.0 0 (0.0
Participant was physically unable to complete 0 (0.0 0 (0.0 0 (0.0
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Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0)
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 0 (0.0) 0 (0.0) 0 (0.0)
Other 5 (0.8) 2 (0.3) 7 (0.6)
With visit, no record 7 (1.2) 3 (0.5) 10 (0.8)
Missing by Design 465 (77.8) 530 (88.3) 995 (83.1)
Discontinued due to adverse event 76 (12.7) 68 (11.3) 144 (12.0)
Discontinued due to clinical progression 59 (9.9 63 (10.5) 122 (10.2)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 1 (0.2) 1 (0.2)
Discontinued due to non-study anti-cancer therapy 4 0.7) 6 (1.0 10 (0.8)
Discontinued due to physician decision 9 (1.5) 8 (1.3) 17 (1.4)
Discontinued due to progressive disease 284 (47.5) 350 (58.3) 634 (52.9)
Discontinued due to protocol violation 1 (0.2) 0 (0.0) 1 (0.2)
Discontinued due to withdrawal by participant 27 (4.5) 33 (5.5) 60 (5.0)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 2 (0.3 0 (0.0) 2 (0.2)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 3 (0.5 1 (0.2) 4 (0.3)
WEEK 72 Expected to Complete Questionnaires 126 (21.1) 57 (9.5 183 (15.3)
Completed 114 (19.1) 51 (8.5) 165 (13.8)
Compliance (% in those expected to complete questionnaires) 114 (90.5) 51 (89.5) 165 (90.2)
Not completed 12 (2.0) 6 (1.0) 18 (1.5
Participant did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 1 (0.2 0 (0.0) 1 (0.2)
Participant in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Participant was physically unable to complete 0 (0.0 0 (0.0) 0 (0.0
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 1 0.2) 0 (0.0 1 (0.1)
Other 6 (1.0 0 (0.0 6 (0.5)
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With visit, no record 4 0.7) 6 (1.0 10 (0.8)
Missing by Design 472 (78.9) 543 (90.5) 1,015 (84.7)
Discontinued due to adverse event 79 (13.2) 69 (11.5) 148 (12.4)
Discontinued due to clinical progression 60 (10.0) 63 (10.5) 123 (10.3)
Discontinued due to complete response 1 (0.2) 1 (0.2) 2 (0.2)
Discontinued due to lost to follow-up 0 (0.0) 1 (0.2) 1 (0.2)
Discontinued due to non-study anti-cancer therapy 4 (0.7) 6 (1.0 10 (0.8)
Discontinued due to physician decision 9 (1.5) 8 (1.3) 17 (1.4)
Discontinued due to progressive disease 289 (48.3) 360 (60.0) 649 (54.2)
Discontinued due to protocol violation 1 (0.2) 0 (0.0) 1 (0.2)
Discontinued due to withdrawal by participant 27 (4.5) 34 (5.7) 61 (5.1)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 0 (0.0) 0 (0.0) 0 (0.0)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 2 (0.3) 1 (0.2) 3 (0.3)

WEEK 78 Expected to Complete Questionnaires 120 (20.1) 52 (8.7) 172 (14.4)

Completed 104 (17.4) 44 (7.3) 148 (12.4)
Compliance (% in those expected to complete questionnaires) 104 (86.7) 44 (84.6) 148 (86.0)
Not completed 16 2.7) 8 (1.3) 24 (2.0
Participant did not complete due to disease under study 1 (0.2 0 (0.0) 1 (0.2)
Not completed due to site staff error 2 (0.3 2 (0.3) 4 (0.3)
Participant in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Participant was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0)
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0)
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 1 (0.2 0 (0.0) 1 (0.2)
Other 6 (1.0) 3 (0.5) 9 (0.8)
With visit, no record 6 (1.0) 3 (0.5) 9 (0.8)
Missing by Design 478 (79.9) 548 (91.3) 1,026 (85.6)
Discontinued due to adverse event 80 (13.4) 69 (11.5) 149 (12.4)
Discontinued due to clinical progression 61 (10.2) 64 (10.7) 125 (10.4)
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Discontinued due to complete response 1 (0.2) 1 0.2) 2 (0.2)
Discontinued due to lost to follow-up 0 (0.0) 1 (0.2) 1 (0.1)
Discontinued due to non-study anti-cancer therapy 4 0.7) 6 (1.0 10 (0.8)
Discontinued due to physician decision 9 (1.5) 8 (1.3) 17 (1.4)
Discontinued due to progressive disease 294 (49.2) 363 (60.5) 657 (54.8)
Discontinued due to protocol violation 1 (0.2) 0 (0.0 1 (0.1)
Discontinued due to withdrawal by participant 27 (4.5) 34 (5.7) 61 (5.1)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0
Participant died 0 (0.0) 0 (0.0) 0 (0.0)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 1 (0.2) 2 (0.3) 3 (0.3)
WEEK 84 Expected to Complete Questionnaires 113 (18.9) 42 (7.0) 155 (12.9)
Completed 96 (16.1) 36 (6.0) 132 (11.0)
Compliance (% in those expected to complete questionnaires) 96 (85.0) 36 (85.7) 132 (85.2)
Not completed 17 (2.8) 6 (1.0 23 (1.9
Participant did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 0 (0.0) 1 (0.2) 1 (0.2)
Participant in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Participant was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0)
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0)
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 3 (0.5 0 (0.0) 3 (0.3)
Other 3 (0.5) 3 (0.5) 6 (0.5)
With visit, no record 11 (1.8) 2 (0.3) 13 (1.2
Missing by Design 485 (81.1) 558 (93.0) 1,043 (87.1)
Discontinued due to adverse event 80 (13.4) 69 (11.5) 149 (12.4)
Discontinued due to clinical progression 61 (10.2) 65 (10.8) 126 (10.5)
Discontinued due to complete response 1 (0.2) 1 0.2) 2 (0.2)
Discontinued due to lost to follow-up 0 (0.0) 1 0.2) 1 (0.2)
Discontinued due to non-study anti-cancer therapy 4 0.7) 6 (1.0 10 (0.8)
Discontinued due to physician decision 9 (1.5) 8 (1.3) 17 (1.4)
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Discontinued due to progressive disease 299 (50.0) 371 (61.8) 670 (55.9)
Discontinued due to protocol violation 1 (0.2) 0 (0.0) 1 (0.1)
Discontinued due to withdrawal by participant 28 4.7) 34 (5.7) 62 (5.2)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 1 (0.2) 1 (0.2) 2 (0.2)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 1 (0.2) 2 (0.3) 3 (0.3)
WEEK 90 Expected to Complete Questionnaires 102 (17.2) 40 (6.7) 142 (11.9)
Completed 89 (14.9) 33 (5.5) 122 (10.2)
Compliance (% in those expected to complete questionnaires) 89 (87.3) 33 (82.5) 122 (85.9)
Not completed 13 (2.2) 7 (1.2) 20 (1.7)
Participant did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0
Not completed due to site staff error 3 (0.5) 0 (0.0 3 (0.3)
Participant in hospital or hospice 0 (0.0 1 (0.2) 1 (0.1)
Participant was physically unable to complete 1 (0.2) 0 (0.0 1 (0.1)
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0)
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 2 (0.3 0 (0.0) 2 (0.2)
Other 3 (0.5) 1 (0.2) 4 (0.3)
With visit, no record 4 (0.7) 5 (0.8) 9 (0.8)
Missing by Design 496 (82.9) 560 (93.3) 1,056 (88.1)
Discontinued due to adverse event 80 (13.4) 69 (11.5) 149 (12.4)
Discontinued due to clinical progression 63 (10.5) 65 (10.8) 128 (10.7)
Discontinued due to complete response 2 (0.3 1 (0.2) 3 (0.3)
Discontinued due to lost to follow-up 0 (0.0) 1 (0.2) 1 (0.2)
Discontinued due to non-study anti-cancer therapy 4 (0.7) 6 (1.0 10 (0.8)
Discontinued due to physician decision 9 (1.5) 9 (1.5) 18 (1.5)
Discontinued due to progressive disease 306 (51.2) 374 (62.3) 680 (56.8)
Discontinued due to protocol violation 1 (0.2) 0 (0.0) 1 (0.2)
Discontinued due to withdrawal by participant 29 (4.8) 34 (5.7) 63 (5.3)
Translation not available in participants language 0 (0.0) 0 (0.0 0 (0.0)
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Participant died 0 (0.0) 0 (0.0) 0 (0.0)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 2 (0.3) 1 (0.2) 3 (0.3)
WEEK 96 Expected to Complete Questionnaires 97 (16.2) 31 (5.2) 128 (10.7)
Completed 84 (14.0) 23 (3.8) 107 (8.9
Compliance (% in those expected to complete questionnaires) 84 (86.6) 23 (74.2) 107 (83.6)
Not completed 13 (2.2) 8 (1.3) 21 (1.8)
Participant did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0
Not completed due to site staff error 5 (0.8) 2 (0.3) 7 (0.6)
Participant in hospital or hospice 0 (0.0 0 (0.0 0 (0.0
Participant was physically unable to complete 0 (0.0 0 (0.0 0 (0.0
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 1 (0.2) 1 (0.2) 2 (0.2)
Other 2 0.3 3 (0.5) 5 (0.4)
With visit, no record 5 (0.8) 2 (0.3) 7 (0.6)
Missing by Design 501 (83.8) 569 (94.8) 1,070 (89.3)
Discontinued due to adverse event 81 (13.5) 69 (11.5) 150 (12.5)
Discontinued due to clinical progression 63 (10.5) 66 (11.0) 129 (10.8)
Discontinued due to complete response 2 (0.3 1 (0.2) 3 (0.3)
Discontinued due to lost to follow-up 0 (0.0) 1 (0.2) 1 (0.2)
Discontinued due to non-study anti-cancer therapy 4 (0.7) 6 (1.0) 10 (0.8)
Discontinued due to physician decision 9 (1.5 9 (1.5 18 (1.5
Discontinued due to progressive disease 310 (51.8) 380 (63.3) 690 (57.6)
Discontinued due to protocol violation 1 (0.2 0 (0.0) 1 (0.2)
Discontinued due to withdrawal by participant 29 (4.8) 34 (5.7) 63 (5.3)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 1 0.2) 0 (0.0) 1 (0.1)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 1 (0.2) 3 (0.5) 4 (0.3)
WEEK 102 Expected to Complete Questionnaires 90 (15.2) 28 4.7 118 (9.8)
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Completed 80 (13.4) 25 (4.2) 105 (8.8)
Compliance (% in those expected to complete questionnaires) 80 (88.9) 25 (89.3) 105 (89.0)
Not completed 10 .7 3 (0.5) 13 (1.1)
Participant did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 2 (0.3) 1 (0.2) 3 (0.3)
Participant in hospital or hospice 1 (0.2) 0 (0.0 1 (0.1)
Participant was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 1 (0.2) 0 (0.0 1 (0.1)
Other 3 (0.5) 1 0.2) 4 0.3
With visit, no record 3 (0.5) 1 (0.2) 4 (0.3)
Missing by Design 508 (84.9) 572 (95.3) 1,080 (90.2)
Discontinued due to adverse event 81 (13.5) 69 (11.5) 150 (12.5)
Discontinued due to clinical progression 63 (10.5) 66 (11.0) 129 (10.8)
Discontinued due to complete response 2 (0.3 1 (0.2) 3 (0.3)
Discontinued due to lost to follow-up 0 (0.0) 1 (0.2) 1 (0.2)
Discontinued due to non-study anti-cancer therapy 4 (0.7) 6 (1.0) 10 (0.8)
Discontinued due to physician decision 9 (1.5 9 (1.5 18 (1.5
Discontinued due to progressive disease 313 (52.3) 385 (64.2) 698 (58.3)
Discontinued due to protocol violation 1 (0.2 0 (0.0) 1 (0.2)
Discontinued due to withdrawal by participant 30 (5.0) 34 (5.7) 64 (5.3)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 1 (0.2 0 (0.0) 1 (0.2)
Visit not reached 1 (0.2 0 (0.0) 1 (0.2)
Visit not scheduled 3 (0.5 1 (0.2) 4 (0.3)
Expected to complete questionnaire includes all patients who do not have missing data due to a missing by design reason.
Compliance is the proportion of patients 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 patients in the analysis population (N).
Missing by design includes: adverse event, death, discontinuation, translations not available, and no visit scheduled.
Database Cutoff Date: 22AUG2023
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Anhang 4-G2.2: Rucklaufquoten des EORTC QLQ-STO22
Tabelle 4G-6: Griinde fur das Fehlen von Werten im EORTC QLQ-STO22 (KEYNOTE 859)

Pembrolizumab + | Chemotherapy Total
Chemotherapy
N=594 N=593 N=1187

Treatment Visit | Category n (%) n (%) n (%)
BASELINE Expected to Complete Questionnaires 569 (95.8) 564 (95.1) 1,133 (95.5)
Completed 546 (91.9) 546 (92.1) 1,092 (92.0)
Compliance (% in those expected to complete questionnaires) 546 (96.0) 546 (96.8) 1,092 (96.4)

Not completed 23 (3.9 18 (3.0) 41 (3.5

Participant did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)

Not completed due to site staff error 6 (1.0 5 (0.8) 11 (0.9

Participant in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)

Participant was physically unable to complete 1 (0.2 0 (0.0) 1 (0.2)

Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0 0 (0.0

Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0 0 (0.0)

Participant refused for other reasons 0 (0.0 1 (0.2) 1 (0.1)

Other 12 (2.0 9 (1.5) 21 (1.8)

With visit, no record 4 0.7) 3 (0.5) 7 (0.6)

Missing by Design 25 (4.2) 29 (4.9) 54 (4.5)

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

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

Discontinued due to complete response 0 (0.0) 0 (0.0 0 (0.0)

Discontinued due to non-study anti-cancer therapy 0 (0.0) 0 (0.0) 0 (0.0)

Discontinued due to physician decision 0 (0.0) 0 (0.0 0 (0.0)

Discontinued due to progressive disease 0 (0.0) 0 (0.0) 0 (0.0)

Discontinued due to withdrawal by participant 0 (0.0) 0 (0.0) 0 (0.0)

Translation not available in participants language 25 (4.2) 29 (4.9 54 (4.5)
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Participant died 0 (0.0) 0 (0.0) 0 (0.0)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 0 (0.0) 0 (0.0) 0 (0.0)
WEEK 3 Expected to Complete Questionnaires 528 (88.9) 528 (89.0) 1,056 (89.0)
Completed 503 (84.7) 504 (85.0) 1,007 (84.8)
Compliance (% in those expected to complete questionnaires) 503 (95.3) 504 (95.5) 1,007 (95.4)
Not completed 25 (4.2) 24 (4.0) 49 (4.1)
Participant did not complete due to disease under study 0 (0.0) 3 (0.5) 3 (0.3)
Not completed due to site staff error 8 (1.3) 3 (0.5) 11 (0.9)
Participant in hospital or hospice 3 (0.5) 2 (0.3) 5 (0.4)
Participant was physically unable to complete 2 (0.3) 0 (0.0 2 (0.2)
Participant lost to follow-up/unable to contact 0 (0.0 1 (0.2) 1 (0.1)
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 4 (0.7) 3 (0.5) 7 (0.6)
Other 8 (1.3 0 (1.7) 18 (1.5
With visit, no record 0 (0.0) 2 (0.3) 2 (0.2)
Missing by Design 66 (11.1) 65 (11.0) 131 (11.0)
Discontinued due to adverse event 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to clinical progression 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to non-study anti-cancer therapy 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to withdrawal by participant 0 (0.0) 0 (0.0) 0 (0.0)
Translation not available in participants language 20 (3.4) 26 (4.4) 46 (3.9
Participant died 13 (2.2) 16 2.7) 29 (2.4)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 33 (5.6) 23 3.9 56 4.7)
WEEK 6 Expected to Complete Questionnaires 508 (85.5) 506 (85.3) 1,014 (85.4)
Completed 481 (81.0) 483 (81.5) 964 (81.2)
Compliance (% in those expected to complete questionnaires) 481 (94.7) 483 (95.5) 964 (95.1)
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Not completed 27 (4.5) 23 3.9 50 (4.2)
Participant did not complete due to disease under study 0 (0.0) 3 (0.5) 3 (0.3)
Not completed due to site staff error 5 (0.8) 1 (0.2) 6 (0.5)
Participant in hospital or hospice 2 (0.3) 2 (0.3) 4 (0.3)
Participant was physically unable to complete 1 (0.2) 1 (0.2) 2 (0.2)
Participant lost to follow-up/unable to contact 0 (0.0 1 (0.2) 1 (0.1)
Participant did not complete due to side effects of treatment 2 (0.3) 0 (0.0 2 (0.2)
Participant refused for other reasons 7 (1.2) 0 (0.0) 7 (0.6)
Other 6 (1.0 11 (1.9 17 (1.4)
With visit, no record 4 (0.7) 4 (0.7 8 (0.7)
Missing by Design 86 (14.5) 87 (14.7) 173 (14.6)
Discontinued due to adverse event 13 (2.2) 15 (2.5) 28 (2.4)
Discontinued due to clinical progression 5 (0.8) 6 (1.0 11 (0.9
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to non-study anti-cancer therapy 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 2 (0.3 1 (0.2) 3 (0.3)
Discontinued due to withdrawal by participant 4 (0.7) 2 (0.3) 6 (0.5
Translation not available in participants language 12 (2.0 23 (3.9 35 (2.9
Participant died 5 (0.8) 6 (1.0) 11 (0.9
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 45 (7.6) 34 (5.7) 79 (6.7)
WEEK 9 Expected to Complete Questionnaires 460 (77.4) 469 (79.1) 929 (78.3)
Completed 431 (72.6) 432 (72.8) 863 (72.7)
Compliance (% in those expected to complete questionnaires) 431 (93.7) 432 (92.1) 863 (92.9)
Not completed 29 (4.9 37 (6.2) 66 (5.6)
Participant did not complete due to disease under study 1 0.2) 4 (0.7 5 (0.4)
Not completed due to site staff error 6 (1.0) 9 (1.5) 15 (1.3)
Participant in hospital or hospice 2 (0.3) 1 (0.2) 3 (0.3)
Participant was physically unable to complete 1 0.2) 0 (0.0 1 (0.1)
Participant lost to follow-up/unable to contact 0 (0.0 1 (0.2) 1 (0.1)
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Participant did not complete due to side effects of treatment 1 (0.2) 0 (0.0) 1 (0.1)
Participant refused for other reasons 4 0.7) 7 (1.2) 11 (0.9)
Other 11 (1.9) 8 (1.3) 19 (1.6)
With visit, no record 3 (0.5) 7 (1.2) 10 (0.8)
Missing by Design 134 (22.6) 124 (20.9) 258 (21.7)
Discontinued due to adverse event 22 (3.7) 21 (3.5) 43 (3.6)
Discontinued due to clinical progression 8 (1.3) 10 .7 18 (1.5)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to non-study anti-cancer therapy 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 1 (0.2) 1 (0.2)
Discontinued due to progressive disease 11 (1.9 9 (1.5) 20 .7
Discontinued due to withdrawal by participant 12 (2.0) 7 (1.2) 19 (1.6)
Translation not available in participants language 15 (2.5) 13 (2.2) 28 (2.4)
Participant died 5 (0.8) 6 (1.0 11 (0.9
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 61 (10.3) 57 (9.6) 118 (9.9
WEEK 12 Expected to Complete Questionnaires 475 (80.0) 476 (80.3) 951 (80.1)
Completed 446 (75.1) 448 (75.5) 894 (75.3)
Compliance (% in those expected to complete questionnaires) 446 (93.9) 448 (94.1) 894 (94.0)
Not completed 29 (4.9 28 4.7 57 (4.8)
Participant did not complete due to disease under study 2 (0.3 1 (0.2) 3 (0.3)
Not completed due to site staff error 3 (0.5 5 (0.8) 8 (0.7)
Participant in hospital or hospice 5 (0.8) 4 0.7) 9 (0.8)
Participant was physically unable to complete 1 (0.2 1 (0.2) 2 (0.2
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0)
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 3 (0.5) 4 (0.7 7 (0.6)
Other 11 (1.9 12 (2.0 23 (1.9
With visit, no record 4 (0.7 1 (0.2) 5 (0.4)
Missing by Design 119 (20.0) 117 (19.7) 236 (19.9)
Discontinued due to adverse event 27 (4.5) 28 4.7 55 (4.6)
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Discontinued due to clinical progression 11 (1.9 13 (2.2) 24 (2.0)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to non-study anti-cancer therapy 0 (0.0) 1 (0.2) 1 (0.1)
Discontinued due to physician decision 1 (0.2) 2 (0.3) 3 (0.3)
Discontinued due to progressive disease 21 (3.5) 20 (3.4) 41 (3.5)
Discontinued due to withdrawal by participant 13 (2.2) 14 (2.4) 27 (2.3)
Translation not available in participants language 14 (2.4) 13 (2.2) 27 (2.3)
Participant died 4 (0.7) 7 1.2) 11 (0.9
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 28 4.7 19 3.2) 47 (4.0)
WEEK 18 Expected to Complete Questionnaires 457 (76.9) 442 (74.5) 899 (75.7)
Completed 373 (62.8) 375 (63.2) 748 (63.0)
Compliance (% in those expected to complete questionnaires) 373 (81.6) 375 (84.8) 748 (83.2)
Not completed 84 (14.2) 67 (11.3) 151 (12.7)
Participant did not complete due to disease under study 4 (0.7) 2 (0.3) 6 (0.5)
Not completed due to site staff error 7 (1.2) 8 (1.3) 15 (1.3
Participant in hospital or hospice 1 (0.2 1 (0.2) 2 (0.2)
Participant was physically unable to complete 1 (0.2 3 (0.5 4 (0.3)
Participant lost to follow-up/unable to contact 2 (0.3 0 (0.0) 2 (0.2)
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 5 (0.8) 10 1.7 15 (1.3
Other 15 (2.5) 12 (2.0 27 (2.3)
With visit, no record 49 (8.2) 31 (5.2) 80 (6.7)
Missing by Design 137 (23.1) 151 (25.5) 288 (24.3)
Discontinued due to adverse event 39 (6.6) 37 (6.2) 76 (6.4)
Discontinued due to clinical progression 15 (2.5) 19 (3.2) 34 (2.9
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to non-study anti-cancer therapy 1 (0.2) 1 0.2) 2 (0.2)
Discontinued due to physician decision 3 (0.5) 2 (0.3) 5 (0.4)
Discontinued due to progressive disease 44 (7.4) 46 (7.8) 90 (7.6)
Discontinued due to withdrawal by participant 18 (3.0) 19 3.2) 37 (3.1)
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Translation not available in participants language 5 (0.8) 9 (1.5) 14 (1.2)
Participant died 7 (1.2) 12 (2.0 19 (1.6)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 5 (0.8) 6 (1.0 11 (0.9)
WEEK 24 Expected to Complete Questionnaires 405 (68.2) 371 (62.6) 776 (65.4)
Completed 331 (55.7) 311 (52.4) 642 (54.1)
Compliance (% in those expected to complete questionnaires) 331 (81.7) 311 (83.8) 642 (82.7)
Not completed 74 (12.5) 60 (10.2) 134 (11.3)
Participant did not complete due to disease under study 2 (0.3) 3 (0.5) 5 (0.4)
Not completed due to site staff error 5 (0.8) 4 0.7) 9 (0.8)
Participant in hospital or hospice 0 (0.0 0 (0.0 0 (0.0
Participant was physically unable to complete 2 (0.3) 3 (0.5) 5 (0.4)
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0
Participant did not complete due to side effects of treatment 1 (0.2) 0 (0.0 1 (0.1)
Participant refused for other reasons 9 (1.5) 7 (1.2) 16 (1.3)
Other 14 (2.4) 13 (2.2) 27 (2.3)
With visit, no record 41 (6.9) 30 (5.1 71 (6.0)
Missing by Design 189 (31.8) 222 (37.4) 411 (34.6)
Discontinued due to adverse event 50 (8.4) 47 (7.9) 97 (8.2)
Discontinued due to clinical progression 23 (3.9 32 (5.4) 55 (4.6)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to non-study anti-cancer therapy 3 (0.5 2 (0.3) 5 (0.4)
Discontinued due to physician decision 4 (0.7) 3 (0.5 7 (0.6)
Discontinued due to progressive disease 70 (11.8) 101 (17.0) 171 (14.4)
Discontinued due to withdrawal by participant 20 (3.4) 22 3.7) 42 (3.5
Translation not available in participants language 1 (0.2 2 (0.3) 3 (0.3)
Participant died 7 (1.2) 7 (1.2) 14 1.2)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 11 (1.9) 6 (1.0 17 (1.4)
WEEK 30 Expected to Complete Questionnaires 330 (55.6) 301 (50.8) 631 (53.2)
Completed 285 (48.0) 251 (42.3) 536 (45.2)

Pembrolizumab (KEYTRUDA®) Seite 65 von 702



Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 29.12.2023

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

Compliance (% in those expected to complete questionnaires) 285 (86.4) 251 (83.4) 536 (84.9)
Not completed 45 (7.6) 50 (8.4) 95 (8.0)
Participant did not complete due to disease under study 1 (0.2) 6 (1.0 7 (0.6)
Not completed due to site staff error 5 (0.8) 7 (1.2) 12 (1.0)
Participant in hospital or hospice 2 (0.3) 2 (0.3) 4 (0.3)
Participant was physically unable to complete 1 (0.2) 1 (0.2) 2 (0.2)
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 3 (0.5) 9 (1.5) 12 (1.0)
Other 14 (2.4) 7 (12 21 (1.8)
With visit, no record 19 (3.2) 18 (3.0) 37 (3.1)
Missing by Design 264 (44.4) 292 (49.2) 556 (46.8)
Discontinued due to adverse event 56 (9.4) 57 (9.6) 113 (9.5)
Discontinued due to clinical progression 36 (6.1) 39 (6.6) 75 (6.3)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to non-study anti-cancer therapy 3 (0.5 3 (0.5) 6 (0.5
Discontinued due to physician decision 4 (0.7) 6 (1.0 10 (0.8)
Discontinued due to progressive disease 132 (22.2) 154 (26.0) 286 (24.1)
Discontinued due to withdrawal by participant 21 (3.5 24 (4.0) 45 (3.8)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 4 (0.7) 2 (0.3) 6 (0.5
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 8 (1.3 7 (1.2) 15 (1.3
WEEK 36 Expected to Complete Questionnaires 270 (45.5) 228 (38.4) 498 (42.0)
Completed 234 (39.4) 194 (32.7) 428 (36.1)
Compliance (% in those expected to complete questionnaires) 234 (86.7) 194 (85.1) 428 (85.9)
Not completed 36 (6.1) 34 (5.7) 70 (5.9)
Participant did not complete due to disease under study 1 0.2) 1 (0.2) 2 (0.2)
Not completed due to site staff error 6 (1.0) 3 (0.5) 9 (0.8)
Participant in hospital or hospice 3 (0.5) 1 0.2) 4 (0.3)
Participant was physically unable to complete 0 (0.0 2 (0.3) 2 (0.2)
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Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0)
Participant did not complete due to side effects of treatment 0 (0.0) 1 (0.2) 1 (0.1)
Participant refused for other reasons 4 0.7) 5 (0.8) 9 (0.8)
Other 8 (1.3) 8 (1.3) 16 (1.3)
With visit, no record 14 (2.4) 13 (2.2) 27 (2.3)
Missing by Design 324 (54.5) 365 (61.6) 689 (58.0)
Discontinued due to adverse event 63 (10.6) 59 (9.9 122 (10.3)
Discontinued due to clinical progression 40 (6.7) 48 (8.1) 88 (7.4)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to non-study anti-cancer therapy 4 0.7) 3 (0.5) 7 (0.6)
Discontinued due to physician decision 6 (1.0) 7 (1.2) 13 (1.2)
Discontinued due to progressive disease 177 (29.8) 217 (36.6) 394 (33.2)
Discontinued due to withdrawal by participant 23 (3.9 27 (4.6) 50 (4.2)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 3 (0.5) 2 (0.3) 5 (0.4)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 8 (1.3 2 (0.3) 10 (0.8)
WEEK 42 Expected to Complete Questionnaires 236 (39.7) 167 (28.2) 403 (34.0)
Completed 200 (33.7) 148 (25.0) 348 (29.3)
Compliance (% in those expected to complete questionnaires) 200 (84.7) 148 (88.6) 348 (86.4)
Not completed 36 (6.1) 19 (3.2) 55 (4.6)
Participant did not complete due to disease under study 1 (0.2 1 (0.2) 2 (0.2
Not completed due to site staff error 3 (0.5 4 0.7) 7 (0.6)
Participant in hospital or hospice 0 (0.0) 1 (0.2) 1 (0.2)
Participant was physically unable to complete 1 (0.2 0 (0.0) 1 (0.2)
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0)
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 1 0.2) 1 (0.2) 2 (0.2)
Other 10  (1.7) 7 (1.2 17 (1.4)
With visit, no record 20 (3.4) 5 (0.8) 25 (2.1)
Missing by Design 358 (60.3) 426 (71.8) 784 (66.0)
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Discontinued due to adverse event 69 (11.6) 62 (10.5) 131 (11.0)
Discontinued due to clinical progression 46 (7.7) 50 (8.4) 96 (8.1)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to non-study anti-cancer therapy 4 0.7) 5 (0.8) 9 (0.8)
Discontinued due to physician decision 6 (1.0) 7 (1.2) 13 (1.1)
Discontinued due to progressive disease 203 (34.2) 270 (45.5) 473 (39.8)
Discontinued due to withdrawal by participant 23 (3.9 28 4.7 51 (4.3)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0
Participant died 3 (0.5) 2 (0.3) 5 (0.4)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 4 0.7) 2 (0.3) 6 (0.5)
WEEK 48 Expected to Complete Questionnaires 196 (33.0) 125 (21.1) 321 (27.0)
Completed 177 (29.8) 109 (18.4) 286 (24.1)
Compliance (% in those expected to complete questionnaires) 177 (90.3) 109 (87.2) 286 (89.1)
Not completed 19 (3.2) 16 2.7 35 (2.9)
Participant did not complete due to disease under study 1 (0.2 0 (0.0) 1 (0.2)
Not completed due to site staff error 1 (0.2 1 (0.2) 2 (0.2)
Participant in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Participant was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0)
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0)
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 2 (0.3 0 (0.0) 2 (0.2
Other 8 (1.3) 6 (1.0 14 (1.2)
With visit, no record 7 (1.2 9 (1.5 16 (1.3
Missing by Design 398 (67.0) 468 (78.9) 866 (73.0)
Discontinued due to adverse event 71 (12.0) 65 (11.0) 136 (11.5)
Discontinued due to clinical progression 49 (8.2) 51 (8.6) 100 (8.4)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to non-study anti-cancer therapy 4 0.7) 5 (0.8) 9 (0.8)
Discontinued due to physician decision 8 (1.3) 8 (1.3) 16 (1.3)
Discontinued due to progressive disease 234 (39.4) 306 (51.6) 540 (45.5)
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Discontinued due to withdrawal by participant 26 (4.4) 29 (4.9) 55 (4.6)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 0 (0.0) 2 (0.3) 2 (0.2)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 6 (1.0) 2 (0.3) 8 (0.7)
WEEK 54 Expected to Complete Questionnaires 166 (27.9) 99 (16.7) 265 (22.3)
Completed 144 (24.2) 90 (15.2) 234 (19.7)
Compliance (% in those expected to complete questionnaires) 144 (86.7) 90 (90.9) 234 (88.3)
Not completed 22 3.7 9 (1.5) 31 (2.6)
Participant did not complete due to disease under study 1 (0.2) 0 (0.0 1 (0.1)
Not completed due to site staff error 3 (0.5) 2 (0.3) 5 (0.4)
Participant in hospital or hospice 0 (0.0 0 (0.0 0 (0.0
Participant was physically unable to complete 0 (0.0 0 (0.0 0 (0.0
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 2 (0.3 0 (0.0) 2 (0.2)
Other 1 0.2) 4 (0.7 5 (0.4)
With visit, no record 15 (2.5 3 (0.5 18 (1.5
Missing by Design 428 (72.1) 494 (83.3) 922 (77.7)
Discontinued due to adverse event 74 (12.5) 67 (11.3) 141 (11.9)
Discontinued due to clinical progression 55 (9.3 54 (9.2 109 (9.2)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to non-study anti-cancer therapy 4 (0.7) 6 (1.0) 10 (0.8)
Discontinued due to physician decision 8 (1.3 8 (1.3) 16 (1.3
Discontinued due to progressive disease 259 (43.6) 326 (55.0) 585 (49.3)
Discontinued due to withdrawal by participant 26 (4.4) 30 (5.1 56 4.7
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 1 0.2) 1 (0.2) 2 (0.2)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 1 (0.2) 2 (0.3) 3 (0.3)
WEEK 60 Expected to Complete Questionnaires 152 (25.6) 84 (14.2) 236 (19.9)
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Completed 135 (22.7) 65 (11.0) 200 (16.8)
Compliance (% in those expected to complete questionnaires) 135 (88.8) 65 (77.4) 200 (84.7)
Not completed 17 (2.9) 19 3.2) 36 (3.0)
Participant did not complete due to disease under study 0 (0.0) 2 (0.3) 2 (0.2)
Not completed due to site staff error 5 (0.8) 3 (0.5) 8 (0.7)
Participant in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0
Participant was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 1 (0.2) 1 (0.2) 2 (0.2)
Other 7 (1.2) 4 (0.7 11 (0.9)
With visit, no record 4 (0.7) 9 (1.5) 13 (1.1)
Missing by Design 442 (74.4) 509 (85.8) 951 (80.1)
Discontinued due to adverse event 74 (12.5) 66 (11.2) 140 (11.8)
Discontinued due to clinical progression 58 (9.8) 55 (9.3) 113 (9.5)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to non-study anti-cancer therapy 4 (0.7) 6 (1.0 10 (0.8)
Discontinued due to physician decision 8 (1.3 8 (1.3) 16 (1.3
Discontinued due to progressive disease 268 (45.1) 342 (57.7) 610 (51.4)
Discontinued due to withdrawal by participant 26 (4.4) 30 (5.1 56 4.7
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 2 (0.3 2 (0.3) 4 (0.3)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 2 (0.3 0 (0.0) 2 (0.2
WEEK 66 Expected to Complete Questionnaires 133 (22.4) 70 (11.8) 203 (17.1)
Completed 119 (20.0) 65 (11.0) 184 (15.5)
Compliance (% in those expected to complete questionnaires) 119 (89.5) 65 (92.9) 184 (90.6)
Not completed 14 (2.4) 5 (0.8) 19 (1.6)
Participant did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0
Not completed due to site staff error 2 (0.3) 0 (0.0 2 (0.2)
Participant in hospital or hospice 0 (0.0 0 (0.0 0 (0.0
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Participant was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0)
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0)
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 0 (0.0) 0 (0.0) 0 (0.0)
Other 5 (0.8) 2 0.3 7 (0.6)
With visit, no record 7 (1.2) 3 (0.5) 10 (0.8)
Missing by Design 461 (77.6) 523 (88.2) 984 (82.9)
Discontinued due to adverse event 75 (12.6) 68 (11.5) 143 (12.0)
Discontinued due to clinical progression 58 (9.8) 60 (10.2) 118 (9.9
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to non-study anti-cancer therapy 4 0.7) 6 (1.0 10 (0.8)
Discontinued due to physician decision 9 (1.5) 8 (1.3) 17 (1.4)
Discontinued due to progressive disease 283 (47.6) 348 (58.7) 631 (53.2)
Discontinued due to withdrawal by participant 27 (4.5) 32 (5.4) 59 (5.0)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 2 (0.3 0 (0.0) 2 (0.2)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 3 (0.5 1 (0.2) 4 (0.3)
WEEK 72 Expected to Complete Questionnaires 126 (21.2) 57 (9.6) 183 (15.4)
Completed 114 (19.2) 51 (8.6) 165 (13.9)
Compliance (% in those expected to complete questionnaires) 114 (90.5) 51 (89.5) 165 (90.2)
Not completed 12 (2.0) 6 (1.0) 18 (1.5
Participant did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 1 (0.2 0 (0.0) 1 (0.2)
Participant in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Participant was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0)
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 1 0.2) 0 (0.0) 1 (0.1)
Other 6 (1.0 0 (0.0 6 (0.5)
With visit, no record 4 0.7) 6 (1.0 10 (0.8)
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Missing by Design 468 (78.8) 536 (90.4) 1,004 (84.6)
Discontinued due to adverse event 78 (13.1) 69 (11.6) 147 (12.4)
Discontinued due to clinical progression 59 (9.9) 60 (10.1) 119 (10.0)
Discontinued due to complete response 1 (0.2) 1 (0.2) 2 (0.2)
Discontinued due to non-study anti-cancer therapy 4 (0.7) 6 (1.0) 10 (0.8)
Discontinued due to physician decision 9 (1.5) 8 (1.3) 17 (1.4)
Discontinued due to progressive disease 288 (48.5) 358 (60.4) 646 (54.4)
Discontinued due to withdrawal by participant 27 (4.5) 33 (5.6) 60 (5.1)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 0 (0.0) 0 (0.0) 0 (0.0)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 2 (0.3) 1 (0.2) 3 (0.3)
WEEK 78 Expected to Complete Questionnaires 120 (20.2) 52 (8.8) 172 (14.5)
Completed 101 (17.0) 44 (1.4) 145  (12.2)
Compliance (% in those expected to complete questionnaires) 101 (84.2) 44 (84.6) 145 (84.3)
Not completed 19 (3.2) 8 (1.3) 27 (2.3)
Participant did not complete due to disease under study 1 (0.2 0 (0.0) 1 (0.2)
Not completed due to site staff error 2 (0.3 2 (0.3) 4 (0.3)
Participant in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Participant was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0)
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0)
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 2 (0.3 0 (0.0) 2 (0.2
Other 7 (1.2) 3 (0.5) 10 (0.8)
With visit, no record 7 (1.2 3 (0.5 10 (0.8)
Missing by Design 474 (79.8) 541 91.2) 1,015 (85.5)
Discontinued due to adverse event 79 (13.3) 69 (11.6) 148 (12.5)
Discontinued due to clinical progression 60 (10.2) 61 (10.3) 121 (10.2)
Discontinued due to complete response 1 (0.2) 1 0.2) 2 (0.2)
Discontinued due to non-study anti-cancer therapy 4 0.7) 6 (1.0 10 (0.8)
Discontinued due to physician decision 9 (1.5) 8 (1.3) 17 (1.4)
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Discontinued due to progressive disease 293 (49.3) 361 (60.9) 654 (55.1)
Discontinued due to withdrawal by participant 27 (4.5) 33 (5.6) 60 (5.1)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 0 (0.0) 0 (0.0) 0 (0.0)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 1 (0.2) 2 (0.3) 3 (0.3)
WEEK 84 Expected to Complete Questionnaires 113 (19.0) 42 (7.1) 155 (13.1)
Completed 96 (16.2) 36 (6.1) 132 (11.1)
Compliance (% in those expected to complete questionnaires) 96 (85.0) 36 (85.7) 132 (85.2)
Not completed 17 (2.9) 6 (1.0 23 (1.9
Participant did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0
Not completed due to site staff error 0 (0.0 1 (0.2) 1 (0.1)
Participant in hospital or hospice 0 (0.0 0 (0.0 0 (0.0
Participant was physically unable to complete 0 (0.0 0 (0.0 0 (0.0
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 3 (0.5 0 (0.0) 3 (0.3)
Other 3 (0.5) 3 (0.5) 6 (0.5)
With visit, no record 11 (1.9 2 (0.3) 13 (1.2
Missing by Design 481 (81.0) 551 (92.9) 1,032 (86.9)
Discontinued due to adverse event 79 (13.3) 69 (11.6) 148 (12.5)
Discontinued due to clinical progression 60 (10.1) 62 (10.5) 122 (10.3)
Discontinued due to complete response 1 (0.2 1 (0.2) 2 (0.2
Discontinued due to non-study anti-cancer therapy 4 (0.7) 6 (1.0) 10 (0.8)
Discontinued due to physician decision 9 (1.5 8 (1.3) 17 (1.4)
Discontinued due to progressive disease 298 (50.2) 369 (62.2) 667 (56.2)
Discontinued due to withdrawal by participant 28 4.7 33 (5.6) 61 (5.1)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 1 0.2) 1 (0.2) 2 (0.2)
Visit not reached 0 (0.0) 0 (0.0 0 (0.0)
Visit not scheduled 1 (0.2) 2 0.3) 3 (0.3)

Pembrolizumab (KEYTRUDA®) Seite 73 von 702



Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 29.12.2023

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

WEEK 90 Expected to Complete Questionnaires 102 (17.2) 40 (6.7) 142 (12.0)
Completed 89 (15.0) 33 (5.6) 122 (10.3)
Compliance (% in those expected to complete questionnaires) 89 (87.3) 33 (82.5) 122 (85.9)
Not completed 13 (2.2) 7 (1.2) 20 .7
Participant did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0
Not completed due to site staff error 3 (0.5) 0 (0.0) 3 (0.3)
Participant in hospital or hospice 0 (0.0 1 (0.2) 1 (0.1)
Participant was physically unable to complete 1 (0.2) 0 (0.0 1 (0.1)
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 2 (0.3) 0 (0.0 2 (0.2)
Other 3 (0.5) 1 0.2) 4 0.3
With visit, no record 4 0.7) 5 (0.8) 9 (0.8)

Missing by Design 492 (82.8) 553 (93.3) 1,045 (88.0)
Discontinued due to adverse event 79 (13.3) 69 (11.6) 148 (12.5)
Discontinued due to clinical progression 62 (10.4) 62 (10.5) 124 (10.4)
Discontinued due to complete response 2 (0.3 1 (0.2) 3 (0.3)
Discontinued due to non-study anti-cancer therapy 4 (0.7) 6 (1.0) 10 (0.8)
Discontinued due to physician decision 9 (1.5 9 (1.5 18 (1.5
Discontinued due to progressive disease 305 (51.3) 372 (62.7) 677 (57.0)
Discontinued due to withdrawal by participant 29 (4.9 33 (5.6) 62 (5.2)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 0 (0.0) 0 (0.0) 0 (0.0)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 2 (0.3 1 (0.2) 3 (0.3)

WEEK 96 Expected to Complete Questionnaires 97 (16.3) 31 (5.2) 128 (10.8)
Completed 84 (14.1) 23 3.9 107 (9.0)
Compliance (% in those expected to complete questionnaires) 84 (86.6) 23 (74.2) 107 (83.6)
Not completed 13 (2.2) 8 (1.3) 21 (1.8)
Participant did not complete due to disease under study 0 (0.0) 0 (0.0 0 (0.0
Not completed due to site staff error 5 (0.8) 2 0.3) 7 (0.6)
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Participant in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Participant was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0)
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0)
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 1 (0.2) 1 (0.2) 2 (0.2)
Other 2 0.3 3 (0.5) 5 0.4)
With visit, no record 5 (0.8) 2 (0.3) 7 (0.6)
Missing by Design 497 (83.7) 562 (94.8) 1,059 (89.2)
Discontinued due to adverse event 80 (13.5) 69 (11.6) 149 (12.6)
Discontinued due to clinical progression 62 (10.4) 63 (10.6) 125 (10.5)
Discontinued due to complete response 2 (0.3) 1 (0.2) 3 (0.3)
Discontinued due to non-study anti-cancer therapy 4 0.7) 6 (1.0 10 (0.8)
Discontinued due to physician decision 9 (1.5) 9 (1.5) 18 (1.5)
Discontinued due to progressive disease 309 (52.0) 378 (63.7) 687 (57.9)
Discontinued due to withdrawal by participant 29 (4.9 33 (5.6) 62 (5.2)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 1 (0.2 0 (0.0) 1 (0.2)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 1 (0.2 3 (0.5 4 (0.3)
WEEK 102 Expected to Complete Questionnaires 90 (15.2) 28 4.7 118 (9.9
Completed 78 (13.1) 25 4.2) 103 (8.7)
Compliance (% in those expected to complete questionnaires) 78 (86.7) 25 (89.3) 103 (87.3)
Not completed 12 (2.0) 3 (0.5 15 (1.3
Participant did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 2 (0.3 1 (0.2) 3 (0.3)
Participant in hospital or hospice 1 (0.2 0 (0.0) 1 (0.2)
Participant was physically unable to complete 0 (0.0 0 (0.0) 0 (0.0
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 2 (0.3) 0 (0.0 2 (0.2)
WEEK 102 Other 4 (0.7) 1 (0.2) 5 (0.4)
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With visit, no record 3 (0.5) 1 0.2) 4 (0.3)
Missing by Design 504 (84.8) 565 (95.3) 1,069 (90.1)
Discontinued due to adverse event 80 (13.5) 69 (11.6) 149 (12.6)
Discontinued due to clinical progression 62 (10.4) 63 (10.6) 125 (10.5)
Discontinued due to complete response 2 (0.3) 1 (0.2) 3 (0.3)
Discontinued due to non-study anti-cancer therapy 4 (0.7) 6 (1.0 10 (0.8)
Discontinued due to physician decision 9 (1.5) 9 (1.5) 18 (1.5)
Discontinued due to progressive disease 312 (52.5) 383 (64.6) 695 (58.6)
Discontinued due to withdrawal by participant 30 (5.1) 33 (5.6) 63 (5.3)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 1 (0.2) 0 (0.0 1 (0.1)
Visit not reached 1 (0.2) 0 (0.0) 1 (0.2)
Visit not scheduled 3 (0.5) 1 (0.2) 4 (0.3)

Expected to complete questionnaire includes all patients who do not have missing data due to a missing by design reason.

Compliance is the proportion of patients 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 patients in the analysis population (N).
Missing by design includes: adverse event, death, discontinuation, translations not available, and no visit scheduled.
Database Cutoff Date: 22AUG2023
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Anhang 4-G2.3: Rucklaufquoten der EQ-5D VAS

Tabelle 4G-7: Griinde fur das Fehlen von Werten im EQ-5D VAS (KEYNOTE 859)

Pembrolizumab + | Chemotherapy Total
Chemotherapy
N=598 N=600 N=1198
Treatment Visit | Category n (%) n (%) n (%)
BASELINE Expected to Complete Questionnaires 598 (100.0) | 600 (100.0) 1,198 (100.0)

Completed 580 (97.0) 587 (97.8) 1,167 (97.4)

Compliance (% in those expected to complete questionnaires) 580 (97.0) 587 (97.8) 1,167 (97.4)
Not completed 18 (3.0) 13 (2.2) 31 (2.6)
Participant did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0
Not completed due to site staff error 4 0.7) 3 (0.5) 7 (0.6)
Participant in hospital or hospice 0 (0.0 0 (0.0 0 (0.0
Participant was physically unable to complete 1 (0.2 0 (0.0) 1 (0.2)
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0)
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 0 (0.0) 1 (0.2) 1 (0.2)
Other 9 (1.5) 6 (1.0 15 (1.3)
With visit, no record 4 (0.7) 3 (0.5 7 (0.6)
Missing by Design 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to adverse event 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to clinical progression 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to non-study anti-cancer therapy 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 0 (0.0) 0 (0.0 0 (0.0)
Discontinued due to protocol violation 0 (0.0) 0 (0.0 0 (0.0)
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Discontinued due to withdrawal by participant 0 (0.0) 0 (0.0) 0 (0.0)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 0 (0.0) 0 (0.0) 0 (0.0)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 0 (0.0) 0 (0.0) 0 (0.0)
WEEK 3 Expected to Complete Questionnaires 551 (92.1) 559 (93.2) 1,110 (92.7)
Completed 530 (88.6) 536 (89.3) 1,066 (89.0)
Compliance (% in those expected to complete questionnaires) 530 (96.2) 536 (95.9) 1,066 (96.0)
Not completed 21 (3.5) 23 (3.8) 44 3.7)
Participant did not complete due to disease under study 0 (0.0) 3 (0.5) 3 (0.3)
Not completed due to site staff error 7 (1.2) 4 0.7) 11 (0.9
Participant in hospital or hospice 3 (0.5) 2 (0.3) 5 (0.4)
Participant was physically unable to complete 2 (0.3) 0 (0.0 2 (0.2)
Participant lost to follow-up/unable to contact 0 (0.0 1 (0.2) 1 (0.1)
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 4 (0.7) 3 (0.5) 7 (0.6)
Other 5 (0.8) 8 (1.3) 13 (1.1)
With visit, no record 0 (0.0) 2 (0.3) 2 (0.2)
Missing by Design 47 (7.9 41 (6.8) 88 (7.3)
Discontinued due to adverse event 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to clinical progression 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to non-study anti-cancer therapy 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to protocol violation 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to withdrawal by participant 0 (0.0) 0 (0.0) 0 (0.0)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 14 (2.3) 17 (2.8) 31 (2.6)
Visit not reached 0 (0.0) 0 (0.0 0 (0.0)
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Visit not scheduled 33 (5.5) 24 (4.0) 57 (4.8)
Expected to Complete Questionnaires 522 (87.3) 532 (88.7) 1,054 (88.0)
Completed 501 (83.8) 510 (85.0) 1,011 (84.4)
Compliance (% in those expected to complete questionnaires) 501 (96.0) 510 (95.9) 1,011 (95.9)
Not completed 21 (3.5) 22 3.7 43 (3.6)
Participant did not complete due to disease under study 0 (0.0) 3 (0.5) 3 (0.3)
Not completed due to site staff error 3 (0.5) 1 (0.2) 4 (0.3)
Participant in hospital or hospice 2 (0.3) 2 (0.3) 4 (0.3)
Participant was physically unable to complete 1 (0.2) 2 (0.3) 3 (0.3)
Participant lost to follow-up/unable to contact 0 (0.0 1 (0.2) 1 (0.1)
Participant did not complete due to side effects of treatment 2 (0.3) 0 (0.0 2 (0.2)
Participant refused for other reasons 6 (1.0) 0 (0.0) 6 (0.5)
Other 3 (0.5) 9 (1.5) 12 (1.0
With visit, no record 4 (0.7) 4 (0.7 8 (0.7)
Missing by Design 76 (12.7) 68 (11.3) 144 (12.0)
Discontinued due to adverse event 14 (2.3) 15 (2.5) 29 (2.4)
Discontinued due to clinical progression 6 (1.0 8 (1.3) 14 (1.2)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to non-study anti-cancer therapy 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 2 (0.3 1 (0.2) 3 (0.3)
Discontinued due to protocol violation 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to withdrawal by participant 4 (0.7) 2 (0.3) 6 (0.5
Translation not available in participants language 0 (0.0) 1 (0.2) 1 (0.2)
Participant died 5 (0.8) 6 (1.0 11 (0.9
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 45 (7.5) 35 (5.8) 80 (6.7)
WEEK 9 Expected to Complete Questionnaires 477 (79.8) 483 (80.5) 960 (80.1)
Completed 451 (75.4) 450 (75.0) 901 (75.2)
Compliance (% in those expected to complete questionnaires) 451 (94.5) 450 (93.2) 901 (93.9)
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Not completed 26 (4.3) 33 (5.5) 59 (4.9
Participant did not complete due to disease under study 1 (0.2) 4 0.7) 5 (0.4)
Not completed due to site staff error 6 (1.0) 8 (1.3) 14 (1.2)
Participant in hospital or hospice 2 (0.3) 1 (0.2) 3 (0.3)
Participant was physically unable to complete 1 (0.2) 0 (0.0 1 (0.1)
Participant lost to follow-up/unable to contact 0 (0.0 1 (0.2) 1 (0.1)
Participant did not complete due to side effects of treatment 1 (0.2) 0 (0.0 1 (0.1)
Participant refused for other reasons 3 (0.5) 6 (1.0 9 (0.8)
Other 9 (1.5) 6 (1.0 15 (1.3)
With visit, no record 3 (0.5) 7 (1.2) 10 (0.8)
Missing by Design 121 (20.2) 117 (19.5) 238 (19.9)
Discontinued due to adverse event 23 (3.8) 21 (3.5 44 3.7
Discontinued due to clinical progression 9 (1.5) 13 (2.2) 22 (1.8)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to non-study anti-cancer therapy 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 1 (0.2) 1 (0.2)
Discontinued due to progressive disease 11 (1.8) 10 1.7 21 (1.8)
Discontinued due to protocol violation 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to withdrawal by participant 12 (2.0) 7 (1.2) 19 (1.6)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 5 (0.8) 6 (1.0) 11 (0.9
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 61 (10.2) 59 (9.8) 120 (10.0)
WEEK 12 Expected to Complete Questionnaires 490 (81.9) 492 (82.0) 982 (82.0)
Completed 463 (77.4) 466 77.7) 929 (77.5)
Compliance (% in those expected to complete questionnaires) 463 (94.5) 466 (94.7) 929 (94.6)
Not completed 27 (4.5) 26 4.3) 53 (4.4)
Participant did not complete due to disease under study 2 (0.3) 1 0.2) 3 (0.3)
Not completed due to site staff error 3 (0.5) 4 0.7) 7 (0.6)
Participant in hospital or hospice 5 (0.8) 4 0.7) 9 (0.8)
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Participant was physically unable to complete 1 (0.2) 1 0.2) 2 (0.2)
Participant lost to follow-up/unable to contact 0 (0.0) 1 (0.2) 1 (0.1)
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 2 (0.3) 4 0.7) 6 (0.5)
Other 10 .7 10 .7 20 .7
With visit, no record 4 (0.7) 1 (0.2) 5 (0.4)
Missing by Design 108 (18.1) 108 (18.0) 216 (18.0)
Discontinued due to adverse event 28 4.7) 28 4.7 56 4.7
Discontinued due to clinical progression 12 (2.0) 16 2.7 28 (2.3)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to non-study anti-cancer therapy 0 (0.0) 1 (0.2) 1 (0.2)
Discontinued due to physician decision 1 (0.2) 2 (0.3) 3 (0.3)
Discontinued due to progressive disease 21 (3.5) 21 (3.5 42 (3.5)
Discontinued due to protocol violation 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to withdrawal by participant 13 (2.2) 14 (2.3) 27 (2.3)
Translation not available in participants language 1 (0.2 0 (0.0) 1 (0.2)
Participant died 4 (0.7) 7 (1.2) 11 (0.9
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 28 4.7 19 (3.2) 47 (3.9
WEEK 18 Expected to Complete Questionnaires 463 (77.4) 453 (75.5) 916 (76.5)
Completed 382 (63.9) 387 (64.5) 769 (64.2)
Compliance (% in those expected to complete questionnaires) 382 (82.5) 387 (85.4) 769 (84.0)
Not completed 81 (13.5) 66 (11.0) 147 (12.3)
Participant did not complete due to disease under study 4 (0.7) 2 (0.3) 6 (0.5
Not completed due to site staff error 7 (1.2 6 (1.0) 13 (1.2
Participant in hospital or hospice 1 (0.2) 1 (0.2) 2 (0.2)
Participant was physically unable to complete 1 0.2) 3 (0.5) 4 (0.3)
Participant lost to follow-up/unable to contact 2 (0.3) 0 (0.0 2 (0.2)
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 5 (0.8) 10 1.7 15 (1.3)
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Other 12 (2.0) 13 (2.2) 25 (2.1)
With visit, no record 49 (8.2) 31 (5.2) 80 (6.7)
Missing by Design 135 (22.6) 147 (24.5) 282 (23.5)
Discontinued due to adverse event 40 (6.7) 37 (6.2) 77 (6.4)
Discontinued due to clinical progression 16 (2.7) 22 3.7 38 (3.2)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 1 (0.2) 1 (0.2)
Discontinued due to non-study anti-cancer therapy 1 (0.2) 1 (0.2) 2 (0.2)
Discontinued due to physician decision 3 (0.5) 2 (0.3) 5 (0.4)
Discontinued due to progressive disease 44 (7.4) 47 (7.8) 91 (7.6)
Discontinued due to protocol violation 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to withdrawal by participant 18 (3.0) 19 3.2) 37 (3.1)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 8 (1.3) 12 (2.0 20 (1.7)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 5 (0.8) 6 (1.0 11 (0.9

WEEK 24 Expected to Complete Questionnaires 406 (67.9) 373 (62.2) 779 (65.0)
Completed 335 (56.0) 316 (52.7) 651 (54.3)
Compliance (% in those expected to complete questionnaires) 335 (82.5) 316 (84.7) 651 (83.6)
Not completed 71 (11.9) 57 (9.5 128 (10.7)
Participant did not complete due to disease under study 2 (0.3 3 (0.5 5 (0.4)
Not completed due to site staff error 5 (0.8) 4 0.7) 9 (0.8)
Participant in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Participant was physically unable to complete 2 (0.3 3 (0.5 5 (0.4)
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0)
Participant did not complete due to side effects of treatment 1 (0.2 0 (0.0) 1 (0.2)
Participant refused for other reasons 7 (1.2) 5 (0.8) 12 (1.0)
Other 13 (2.2) 12 (2.0 25 (2.1)
With visit, no record 41 (6.9) 30 (5.0) 71 (5.9)

Missing by Design 192 (32.1) 227 (37.8) 419 (35.0)
Discontinued due to adverse event 51 (8.5) 47 (7.8) 98 (8.2)
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Discontinued due to clinical progression 24 (4.0) 35 (5.8) 59 (4.9
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 1 (0.2) 1 (0.1)
Discontinued due to non-study anti-cancer therapy 3 (0.5) 2 (0.3) 5 (0.4)
Discontinued due to physician decision 4 (0.7) 3 (0.5) 7 (0.6)
Discontinued due to progressive disease 71 (11.9) 103 (17.2) 174 (14.5)
Discontinued due to protocol violation 1 (0.2) 0 (0.0 1 (0.1)
Discontinued due to withdrawal by participant 20 (3.3) 23 (3.8) 43 (3.6)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 7 (1.2) 7 (1.2) 14 (1.2)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 11 (1.8) 6 (1.0 17 (1.4)
WEEK 30 Expected to Complete Questionnaires 330 (55.2) 301 (50.2) 631 (52.7)
Completed 287 (48.0) 252 (42.0) 539 (45.0)
Compliance (% in those expected to complete questionnaires) 287 (87.0) 252 (83.7) 539 (85.4)
Not completed 43 (7.2) 49 (8.2) 92 (7.7)
Participant did not complete due to disease under study 1 (0.2 6 (1.0 7 (0.6)
Not completed due to site staff error 5 (0.8) 7 (1.2) 12 (1.0
Participant in hospital or hospice 2 (0.3 2 (0.3) 4 (0.3)
Participant was physically unable to complete 1 (0.2 1 (0.2) 2 (0.2
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0)
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 3 (0.5 9 (1.5 12 (1.0
Other 12 (2.0) 6 (1.0 18 (1.5)
With visit, no record 19 (3.2 18 (3.0) 37 (3.1
Missing by Design 268 (44.8) 299 (49.8) 567 (47.3)
Discontinued due to adverse event 57 (9.5) 57 (9.5) 114 (9.5)
Discontinued due to clinical progression 37 (6.2) 42 (7.0) 79 (6.6)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 1 0.2) 1 (0.2)
Discontinued due to non-study anti-cancer therapy 3 (0.5) 3 (0.5) 6 (0.5)
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Discontinued due to physician decision 4 0.7) 6 (1.0 10 (0.8)
Discontinued due to progressive disease 133 (22.2) 156 (26.0) 289 (24.1)
Discontinued due to protocol violation 1 (0.2) 0 (0.0) 1 (0.1)
Discontinued due to withdrawal by participant 21 (3.5) 25 4.2) 46 (3.8)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0
Participant died 4 (0.7) 2 (0.3) 6 (0.5)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 8 (1.3) 7 1.2) 15 (1.3)
WEEK 36 Expected to Complete Questionnaires 270 (45.2) 228 (38.0) 498 (41.6)
Completed 234 (39.1) 195 (32.5) 429 (35.8)
Compliance (% in those expected to complete questionnaires) 234 (86.7) 195 (85.5) 429 (86.1)
Not completed 36 (6.0) 33 (5.5) 69 (5.8)
Participant did not complete due to disease under study 1 (0.2) 0 (0.0 1 (0.1)
Not completed due to site staff error 6 (1.0) 3 (0.5) 9 (0.8)
Participant in hospital or hospice 3 (0.5) 1 (0.2) 4 (0.3)
Participant was physically unable to complete 0 (0.0) 2 (0.3) 2 (0.2)
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0)
Participant did not complete due to side effects of treatment 0 (0.0) 1 (0.2) 1 (0.2)
Participant refused for other reasons 4 (0.7) 5 (0.8) 9 (0.8)
Other 8 (1.3) 8 (1.3) 16 (1.3)
With visit, no record 14 (2.3) 13 (2.2) 27 (2.3)
Missing by Design 328 (54.8) 372 (62.0) 700 (58.4)
Discontinued due to adverse event 64 (10.7) 59 (9.8) 123 (10.3)
Discontinued due to clinical progression 41 (6.9) 51 (8.5) 92 (7.7)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 1 (0.2) 1 (0.2)
Discontinued due to non-study anti-cancer therapy 4 0.7) 3 (0.5) 7 (0.6)
Discontinued due to physician decision 6 (1.0) 7 1.2) 13 (1.2)
Discontinued due to progressive disease 178 (29.8) 219 (36.5) 397 (33.1)
Discontinued due to protocol violation 1 (0.2) 0 (0.0 1 (0.2)
Discontinued due to withdrawal by participant 23 (3.8) 28 4.7 51 (4.3)
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Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 3 (0.5) 2 (0.3) 5 (0.4)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 8 (1.3) 2 (0.3) 10 (0.8)
WEEK 42 Expected to Complete Questionnaires 236 (39.5) 167 (27.8) 403 (33.6)
Completed 201 (33.6) 148 (24.7) 349 (29.1)
Compliance (% in those expected to complete questionnaires) 201 (85.2) 148 (88.6) 349 (86.6)
Not completed 35 (5.9) 19 3.2) 54 (4.5)
Participant did not complete due to disease under study 1 (0.2) 1 (0.2) 2 (0.2)
Not completed due to site staff error 3 (0.5) 4 0.7) 7 (0.6)
Participant in hospital or hospice 0 (0.0 1 (0.2) 1 (0.1)
Participant was physically unable to complete 1 (0.2) 0 (0.0 1 (0.1)
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 1 (0.2) 1 (0.2) 2 (0.2)
Other 9 (1.5) 7 (1.2) 16 (1.3)
With visit, no record 20 (3.3 5 (0.8) 25 (2.1)
Missing by Design 362 (60.5) 433 (72.2) 795 (66.4)
Discontinued due to adverse event 70 (11.7) 62 (10.3) 132 (11.0)
Discontinued due to clinical progression 47 (7.9 53 (8.8) 100 (8.3)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 1 (0.2) 1 (0.2)
Discontinued due to non-study anti-cancer therapy 4 (0.7) 5 (0.8) 9 (0.8)
Discontinued due to physician decision 6 (1.0 7 (1.2) 13 (1.2
Discontinued due to progressive disease 204 (34.1) 272 (45.3) 476 (39.7)
Discontinued due to protocol violation 1 (0.2 0 (0.0) 1 (0.2)
Discontinued due to withdrawal by participant 23 (3.8) 29 (4.8) 52 (4.3)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 3 (0.5) 2 (0.3) 5 (0.4)
Visit not reached 0 (0.0) 0 (0.0 0 (0.0)
Visit not scheduled 4 0.7) 2 0.3) 6 (0.5)
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WEEK 48 Expected to Complete Questionnaires 196 (32.8) 125 (20.8) 321 (26.8)
Completed 177 (29.6) 110 (18.3) 287 (24.0)
Compliance (% in those expected to complete questionnaires) 177 (90.3) 110 (88.0) 287 (89.4)
Not completed 19 (3.2 15 (2.5) 34 (2.8)
Participant did not complete due to disease under study 1 (0.2) 0 (0.0 1 (0.1)
Not completed due to site staff error 1 (0.2) 1 (0.2) 2 (0.2)
Participant in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0
Participant was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 2 (0.3) 0 (0.0 2 (0.2)
Other 8 (1.3 5 (0.8) 13 (1.2)
With visit, no record 7 (1.2) 9 (1.5) 16 (1.3)

Missing by Design 402 (67.2) 475 (79.2) 877 (73.2)
Discontinued due to adverse event 72 (12.0) 65 (10.8) 137 (11.4)
Discontinued due to clinical progression 50 (8.4) 54 (9.0) 104 (8.7)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 1 (0.2) 1 (0.2)
Discontinued due to non-study anti-cancer therapy 4 (0.7) 5 (0.8) 9 (0.8)
Discontinued due to physician decision 8 (1.3 8 (1.3) 16 (1.3
Discontinued due to progressive disease 235 (39.3) 308 (51.3) 543 (45.3)
Discontinued due to protocol violation 1 (0.2 0 (0.0) 1 (0.2)
Discontinued due to withdrawal by participant 26 (4.3 30 (5.0) 56 4.7
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 0 (0.0) 2 (0.3) 2 (0.2
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 6 (1.0) 2 (0.3) 8 (0.7)

WEEK 54 Expected to Complete Questionnaires 166 (27.8) 99 (16.5) 265 (22.1)
Completed 145 (24.2) 92 (15.3) 237 (19.8)
Compliance (% in those expected to complete questionnaires) 145 (87.3) 92 (92.9) 237 (89.4)
Not completed 21 (3.5) 7 (1.2) 28 (2.3)
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Participant did not complete due to disease under study 1 (0.2) 0 (0.0) 1 (0.1)
Not completed due to site staff error 2 (0.3) 2 (0.3) 4 (0.3)
Participant in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Participant was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0)
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 2 (0.3) 0 (0.0 2 (0.2)
Other 1 0.2 2 (0.3 3 0.3
With visit, no record 15 (2.5) 3 (0.5) 18 (1.5)
Missing by Design 432 (72.2) 501 (83.5) 933 (77.9)
Discontinued due to adverse event 75 (12.5) 67 (11.2) 142 (11.9)
Discontinued due to clinical progression 56 (9.4) 57 (9.5) 113 (9.4)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 1 (0.2) 1 (0.2)
Discontinued due to non-study anti-cancer therapy 4 0.7) 6 (1.0 10 (0.8)
Discontinued due to physician decision 8 (1.3 8 (1.3) 16 (1.3
Discontinued due to progressive disease 260 (43.5) 328 (54.7) 588 (49.1)
Discontinued due to protocol violation 1 (0.2 0 (0.0) 1 (0.2)
Discontinued due to withdrawal by participant 26 (4.3 31 (5.2) 57 (4.8)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 1 (0.2 1 (0.2) 2 (0.2
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 1 (0.2 2 (0.3) 3 (0.3)
WEEK 60 Expected to Complete Questionnaires 152 (25.4) 84 (14.0) 236 (19.7)
Completed 135 (22.6) 66 (11.0) 201 (16.8)
Compliance (% in those expected to complete questionnaires) 135 (88.8) 66 (78.6) 201 (85.2)
Not completed 17 (2.8) 18 (3.0) 35 (2.9)
Participant did not complete due to disease under study 0 (0.0 1 (0.2) 1 (0.1)
Not completed due to site staff error 5 (0.8) 3 (0.5) 8 (0.7)
Participant in hospital or hospice 0 (0.0 0 (0.0 0 (0.0
Participant was physically unable to complete 0 (0.0 0 (0.0 0 (0.0
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Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0)
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 1 (0.2) 1 (0.2) 2 (0.2)
Other 7 (1.2) 4 (0.7) 11 (0.9)
With visit, no record 4 (0.7) 9 (1.5) 13 (1.1)
Missing by Design 446 (74.6) 516 (86.0) 962 (80.3)
Discontinued due to adverse event 75 (12.5) 66 (11.0) 141 (11.8)
Discontinued due to clinical progression 59 (9.9 58 9.7) 117 (9.8)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 1 (0.2) 1 (0.2)
Discontinued due to non-study anti-cancer therapy 4 0.7) 6 (1.0 10 (0.8)
Discontinued due to physician decision 8 (1.3) 8 (1.3) 16 (1.3)
Discontinued due to progressive disease 269 (45.0) 344 (57.3) 613 (51.2)
Discontinued due to protocol violation 1 (0.2) 0 (0.0) 1 (0.2)
Discontinued due to withdrawal by participant 26 (4.3) 31 (5.2) 57 (4.8)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 2 (0.3 2 (0.3) 4 (0.3)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 2 (0.3 0 (0.0) 2 (0.2)
WEEK 66 Expected to Complete Questionnaires 133 (22.2) 70 (11.7) 203 (16.9)
Completed 119 (19.9) 65 (10.8) 184 (15.4)
Compliance (% in those expected to complete questionnaires) 119 (89.5) 65 (92.9) 184 (90.6)
Not completed 14 (2.3) 5 (0.8) 19 (1.6)
Participant did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 2 (0.3 0 (0.0) 2 (0.2
Participant in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Participant was physically unable to complete 0 (0.0 0 (0.0) 0 (0.0
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 0 (0.0) 0 (0.0 0 (0.0)
Other 5 (0.8) 2 (0.3 7 (0.6)
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With visit, no record 7 (1.2) 3 (0.5) 10 (0.8)
Missing by Design 465 (77.8) 530 (88.3) 995 (83.1)
Discontinued due to adverse event 76 (12.7) 68 (11.3) 144 (12.0)
Discontinued due to clinical progression 59 (9.9) 63 (10.5) 122 (10.2)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 1 (0.2) 1 (0.2)
Discontinued due to non-study anti-cancer therapy 4 (0.7) 6 (1.0 10 (0.8)
Discontinued due to physician decision 9 (1.5) 8 (1.3) 17 (1.4)
Discontinued due to progressive disease 284 (47.5) 350 (58.3) 634 (52.9)
Discontinued due to protocol violation 1 (0.2) 0 (0.0) 1 (0.2)
Discontinued due to withdrawal by participant 27 (4.5) 33 (5.5) 60 (5.0)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 2 (0.3) 0 (0.0 2 (0.2)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 3 (0.5) 1 (0.2) 4 (0.3)

WEEK 72 Expected to Complete Questionnaires 126 (21.1) 57 (9.5 183 (15.3)

Completed 114 (19.1) 51 (8.5) 165 (13.8)
Compliance (% in those expected to complete questionnaires) 114 (90.5) 51 (89.5) 165 (90.2)
Not completed 12 (2.0 6 (1.0) 18 (1.5
Participant did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 1 (0.2 0 (0.0) 1 (0.2)
Participant in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Participant was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0)
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0)
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 1 (0.2 0 (0.0) 1 (0.2)
Other 6 (1.0) 0 (0.0) 6 (0.5)
With visit, no record 4 0.7) 6 (1.0 10 (0.8)
Missing by Design 472 (78.9) 543 (90.5) 1,015 (84.7)
Discontinued due to adverse event 79 (13.2) 69 (11.5) 148 (12.4)
Discontinued due to clinical progression 60 (10.0) 63 (10.5) 123 (10.3)
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Discontinued due to complete response 1 (0.2) 1 0.2) 2 (0.2)
Discontinued due to lost to follow-up 0 (0.0) 1 (0.2) 1 (0.1)
Discontinued due to non-study anti-cancer therapy 4 0.7) 6 (1.0 10 (0.8)
Discontinued due to physician decision 9 (1.5) 8 (1.3) 17 (1.4)
Discontinued due to progressive disease 289 (48.3) 360 (60.0) 649 (54.2)
Discontinued due to protocol violation 1 (0.2) 0 (0.0 1 (0.1)
Discontinued due to withdrawal by participant 27 (4.5) 34 (5.7) 61 (5.1)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0
Participant died 0 (0.0) 0 (0.0) 0 (0.0)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 2 (0.3) 1 (0.2) 3 (0.3)
WEEK 78 Expected to Complete Questionnaires 120 (20.1) 52 (8.7) 172 (14.4)
Completed 104  (17.4) 44 (1.3) 148  (12.4)
Compliance (% in those expected to complete questionnaires) 104 (86.7) 44 (84.6) 148 (86.0)
Not completed 16 (2.7) 8 (1.3) 24 (2.0)
Participant did not complete due to disease under study 1 (0.2 0 (0.0) 1 (0.2)
Not completed due to site staff error 2 (0.3 2 (0.3) 4 (0.3)
Participant in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Participant was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0)
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0)
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 1 (0.2 0 (0.0) 1 (0.2)
Other 6 (1.0) 3 (0.5) 9 (0.8)
With visit, no record 6 (1.0 3 (0.5 9 (0.8)
Missing by Design 478 (79.9) 548 (91.3) 1,026 (85.6)
Discontinued due to adverse event 80 (13.4) 69 (11.5) 149 (12.4)
Discontinued due to clinical progression 61 (10.2) 64 (10.7) 125 (10.4)
Discontinued due to complete response 1 (0.2) 1 0.2) 2 (0.2)
Discontinued due to lost to follow-up 0 (0.0) 1 0.2) 1 (0.2)
Discontinued due to non-study anti-cancer therapy 4 0.7) 6 (1.0 10 (0.8)
Discontinued due to physician decision 9 (1.5) 8 (1.3) 17 (1.4)
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Discontinued due to progressive disease 294 (49.2) 363 (60.5) 657 (54.8)
Discontinued due to protocol violation 1 (0.2) 0 (0.0) 1 (0.1)
Discontinued due to withdrawal by participant 27 (4.5) 34 (5.7) 61 (5.1)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 0 (0.0) 0 (0.0) 0 (0.0)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 1 (0.2) 2 (0.3) 3 (0.3)
WEEK 84 Expected to Complete Questionnaires 113 (18.9) 42 (7.0) 155 (12.9)
Completed 96 (16.1) 36 (6.0) 132 (11.0)
Compliance (% in those expected to complete questionnaires) 96 (85.0) 36 (85.7) 132 (85.2)
Not completed 17 (2.8) 6 (1.0 23 (1.9
Participant did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0
Not completed due to site staff error 0 (0.0 1 (0.2) 1 (0.1)
Participant in hospital or hospice 0 (0.0 0 (0.0 0 (0.0
Participant was physically unable to complete 0 (0.0 0 (0.0 0 (0.0
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0)
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 3 (0.5 0 (0.0) 3 (0.3)
Other 3 (0.5) 3 (0.5) 6 (0.5)
With visit, no record 11 (1.8) 2 (0.3) 13 (1.2
Missing by Design 485 (81.1) 558 (93.0) 1,043 (87.1)
Discontinued due to adverse event 80 (13.4) 69 (11.5) 149 (12.4)
Discontinued due to clinical progression 61 (10.2) 65 (10.8) 126 (10.5)
Discontinued due to complete response 1 (0.2 1 (0.2) 2 (0.2
Discontinued due to lost to follow-up 0 (0.0) 1 (0.2) 1 (0.2)
Discontinued due to non-study anti-cancer therapy 4 (0.7) 6 (1.0 10 (0.8)
Discontinued due to physician decision 9 (1.5) 8 (1.3) 17 (1.4)
Discontinued due to progressive disease 299 (50.0) 371 (61.8) 670 (55.9)
Discontinued due to protocol violation 1 (0.2) 0 (0.0) 1 (0.2)
Discontinued due to withdrawal by participant 28 4.7 34 (5.7) 62 (5.2)
Translation not available in participants language 0 (0.0) 0 (0.0 0 (0.0)
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Participant died 1 (0.2) 1 0.2) 2 (0.2)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 1 (0.2) 2 (0.3) 3 (0.3)
WEEK 90 Expected to Complete Questionnaires 102 (17.1) 40 (6.7) 142 (11.9)
Completed 89 (14.9) 33 (5.5) 122 (10.2)
Compliance (% in those expected to complete questionnaires) 89 (87.3) 33 (82.5) 122 (85.9)
Not completed 13 (2.2) 7 (1.2) 20 (1.7)
Participant did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0
Not completed due to site staff error 3 (0.5) 0 (0.0 3 (0.3)
Participant in hospital or hospice 0 (0.0 1 (0.2) 1 (0.1)
Participant was physically unable to complete 1 (0.2) 0 (0.0 1 (0.1)
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 2 (0.3) 0 (0.0 2 (0.2)
Other 3 (0.5) 1 0.2) 4 0.3
With visit, no record 4 (0.7) 5 (0.8) 9 (0.8)
Missing by Design 496 (82.9) 560 (93.3) 1,056 (88.1)
Discontinued due to adverse event 80 (13.4) 69 (11.5) 149 (12.4)
Discontinued due to clinical progression 63 (10.5) 65 (10.8) 128 (10.7)
Discontinued due to complete response 2 (0.3 1 (0.2) 3 (0.3)
Discontinued due to lost to follow-up 0 (0.0) 1 (0.2) 1 (0.2)
Discontinued due to non-study anti-cancer therapy 4 (0.7) 6 (1.0) 10 (0.8)
Discontinued due to physician decision 9 (1.5 9 (1.5 18 (1.5
Discontinued due to progressive disease 306 (51.2) 374 (62.3) 680 (56.8)
Discontinued due to protocol violation 1 (0.2 0 (0.0) 1 (0.2)
Discontinued due to withdrawal by participant 29 (4.8) 34 (5.7) 63 (5.3)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 0 (0.0) 0 (0.0) 0 (0.0)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 2 (0.3) 1 0.2) 3 (0.3)
WEEK 96 Expected to Complete Questionnaires 97 (16.2) 31 (5.2) 128 (10.7)
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Completed 84 (14.0) 23 (3.8) 107 (8.9)
Compliance (% in those expected to complete questionnaires) 84 (86.6) 23 (74.2) 107 (83.6)
Not completed 13 (2.2) 8 (1.3) 21 (1.8)
Participant did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 5 (0.8) 2 (0.3) 7 (0.6)
Participant in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0
Participant was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 1 (0.2) 1 (0.2) 2 (0.2)
Other 2 0.3 3 (0.5) 5 0.4)
With visit, no record 5 (0.8) 2 (0.3) 7 (0.6)
Missing by Design 501 (83.8) 569 (94.8) 1,070 (89.3)
Discontinued due to adverse event 81 (13.5) 69 (11.5) 150 (12.5)
Discontinued due to clinical progression 63 (10.5) 66 (11.0) 129 (10.8)
Discontinued due to complete response 2 (0.3 1 (0.2) 3 (0.3)
Discontinued due to lost to follow-up 0 (0.0) 1 (0.2) 1 (0.2)
Discontinued due to non-study anti-cancer therapy 4 (0.7) 6 (1.0) 10 (0.8)
Discontinued due to physician decision 9 (1.5 9 (1.5 18 (1.5
Discontinued due to progressive disease 310 (51.8) 380 (63.3) 690 (57.6)
Discontinued due to protocol violation 1 (0.2 0 (0.0) 1 (0.2)
Discontinued due to withdrawal by participant 29 (4.8) 34 (5.7) 63 (5.3)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 1 (0.2 0 (0.0) 1 (0.2)
Visit not reached 0 (0.0) 0 (0.0) 0 (0.0)
Visit not scheduled 1 (0.2 3 (0.5 4 (0.3)
WEEK 102 Expected to Complete Questionnaires 90 (15.2) 28 4.7 118 (9.8)
Completed 80 (13.4) 25 4.2) 105 (8.8)
Compliance (% in those expected to complete questionnaires) 80 (88.9) 25 (89.3) 105 (89.0)
Not completed 10 1.7 3 (0.5) 13 (1.2)
Participant did not complete due to disease under study 0 (0.0) 0 (0.0 0 (0.0

Pembrolizumab (KEYTRUDA®) Seite 93 von 702



Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 29.12.2023

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

Not completed due to site staff error 2 (0.3) 1 0.2) 3 (0.3)
Participant in hospital or hospice 1 (0.2) 0 (0.0) 1 (0.1)
Participant was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0)
Participant lost to follow-up/unable to contact 0 (0.0) 0 (0.0) 0 (0.0)
Participant did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Participant refused for other reasons 1 (0.2) 0 (0.0 1 (0.1)
Other 3 (0.5) 1 (0.2) 4 (0.3)
With visit, no record 3 (0.5) 1 (0.2) 4 (0.3)
Missing by Design 508 (84.9) 572 (95.3) 1,080 (90.2)
Discontinued due to adverse event 81 (13.5) 69 (11.5) 150 (12.5)
Discontinued due to clinical progression 63 (10.5) 66 (11.0) 129 (10.8)
Discontinued due to complete response 2 (0.3) 1 (0.2) 3 (0.3)
Discontinued due to lost to follow-up 0 (0.0) 1 (0.2) 1 (0.2)
Discontinued due to non-study anti-cancer therapy 4 0.7) 6 (1.0 10 (0.8)
Discontinued due to physician decision 9 (1.5) 9 (1.5) 18 (1.5)
Discontinued due to progressive disease 313 (52.3) 385 (64.2) 698 (58.3)
Discontinued due to protocol violation 1 (0.2 0 (0.0) 1 (0.2)
Discontinued due to withdrawal by participant 30 (5.0) 34 (5.7) 64 (5.3)
Translation not available in participants language 0 (0.0) 0 (0.0) 0 (0.0)
Participant died 1 (0.2 0 (0.0) 1 (0.2)
Visit not reached 1 (0.2 0 (0.0) 1 (0.2)
Visit not scheduled 3 (0.5 1 (0.2) 4 (0.3)
Expected to complete questionnaire includes all patients who do not have missing data due to a missing by design reason.
Compliance is the proportion of patients 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 patients in the analysis population (N).
Missing by design includes: adverse event, death, discontinuation, translations not available, and no visit scheduled.
Database Cutoff Date: 22AUG2023
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Anhang 4-G3: Rucklaufquoten des EORTC QLQ-C30, EORTC QLQ-OES18 und EQ-5D VAS (KEYNOTE 590)

Im Folgenden werden erganzend zu Abschnitt 4.3.1.3.1.2.2 die Rucklaufquoten des EORTC QLQ-C30, die Ricklaufquoten des
EORTC QLQ-OES18 und die Riicklaufquoten der EQ-5D VAS fiir die Studie KEYNOTE 590 dargestellt.

Alle Ergebnisse beziehen sich auf den Datenschnitt vom 09. Juli 2021 (Langzeit-Follow-Up).

Anhang 4-G3.1: Rucklaufquoten des EORTC QLQ-C30

Tabelle 4G-8: Grunde fur das Fehlen von Werten im EORTC QLQ-C30 (KEYNOTE 590)

Pembrolizumab + | Chemotherapy Total
Chemotherapy
N=35 N=40 N=75
Treatment Visit | Category n (%) n (%) n (%)
BASELINE Expected to Complete Questionnaires 35 (100.0) 40 (100.0) 75 (100.0)

Completed 33 (94.3) 40 (100.0) 73 (97.3)
Compliance (% in those expected to complete questionnaires) 33 (94.3) 40 (100.0) 73 (97.3)

Not completed 2 (5.7) 0 (0.0) 2 2.7)

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

Not completed due to site staff error 0 (0.0) 0 (0.0) 0 (0.0)

Subject in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)

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

Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)

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

Other 1 (2.9) 0 (0.0 1 (1.3)

With visit, no record 1 (2.9 0 (0.0) 1 (1.3

Missing by Design 0 (0.0) 0 (0.0) 0 (0.0)

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

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

Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)

Discontinued due to physician decision 0 (0.0) 0 (0.0 0 (0.0)

Discontinued due to progressive disease 0 (0.0) 0 (0.0 0 (0.0)
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Discontinued due to withdrawal by subject 0 (0.0) 0 (0.0) 0 (0.0)
Completed study treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject died 0 (0.0 0 (0.0 0 (0.0
Visit not scheduled 0 (0.0) 0 (0.0) 0 (0.0)
WEEK 3 Expected to Complete Questionnaires 32 (91.4) 39 (97.5) 71 (94.7)
Completed 30 (85.7) 35 (87.5) 65 (86.7)
Compliance (% in those expected to complete questionnaires) 30 (93.8) 35 (89.7) 65 (91.5)
Not completed 2 (5.7) 4 (10.0) 6 (8.0)
Subject did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 1 (2.9) 1 (2.5) 2 (2.7)
Subject in hospital or hospice 0 (0.0) 1 (2.5) 1 (1.3)
Subject was physically unable to complete 0 (0.0 0 (0.0 0 (0.0
Subject did not complete due to side effects of treatment 1 (2.9) 0 (0.0 1 (1.3)
Subject refused for other reasons 0 (0.0 1 (2.5) 1 (1.3)
Other 0 (0.0 1 (2.5) 1 (1.3)
With visit, no record 0 (0.0) 0 (0.0) 0 (0.0)
Missing by Design 3 (8.6) 1 (2.5) 4 (5.3)
Discontinued due to adverse event 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to clinical progression 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to withdrawal by subject 0 (0.0) 0 (0.0) 0 (0.0)
Completed study treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject died 0 (0.0 0 (0.0 0 (0.0
Visit not scheduled 3 (8.6) 1 (2.5) 4 (5.3)
WEEK 6 Expected to Complete Questionnaires 32 (91.4) 35 (87.5) 67 (89.3)
Completed 30 (85.7) 34 (85.0) 64 (85.3)
Compliance (% in those expected to complete questionnaires) 30 (93.8) 34 (97.1) 64 (95.5)
Not completed 2 (5.7) 1 (2.5) 3 (4.0)
Subject did not complete due to disease under study 0 (0.0) 0 (0.0 0 (0.0)
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Not completed due to site staff error 0 (0.0) 1 (2.5) 1 (1.3)
Subject in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject was physically unable to complete 1 (2.9) 0 (0.0) 1 (1.3)
Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject refused for other reasons 0 (0.0 0 (0.0 0 (0.0
Other 1 (2.9 0 (0.0 1 (1.3
With visit, no record 0 (0.0) 0 (0.0) 0 (0.0
Missing by Design 3 (8.6) 5 (12.5) 8 (10.7)
Discontinued due to adverse event 1 (2.9) 1 (2.5) 2 2.7)
Discontinued due to clinical progression 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 0 (0.0) 2 (5.0) 2 2.7)
Discontinued due to withdrawal by subject 0 (0.0) 0 (0.0) 0 (0.0)
Completed study treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject died 1 (2.9) 0 (0.0 1 (1.3)
Visit not scheduled 1 (2.9 2 (5.0) 3 (4.0
WEEK 9 Expected to Complete Questionnaires 23 (65.7) 37 (92.5) 60 (80.0)
Completed 19 (54.3) 34 (85.0) 53 (70.7)
Compliance (% in those expected to complete questionnaires) 19 (82.6) 34 (91.9) 53 (88.3)
Not completed 4 (11.4) 3 (7.5) 7 (9.3)
Subject did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 0 (0.0) 1 (2.5) 1 (1.3
Subject in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0)
Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject refused for other reasons 0 (0.0 0 (0.0) 0 (0.0
Other 2 (5.7) 1 (2.5) 3 (4.0)
With visit, no record 2 (5.7) 1 (2.5) 3 (4.0)
Missing by Design 12 (34.3) 3 (7.5) 15 (20.0)
Discontinued due to adverse event 4 (11.4) 0 (0.0 4 (5.3)
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Discontinued due to clinical progression 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 0 (0.0) 2 (5.0) 2 2.7)
Discontinued due to withdrawal by subject 0 (0.0) 0 (0.0) 0 (0.0)
Completed study treatment 0 (0.0 0 (0.0 0 (0.0
Subject died 0 (0.0 0 (0.0 0 (0.0
Visit not scheduled 8 (22.9) 1 (2.5) 9 (12.0)
WEEK 12 Expected to Complete Questionnaires 25 (71.4) 34 (85.0) 59 (78.7)
Completed 23 (65.7) 30 (75.0) 53 (70.7)
Compliance (% in those expected to complete questionnaires) 23 (92.0) 30 (88.2) 53 (89.8)
Not completed 2 (5.7) 4 (10.0) 6 (8.0)
Subject did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 1 (2.9) 1 (2.5) 2 (2.7)
Subject in hospital or hospice 1 (2.9) 1 (2.5) 2 (2.7)
Subject was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0)
Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject refused for other reasons 0 (0.0) 0 (0.0) 0 (0.0)
Other 0 (0.0 0 (0.0 0 (0.0
With visit, no record 0 (0.0) 2 (5.0) 2 2.7)
Missing by Design 10 (28.6) 6 (15.0) 16 (21.3)
Discontinued due to adverse event 4 (11.4) 1 (2.5) 5 (6.7)
Discontinued due to clinical progression 0 (0.0) 1 (2.5) 1 (1.3
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 0 (0.0) 2 (5.0) 2 2.7)
Discontinued due to withdrawal by subject 0 (0.0) 0 (0.0) 0 (0.0)
Completed study treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject died 0 (0.0 0 (0.0) 0 (0.0
Visit not scheduled 6 (17.2) 2 (5.0 8 (10.7)
WEEK 15 Expected to Complete Questionnaires 24 (68.6) 33 (82.5) 57 (76.0)
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Completed 22 (62.9) 30 (75.0) 52 (69.3)
Compliance (% in those expected to complete questionnaires) 22 (91.7) 30 (90.9) 52 (91.2)
Not completed 2 (5.7) 3 (7.5) 5 (6.7)
Subject did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 0 (0.0 2 (5.0 2 (2.7)
Subject in hospital or hospice 0 (0.0) 1 (2.5) 1 (1.3)
Subject was physically unable to complete 0 (0.0 0 (0.0 0 (0.0
Subject did not complete due to side effects of treatment 0 (0.0 0 (0.0 0 (0.0
Subject refused for other reasons 0 (0.0 0 (0.0 0 (0.0
Other 1 (2.9 0 (0.0 1 (1.3
With visit, no record 1 (2.9) 0 (0.0 1 (1.3)
Missing by Design 11 (31.4) 7 (17.5) 18 (24.0)
Discontinued due to adverse event 4 (11.4) 1 (2.5) 5 (6.7)
Discontinued due to clinical progression 1 (2.9) 2 (5.0) 3 (4.0
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 0 (0.0) 2 (5.0) 2 (2.7)
Discontinued due to withdrawal by subject 0 (0.0) 0 (0.0) 0 (0.0)
Completed study treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject died 0 (0.0 0 (0.0 0 (0.0
Visit not scheduled 6 (17.1) 2 (5.0) 8 (10.7)
WEEK 18 Expected to Complete Questionnaires 23 (65.7) 26 (65.0) 49 (65.3)
Completed 20 (57.1) 26 (65.0) 46 (61.3)
Compliance (% in those expected to complete questionnaires) 20 (87.0) 26 (100.0) 46 (93.9)
Not completed 3 (8.6) 0 (0.0) 3 (4.0
Subject did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 1 (2.9) 0 (0.0) 1 (1.3)
Subject in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject was physically unable to complete 0 (0.0 0 (0.0) 0 (0.0
Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0 0 (0.0)
Subject refused for other reasons 0 (0.0 0 (0.0 0 (0.0
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Other 2 (5.7) 0 (0.0 2 (2.7
With visit, no record 0 (0.0) 0 (0.0) 0 (0.0)
Missing by Design 12 (34.3) 14 (35.0) 26 (34.7)
Discontinued due to adverse event 5 (14.3) 1 (2.5) 6 (8.0)
Discontinued due to clinical progression 2 (5.7) 2 (5.0) 4 (5.3)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 2 (5.0) 2 (2.7)
Discontinued due to progressive disease 1 (2.9) 6 (15.0) 7 (9.3)
Discontinued due to withdrawal by subject 0 (0.0) 0 (0.0) 0 (0.0)
Completed study treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject died 0 (0.0 0 (0.0 0 (0.0
Visit not scheduled 4 (11.4) 3 (7.5) 7 (9.3)

WEEK 21 Expected to Complete Questionnaires 24 (68.6) 24 (60.0) 48 (64.0)
Completed 20 (57.1) 24 (60.0) 44 (58.7)
Compliance (% in those expected to complete questionnaires) 20 (83.3) 24 (100.0) 44 (91.7)
Not completed 4 (11.4) 0 (0.0) 4 (5.3)
Subject did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 0 (0.0) 0 (0.0) 0 (0.0)
Subject in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0)
Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject refused for other reasons 0 (0.0) 0 (0.0) 0 (0.0)
Other 2 (5.7) 0 (0.0 2 (2.7
With visit, no record 2 (5.7) 0 (0.0) 2 2.7)

Missing by Design 11 (31.4) 16 (40.0) 27 (36.0)
Discontinued due to adverse event 5 (14.3) 1 (2.5) 6 (8.0)
Discontinued due to clinical progression 2 (5.7) 2 (5.0) 4 (5.3)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 2 (5.0) 2 2.7)
Discontinued due to progressive disease 2 (5.7) 7 (17.5) 9 (12.0)
Discontinued due to withdrawal by subject 0 (0.0) 0 (0.0 0 (0.0)
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Completed study treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject died 0 (0.0 1 (2.5) 1 (1.3)
Visit not scheduled 2 (5.7) 3 (7.5) 5 (6.7)
WEEK 24 Expected to Complete Questionnaires 21 (60.0) 26 (65.0) 47 (62.7)
Completed 18 (51.4) 24 (60.0) 42 (56.0)
Compliance (% in those expected to complete questionnaires) 18 (85.7) 24 (92.3) 42 (89.4)
Not completed 3 (8.6) 2 (5.0) 5 (6.7)
Subject did not complete due to disease under study 1 (2.9) 0 (0.0 1 (1.3)
Not completed due to site staff error 0 (0.0 1 (2.5) 1 (1.3)
Subject in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject was physically unable to complete 1 (2.9) 0 (0.0 1 (1.3)
Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject refused for other reasons 0 (0.0 0 (0.0 0 (0.0
Other 1 (2.9 1 (2.5) 2 (2.7
With visit, no record 0 (0.0) 0 (0.0) 0 (0.0
Missing by Design 14 (40.0) 14 (35.0) 28 (37.3)
Discontinued due to adverse event 6 (17.1) 1 (2.5) 7 (9.3)
Discontinued due to clinical progression 2 (5.7) 2 (5.0) 4 (5.3)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 2 (5.0) 2 2.7)
Discontinued due to progressive disease 6 (17.1) 8 (20.0) 14 (18.7)
Discontinued due to withdrawal by subject 0 (0.0) 0 (0.0) 0 (0.0)
Completed study treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject died 0 (0.0 1 (2.5) 1 (1.3)
Visit not scheduled 0 (0.0) 0 (0.0) 0 (0.0)
WEEK 33 Expected to Complete Questionnaires 15 (42.9) 18 (45.0) 33 (44.0)
Completed 10 (28.6) 16 (40.0) 26 (34.7)
Compliance (% in those expected to complete questionnaires) 10 (66.7) 16 (88.9) 26 (78.8)
Not completed 5 (14.3) 2 (5.0) 7 (9.3)
Subject did not complete due to disease under study 0 (0.0) 0 (0.0 0 (0.0)
Not completed due to site staff error 0 (0.0 0 (0.0 0 (0.0
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Subject in hospital or hospice 0 (0.0) 1 (2.5) 1 (1.3)
Subject was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0)
Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject refused for other reasons 0 (0.0) 1 (2.5) 1 (1.3)
Other 4 (11.4) 0 (0.0 4 (5.3)
With visit, no record 1 (2.9) 0 (0.0 1 (1.3)
Missing by Design 20 (57.1) 22 (55.0) 42 (56.0)
Discontinued due to adverse event 7 (20.0) 2 (5.0) 9 (12.0)
Discontinued due to clinical progression 4 (11.4) 4 (10.0) 8 (10.7)
Discontinued due to complete response 0 (0.0) 1 (2.5) 1 (1.3)
Discontinued due to physician decision 0 (0.0) 2 (5.0) 2 2.7)
Discontinued due to progressive disease 9 (25.7) 12 (30.0) 21 (28.0)
Discontinued due to withdrawal by subject 0 (0.0) 1 (2.5) 1 (1.3)
Completed study treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject died 0 (0.0 0 (0.0 0 (0.0
Visit not scheduled 0 (0.0) 0 (0.0) 0 (0.0)
WEEK 42 Expected to Complete Questionnaires 13 (37.1) 8 (20.0) 21 (28.0)
Completed 10 (28.6) 7 (17.5) 17 (22.7)
Compliance (% in those expected to complete questionnaires) 10 (76.9) 7 (87.5) 17 (81.0)
Not completed 3 (8.6) 1 (2.5) 4 (5.3)
Subject did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 0 (0.0) 0 (0.0) 0 (0.0)
Subject in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0)
Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject refused for other reasons 0 (0.0) 1 (2.5) 1 (1.3
Other 2 (5.7) 0 (0.0 2 2.7
With visit, no record 1 (2.9) 0 (0.0) 1 (1.3)
Missing by Design 22 (62.9) 32 (80.0) 54 (72.0)
Discontinued due to adverse event 7 (20.0) 2 (5.0 9 (12.0)
Discontinued due to clinical progression 4 (11.4) 5 (12.5) 9 (12.0)
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Discontinued due to complete response 0 (0.0) 1 (2.5) 1 (1.3)
Discontinued due to physician decision 0 (0.0) 3 (7.5) 3 (4.0)
Discontinued due to progressive disease 11 (31.4) 19 (47.5) 30 (40.0)
Discontinued due to withdrawal by subject 0 (0.0) 1 (2.5) 1 (1.3)
Completed study treatment 0 (0.0 0 (0.0 0 (0.0
Subject died 0 (0.0) 1 (2.5) 1 (1.3)
Visit not scheduled 0 (0.0) 0 (0.0) 0 (0.0)
WEEK 51 Expected to Complete Questionnaires 11 (31.4) 6 (15.0) 17 (22.7)
Completed 9 (25.7) 4 (10.0) 13 (17.3)
Compliance (% in those expected to complete questionnaires) 9 (81.8) 4 (66.7) 13 (76.5)
Not completed 2 (5.7) 2 (5.0) 4 (5.3)
Subject did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 1 (2.9) 0 (0.0 1 (1.3)
Subject in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject was physically unable to complete 0 (0.0 0 (0.0 0 (0.0
Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject refused for other reasons 0 (0.0) 0 (0.0) 0 (0.0)
Other 1 (2.9) 0 (0.0 1 (1.3)
With visit, no record 0 (0.0) 2 (5.0) 2 (2.7)
Missing by Design 24 (68.6) 34 (85.0) 58 (77.3)
Discontinued due to adverse event 7 (20.0) 2 (5.0) 9 (12.0)
Discontinued due to clinical progression 5 (14.3) 5 (12.5) 10 (13.3)
Discontinued due to complete response 0 (0.0) 1 (2.5) 1 (1.3
Discontinued due to physician decision 0 (0.0) 3 (7.5) 3 (4.0
Discontinued due to progressive disease 12 (34.3) 22 (55.0) 34 (45.3)
Discontinued due to withdrawal by subject 0 (0.0) 1 (2.5) 1 (1.3
Completed study treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject died 0 (0.0 0 (0.0) 0 (0.0
Visit not scheduled 0 (0.0) 0 (0.0) 0 (0.0)
WEEK 60 Expected to Complete Questionnaires 10 (28.6) 6 (15.0) 16 (21.3)
Completed 3 (8.6) 5 (12.5) 8 (10.7)
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Compliance (% in those expected to complete questionnaires) 3 (30.0) 5 (83.3) 8 (50.0)
Not completed 7 (20.0) 1 (2.5) 8 (10.7)
Subject did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 0 (0.0) 0 (0.0) 0 (0.0)
Subject in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject was physically unable to complete 0 (0.0 0 (0.0 0 (0.0
Subject did not complete due to side effects of treatment 0 (0.0 0 (0.0 0 (0.0
Subject refused for other reasons 0 (0.0 0 (0.0 0 (0.0
Other 2 (5.7) 0 0.0 2 (2.7
With visit, no record 5 (14.3) 1 (2.5) 6 (8.0)
Missing by Design 25 (71.4) 34 (85.0) 59 (78.7)
Discontinued due to adverse event 8 (22.9) 2 (5.0) 10 (13.3)
Discontinued due to clinical progression 5 (14.3) 5 (12.5) 10 (13.3)
Discontinued due to complete response 0 (0.0) 1 (2.5) 1 (1.3)
Discontinued due to physician decision 0 (0.0) 3 (7.5) 3 (4.0
Discontinued due to progressive disease 12 (34.3) 22 (55.0) 34 (45.3)
Discontinued due to withdrawal by subject 0 (0.0) 1 (2.5) 1 (1.3
Completed study treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject died 0 (0.0 0 (0.0 0 (0.0
Visit not scheduled 0 (0.0) 0 (0.0) 0 (0.0)
WEEK 69 Expected to Complete Questionnaires 10 (28.6) 2 (5.0) 12 (16.0)
Completed 1 (2.9 1 (2.5) 2 2.7)
Compliance (% in those expected to complete questionnaires) 1 (10.0) 1 (50.0) 2 (16.7)
Not completed 9 (25.7) 1 (2.5) 10 (13.3)
Subject did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 1 (2.9 0 (0.0) 1 (1.3
Subject in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject was physically unable to complete 0 (0.0 0 (0.0) 0 (0.0
Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject refused for other reasons 0 (0.0 0 (0.0 0 (0.0
Other 1 (2.9 0 (0.0 1 1.3)
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

With visit, no record 7 (20.0) 1 (2.5) 8 (10.7)
Missing by Design 25 (71.4) 38 (95.0) 63 (84.0)
Discontinued due to adverse event 8 (22.9) 2 (5.0) 10 (13.3)
Discontinued due to clinical progression 5 (14.3) 6 (15.0) 11 (14.7)
Discontinued due to complete response 0 (0.0) 1 (2.5) 1 (1.3)
Discontinued due to physician decision 0 (0.0) 3 (7.5) 3 (4.0)
Discontinued due to progressive disease 12 (34.3) 25 (62.5) 37 (49.3)
Discontinued due to withdrawal by subject 0 (0.0) 1 (2.5) 1 (1.3)
Completed study treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject died 0 (0.0 0 (0.0 0 (0.0
Visit not scheduled 0 (0.0) 0 (0.0) 0 (0.0)

WEEK 78 Expected to Complete Questionnaires 7 (20.0) 2 (5.0) 9 (12.0)

Completed 0 (0.0) 0 (0.0) 0 (0.0)

Compliance (% in those expected to complete questionnaires) 0 (0.0) 0 (0.0) 0 (0.0)
Not completed 7 (20.0) 2 (5.0) 9 (12.0)

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

Not completed due to site staff error 0 (0.0) 0 (0.0) 0 (0.0)

Subject in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)

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

Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)

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

Other 0 (0.0 0 (0.0 0 (0.0

With visit, no record 7 (20.0) 2 (5.0) 9 (12.0)
Missing by Design 28 (80.0) 38 (95.0) 66 (88.0)
Discontinued due to adverse event 8 (22.9) 2 (5.0) 10 (13.3)
Discontinued due to clinical progression 6 (17.1) 6 (15.0) 12 (16.0)
Discontinued due to complete response 0 (0.0) 1 (2.5) 1 (1.3)
Discontinued due to physician decision 0 (0.0) 3 (7.5) 3 (4.0)
Discontinued due to progressive disease 14 (40.0) 25 (62.5) 39 (52.0)
Discontinued due to withdrawal by subject 0 (0.0) 1 (2.5) 1 (1.3)
Completed study treatment 0 (0.0) 0 (0.0 0 (0.0)
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Medizinischer Nutzen,

medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Subject died 0 (0.0 0 (0.0 0 (0.0
Visit not scheduled 0 (0.0) 0 (0.0) 0 (0.0)
WEEK 87 Expected to Complete Questionnaires 7 (20.0) 2 (5.0) 9 (12.0)
Completed 2 (5.7) 0 (0.0) 2 2.7)
Compliance (% in those expected to complete questionnaires) 2 (28.6) 0 (0.0 2 (22.2)
Not completed 5 (14.3) 2 (5.0) 7 (9.3)
Subject did not complete due to disease under study 0 (0.0 0 (0.0 0 (0.0
Not completed due to site staff error 0 (0.0) 0 (0.0) 0 (0.0)
Subject in hospital or hospice 0 (0.0) 1 (2.5) 1 (1.3)
Subject was physically unable to complete 0 (0.0 0 (0.0 0 (0.0
Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject refused for other reasons 0 (0.0 0 (0.0 0 (0.0
Other 0 (0.0 0 (0.0 0 (0.0
With visit, no record 5 (14.3) 1 (2.5) 6 (8.0)
Missing by Design 28 (80.0) 38 (95.0) 66 (88.0)
Discontinued due to adverse event 8 (22.9) 2 (5.0) 10 (13.3)
Discontinued due to clinical progression 6 (17.1) 6 (15.0) 12 (16.0)
Discontinued due to complete response 0 (0.0) 1 (2.5) 1 (1.3
Discontinued due to physician decision 0 (0.0) 3 (7.5) 3 (4.0
Discontinued due to progressive disease 14 (40.0) 25 (62.5) 39 (52.0)
Discontinued due to withdrawal by subject 0 (0.0) 1 (2.5) 1 (1.3
Completed study treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject died 0 (0.0 0 (0.0 0 (0.0
Visit not scheduled 0 (0.0) 0 (0.0) 0 (0.0)
WEEK 96 Expected to Complete Questionnaires 5 (14.3) 1 (2.5) 6 (8.0)
Completed 0 (0.0) 0 (0.0) 0 (0.0)
Compliance (% in those expected to complete questionnaires) 0 (0.0) 0 (0.0) 0 (0.0)
Not completed 5 (14.3) 1 (2.5) 6 (8.0)
Subject did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 0 (0.0 0 (0.0 0 (0.0
Subject in hospital or hospice 0 (0.0) 0 (0.0 0 (0.0)
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Subject was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0)
Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject refused for other reasons 0 (0.0) 0 (0.0) 0 (0.0)
Other 0 (0.0 0 (0.0 0 (0.0
With visit, no record 5 (14.3) 1 (2.5) 6 (8.0)
Missing by Design 30 (85.7) 39 (97.5) 69 (92.0)
Discontinued due to adverse event 8 (22.9) 2 (5.0) 10 (13.3)
Discontinued due to clinical progression 6 (17.2) 6 (15.0) 12 (16.0)
Discontinued due to complete response 0 (0.0) 1 (2.5) 1 (1.3)
Discontinued due to physician decision 0 (0.0) 3 (7.5) 3 (4.0)
Discontinued due to progressive disease 16 (45.7) 26 (65.0) 42 (56.0)
Discontinued due to withdrawal by subject 0 (0.0) 1 (2.5) 1 (1.3)
Completed study treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject died 0 (0.0 0 (0.0 0 (0.0
Visit not scheduled 0 (0.0) 0 (0.0) 0 (0.0)
WEEK 105 Expected to Complete Questionnaires 5 (14.3) 0 (0.0) 5 (6.7)
Completed 3 (8.6) 0 (0.0) 3 (4.0
Compliance (% in those expected to complete questionnaires) 3 (60.0) 0 (0.0) 3 (60.0)
Not completed 2 (5.7) 0 (0.0) 2 (2.7)
Subject did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 1 (2.9 0 (0.0) 1 (1.3
Subject in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0)
Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject refused for other reasons 0 (0.0) 0 (0.0) 0 (0.0)
Other 0 (0.0 0 (0.0 0 (0.0
With visit, no record 1 (2.9) 0 (0.0) 1 (1.3)
Missing by Design 30 (85.7) 40 (100.0) 70 (93.3)
Discontinued due to adverse event 8 (22.9) 2 (5.0) 10 (13.3)
Discontinued due to clinical progression 6 (17.2) 7 (17.5) 13 (17.3)
Discontinued due to complete response 0 (0.0) 1 (2.5) 1 (1.3)
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Discontinued due to physician decision 0 (0.0) 3 (7.5) 3 (4.0)
Discontinued due to progressive disease 16 (45.7) 26 (65.0) 42 (56.0)
Discontinued due to withdrawal by subject 0 (0.0) 1 (2.5) 1 (1.3)
Completed study treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject died 0 (0.0 0 (0.0 0 (0.0
Visit not scheduled 0 (0.0) 0 (0.0) 0 (0.0)
WEEK 114 Expected to Complete Questionnaires 2 (5.7) 0 (0.0 2 (2.7)
Completed 1 (2.9) 0 (0.0 1 (1.3)
Compliance (% in those expected to complete questionnaires) 1 (50.0) 0 (0.0) 1 (50.0)
Not completed 1 (2.9) 0 (0.0) 1 (1.3)
Subject did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 1 (2.9) 0 (0.0 1 (1.3)
Subject in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject was physically unable to complete 0 (0.0 0 (0.0 0 (0.0
Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject refused for other reasons 0 (0.0) 0 (0.0) 0 (0.0)
Other 0 (0.0 0 (0.0 0 (0.0
With visit, no record 0 (0.0) 0 (0.0) 0 (0.0)
Missing by Design 33 (94.3) 40 (100.0) 73 (97.3)
Discontinued due to adverse event 8 (22.9) 2 (5.0) 10 (13.3)
Discontinued due to clinical progression 7 (20.0) 7 (17.5) 14 (18.7)
Discontinued due to complete response 0 (0.0) 1 (2.5) 1 (1.3
Discontinued due to physician decision 0 (0.0) 3 (7.5) 3 (4.0
Discontinued due to progressive disease 16 (45.7) 26 (65.0) 42 (56.0)
Discontinued due to withdrawal by subject 0 (0.0) 1 (2.5) 1 (1.3
Completed study treatment 2 (5.7) 0 (0.0) 2 2.7)
Subject died 0 (0.0 0 (0.0) 0 (0.0
Visit not scheduled 0 (0.0) 0 (0.0) 0 (0.0)
Expected to complete questionnaire includes all patients who do not have missing data due to a missing by design reason.
Compliance is the proportion of patients 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 patients in the analysis population (N).

Pembrolizumab (KEYTRUDA®)

Seite 108 von 702



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

Stand: 29.12.2023

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

Missing by design includes: adverse event, death, discontinuation, translations not available, and no visit scheduled.

Database Cutoff Date: 09JUL2021

Anhang 4-G3.2: Riicklaufquoten des EORTC QLQ-OES18

Tabelle 4G-9: Grunde fur das Fehlen von Werten im EORTC QLQ-OES18 (KEYNOTE 590)

Pembrolizumab + | Chemotherapy Total
Chemotherapy
N=35 N=40 N=75
Treatment Visit | Category n (%) n (%) n (%)
BASELINE Expected to Complete Questionnaires 35 (100.0) 40 (100.0) 75 (100.0)

Completed 33 (94.3) 39 (97.5) 72 (96.0)
Compliance (% in those expected to complete questionnaires) 33 (94.3) 39 (97.5) 72 (96.0)

Not completed 2 (5.7) 1 (2.5) 3 (4.0

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

Not completed due to site staff error 0 (0.0 1 (2.5) 1 (1.3)

Subject in hospital or hospice 0 (0.0) 0 (0.0 0 (0.0)

Subject was physically unable to complete 0 (0.0 0 (0.0 0 (0.0

Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0 0 (0.0)

Subject refused for other reasons 0 (0.0 0 (0.0 0 (0.0

Other 1 (2.9 0 0.0 1 (1.3

With visit, no record 1 (2.9) 0 (0.0 1 (1.3)

Missing by Design 0 (0.0) 0 (0.0 0 (0.0)

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

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

Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)

Discontinued due to physician decision 0 (0.0) 0 (0.0) 0 (0.0)

Discontinued due to progressive disease 0 (0.0) 0 (0.0) 0 (0.0)

Discontinued due to withdrawal by subject 0 (0.0) 0 (0.0) 0 (0.0)

Completed study treatment 0 (0.0) 0 (0.0) 0 (0.0)
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Stand: 29.12.2023

Medizinischer Nutzen,

WEEK 3

WEEK 6

medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Subject died
Visit not scheduled
Expected to Complete Questionnaires
Completed
Compliance (% in those expected to complete questionnaires)
Not completed
Subject did not complete due to disease under study
Not completed due to site staff error
Subject in hospital or hospice
Subject was physically unable to complete
Subject did not complete due to side effects of treatment
Subject refused for other reasons
Other
With visit, no record
Missing by Design
Discontinued due to adverse event
Discontinued due to clinical progression
Discontinued due to complete response
Discontinued due to physician decision
Discontinued due to progressive disease
Discontinued due to withdrawal by subject
Completed study treatment
Subject died
Visit not scheduled
Expected to Complete Questionnaires
Completed
Compliance (% in those expected to complete questionnaires)
Not completed
Subject did not complete due to disease under study
Not completed due to site staff error
Subject in hospital or hospice
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

WEEK 9

Subject was physically unable to complete
Subject did not complete due to side effects of treatment
Subject refused for other reasons
Other
With visit, no record
Missing by Design
Discontinued due to adverse event
Discontinued due to clinical progression
Discontinued due to complete response
Discontinued due to physician decision
Discontinued due to progressive disease
Discontinued due to withdrawal by subject
Completed study treatment
Subject died
Visit not scheduled
Expected to Complete Questionnaires
Completed
Compliance (% in those expected to complete questionnaires)
Not completed
Subject did not complete due to disease under study
Not completed due to site staff error
Subject in hospital or hospice
Subject was physically unable to complete
Subject did not complete due to side effects of treatment
Subject refused for other reasons
Other
With visit, no record
Missing by Design
Discontinued due to adverse event
Discontinued due to clinical progression
Discontinued due to complete response
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Stand: 29.12.2023

Medizinischer Nutzen,

WEEK 12

WEEK 15

medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Discontinued due to physician decision
Discontinued due to progressive disease
Discontinued due to withdrawal by subject
Completed study treatment
Subject died
Visit not scheduled
Expected to Complete Questionnaires
Completed
Compliance (% in those expected to complete questionnaires)
Not completed
Subject did not complete due to disease under study
Not completed due to site staff error
Subject in hospital or hospice
Subject was physically unable to complete
Subject did not complete due to side effects of treatment
Subject refused for other reasons
Other
With visit, no record
Missing by Design
Discontinued due to adverse event
Discontinued due to clinical progression
Discontinued due to complete response
Discontinued due to physician decision
Discontinued due to progressive disease
Discontinued due to withdrawal by subject
Completed study treatment
Subject died
Visit not scheduled
Expected to Complete Questionnaires
Completed
Compliance (% in those expected to complete questionnaires)
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Not completed

Subject did not complete due to disease under study

Not completed due to site staff error

Subject in hospital or hospice

Subject was physically unable to complete

Subject did not complete due to side effects of treatment
Subject refused for other reasons

Other

With visit, no record
Missing by Design 1
Discontinued due to adverse event
Discontinued due to clinical progression
Discontinued due to complete response
Discontinued due to physician decision
Discontinued due to progressive disease
Discontinued due to withdrawal by subject
Completed study treatment

Subject died

Visit not scheduled
WEEK 18 Expected to Complete Questionnaires 2
Completed 2
Compliance (% in those expected to complete questionnaires)
Not completed

Subject did not complete due to disease under study

Not completed due to site staff error

Subject in hospital or hospice

Subject was physically unable to complete

Subject did not complete due to side effects of treatment
Subject refused for other reasons

Other

With visit, no record
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(0.0)
(0.0)
(2.7)
(0.0
(0.0
(0.0
(10.7)
(65.3)
(61.3)
(93.9)
(4.0)
(0.0
(1.3)
(0.0
(0.0)
(0.0)
(0.0)
(2.7)
(0.0)
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Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G

Stand: 29.12.2023

Medizinischer Nutzen,

WEEK 21

medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Missing by Design
Discontinued due to adverse event
Discontinued due to clinical progression
Discontinued due to complete response
Discontinued due to physician decision
Discontinued due to progressive disease
Discontinued due to withdrawal by subject
Completed study treatment
Subject died
Visit not scheduled
Expected to Complete Questionnaires
Completed
Compliance (% in those expected to complete questionnaires)
Not completed
Subject did not complete due to disease under study
Not completed due to site staff error
Subject in hospital or hospice
Subject was physically unable to complete
Subject did not complete due to side effects of treatment
Subject refused for other reasons
Other
With visit, no record
Missing by Design
Discontinued due to adverse event
Discontinued due to clinical progression
Discontinued due to complete response
Discontinued due to physician decision
Discontinued due to progressive disease
Discontinued due to withdrawal by subject
Completed study treatment
Subject died
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(34.3)
(14.3)
(5.7)
(0.0)
(0.0)
(2.9)
(0.0)
(0.0)
(0.0)
(11.4)
(68.6)
(57.1)
(83.3)
(11.4)
(0.0)
(0.0
(0.0
(0.0
(0.0
(0.0
(5.7)
(5.7)
(31.4)
(14.3)
(5.7)
(0.0
(0.0)
(5.7)
(0.0)
(0.0)
(0.0)

[EEN
N

W O O O OO NODN B

2
2

N
A b

O O O O O o o o o

1

[op}

P O O N NODN B

(35.0)
(2.5)
(5.0)
(0.0)
(5.0)
(15.0)
(0.0)
(0.0)
(0.0)
(7.5)
(60.0)
(60.0)
(100.0)
(0.0)
(0.0)
(0.0)
(0.0)
(0.0)
(0.0)
(0.0)
(0.0)
(0.0)
(40.0)
(2.5)
(5.0)
(0.0)
(5.0)
(17.5)
(0.0)
(0.0)
(2.5)

N
(o]

(34.7)
(8.0)
(5.3)
(0.0)
(2.7)
(9.3)
(0.0)
(0.0)
(0.0)
(9.3)
(64.0)
(58.7)
(91.7)
(5.3)
(0.0)
(0.0
(0.0
(0.0
(0.0
(0.0
(2.7)
(2.7)
(36.0)
(8.0)
(5.3)
(0.0
(2.7)
(12.0)
(0.0)
(0.0)
(1.3)
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Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G

Stand: 29.12.2023

Medizinischer Nutzen,

WEEK 24

WEEK 33

medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Visit not scheduled
Expected to Complete Questionnaires
Completed
Compliance (% in those expected to complete questionnaires)
Not completed
Subject did not complete due to disease under study
Not completed due to site staff error
Subject in hospital or hospice
Subject was physically unable to complete
Subject did not complete due to side effects of treatment
Subject refused for other reasons
Other
With visit, no record
Missing by Design
Discontinued due to adverse event
Discontinued due to clinical progression
Discontinued due to complete response
Discontinued due to physician decision
Discontinued due to progressive disease
Discontinued due to withdrawal by subject
Completed study treatment
Subject died
Visit not scheduled
Expected to Complete Questionnaires
Completed
Compliance (% in those expected to complete questionnaires)
Not completed
Subject did not complete due to disease under study
Not completed due to site staff error
Subject in hospital or hospice
Subject was physically unable to complete

2
21
18
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(5.7)
(60.0)
(51.4)
(85.7)
(8.6)
(2.9)
(0.0)
(0.0)
(2.9)
(0.0)
(0.0)
(2.9)
(0.0)
(40.0)
(17.1)
(5.7)
(0.0
(0.0
(17.1)
(0.0
(0.0
(0.0
(0.0
(42.9)
(28.6)
(66.7)
(14.3)
(0.0)
(0.0)
(0.0)
(0.0)
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(7.5)
(65.0)
(60.0)
(92.3)
(5.0)
(0.0)
(2.5)
(0.0)
(0.0)
(0.0)
(0.0)
(2.5)
(0.0)
(35.0)
(2.5)
(5.0)
(0.0)
(5.0)
(20.0)
(0.0)
(0.0)
(2.5)
(0.0)
(45.0)
(40.0)
(88.9)
(5.0)
(0.0)
(0.0)
(2.5)
(0.0)

5  (6.7)
47 (62.7)
42 (56.0)
42 (89.4)

5  (6.7)

1 (1.3

1 (1.3

0 (0.0

1 (1.3

0 (0.0)

0 (0.0)

2 (27)

0 (0.0)
28 (37.3)

7 (9.3)

4 (5.3)

0 (0.0)

2 (27)
14 (18.7)

0 (0.0

0 (0.0

1 (1.3

0 (0.0)
33 (44.0)
26 (34.7)
26 (78.8)

7 9.3)

0 (0.0

0 (0.0

1 (13)

0 (0.0)
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Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 29.12.2023

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

Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject refused for other reasons 0 (0.0) 1 (2.5) 1 (1.3)
Other 4 (11.4) 0 (0.0 4 (5.3)
With visit, no record 1 (2.9) 0 (0.0) 1 (1.3)
Missing by Design 20 (57.1) 22 (55.0) 42 (56.0)
Discontinued due to adverse event 7 (20.0) 2 (5.0) 9 (12.0)
Discontinued due to clinical progression 4 (11.4) 4 (10.0) 8 (10.7)
Discontinued due to complete response 0 (0.0) 1 (2.5) 1 (1.3)
Discontinued due to physician decision 0 (0.0) 2 (5.0 2 2.7)
Discontinued due to progressive disease 9 (25.7) 12 (30.0) 21 (28.0)
Discontinued due to withdrawal by subject 0 (0.0) 1 (2.5) 1 (1.3)
Completed study treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject died 0 (0.0 0 (0.0 0 (0.0
Visit not scheduled 0 (0.0) 0 (0.0) 0 (0.0)
WEEK 42 Expected to Complete Questionnaires 13 (37.1) 8 (20.0) 21 (28.0)
Completed 10 (28.6) 7 (17.5) 17 (22.7)
Compliance (% in those expected to complete questionnaires) 10 (76.9) 7 (87.5) 17 (81.0)
Not completed 3 (8.6) 1 (2.5) 4 (5.3)
Subject did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 0 (0.0) 0 (0.0) 0 (0.0)
Subject in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0)
Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject refused for other reasons 0 (0.0) 1 (2.5) 1 (1.3
Other 2 (5.7) 0 (0.0 2 (2.7
With visit, no record 1 (2.9 0 (0.0) 1 (1.3
Missing by Design 22 (62.9) 32 (80.0) 54 (72.0)
Discontinued due to adverse event 7 (20.0) 2 (5.0) 9 (12.0)
Discontinued due to clinical progression 4 (11.4) 5 (12.5) 9 (12.0)
Discontinued due to complete response 0 (0.0) 1 (2.5) 1 (1.3)
Discontinued due to physician decision 0 (0.0) 3 (7.5) 3 (4.0)
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Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G

Stand: 29.12.2023

Medizinischer Nutzen,

WEEK 51

WEEK 60

medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Discontinued due to progressive disease
Discontinued due to withdrawal by subject
Completed study treatment
Subject died
Visit not scheduled
Expected to Complete Questionnaires
Completed
Compliance (% in those expected to complete questionnaires)
Not completed
Subject did not complete due to disease under study
Not completed due to site staff error
Subject in hospital or hospice
Subject was physically unable to complete
Subject did not complete due to side effects of treatment
Subject refused for other reasons
Other
With visit, no record
Missing by Design
Discontinued due to adverse event
Discontinued due to clinical progression
Discontinued due to complete response
Discontinued due to physician decision
Discontinued due to progressive disease
Discontinued due to withdrawal by subject
Completed study treatment
Subject died
Visit not scheduled
Expected to Complete Questionnaires
Completed
Compliance (% in those expected to complete questionnaires)
Not completed

11 (31.4) 19  (47.5) 30 (40.0)
0 (0.0 1 (25) 1 (1.3
0 (0.0 0 (0.0 0 (0.0
0 (0.0 1 (25) 1 (1.3
0 (0.0 0 (0.0 0 (0.0

11 (31.4) 6  (15.0) 17 (22.7)
9  (25.7) 4 (10.0) 13 (17.3)
9  (818) 4 (66.7) 13 (76.5)
2 (5.7) 2 (5.0 4 (5.3)
0 (0.0 0 (0.0 0 (0.0)
1 (2.9) 0 (0.0) 1 (13)
0 (0.0 0 (0.0 0 (0.0)
0 (0.0 0 (0.0 0 (0.0)
0 (0.0 0 (0.0 0 (0.0)
0 (0.0 0 (0.0 0 (0.0)
1 (29 0 (0.0 1 (1.3
0 (0.0 2 (5.0) 2 (27)

24 (68.6) 34 (85.0) 58 (77.3)
7 (20.0) 2 (5.0 9 (12,0
5 (14.3) 5  (12.5) 10 (13.3)
0 (0.0 1 (25) 1 (1.3
0 (0.0 3 (15 3 (4.0

12 (34.3) 22 (55.0) 34 (45.3)
0 (0.0 1 (25) 1 (1.3
0 (0.0 0 (0.0 0 (0.0
0 (0.0 0 (0.0 0 (0.0)
0 (0.0 0 (0.0 0 (0.0

10 (28.6) 6  (15.0) 16 (21.3)
3 (86) 5 (125 8  (10.7)
3 (30.0) 5  (83.3) 8  (50.0)
7 (20.0) 1 (25) 8  (10.7)
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Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 29.12.2023

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

Subject did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 0 (0.0) 0 (0.0) 0 (0.0)
Subject in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0)
Subject did not complete due to side effects of treatment 0 (0.0 0 (0.0 0 (0.0
Subject refused for other reasons 0 (0.0 0 (0.0 0 (0.0
Other 2 (5.7) 0 (0.0 2 (2.7
With visit, no record 5 (14.3) 1 (2.5) 6 (8.0)
Missing by Design 25 (71.4) 34 (85.0) 59 (78.7)
Discontinued due to adverse event 8 (22.9) 2 (5.0) 10 (13.3)
Discontinued due to clinical progression 5 (14.3) 5 (12.5) 10 (13.3)
Discontinued due to complete response 0 (0.0) 1 (2.5) 1 (1.3)
Discontinued due to physician decision 0 (0.0) 3 (7.5) 3 (4.0
Discontinued due to progressive disease 12 (34.3) 22 (55.0) 34 (45.3)
Discontinued due to withdrawal by subject 0 (0.0) 1 (2.5) 1 (1.3)
Completed study treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject died 0 (0.0 0 (0.0 0 (0.0
Visit not scheduled 0 (0.0) 0 (0.0) 0 (0.0)
WEEK 69 Expected to Complete Questionnaires 10 (28.6) 2 (5.0) 12 (16.0)
Completed 2 (5.7) 1 (2.5) 3 (4.0
Compliance (% in those expected to complete questionnaires) 2 (20.0) 1 (50.0) 3 (25.0)
Not completed 8 (22.9) 1 (2.5) 9 (12.0)
Subject did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 0 (0.0) 0 (0.0) 0 (0.0)
Subject in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0)
Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject refused for other reasons 0 (0.0 0 (0.0) 0 (0.0
Other 1 (2.9 0 0.0 1 1.3)
With visit, no record 7 (20.0) 1 (2.5) 8 (10.7)
Missing by Design 25 (71.4) 38 (95.0) 63 (84.0)

Pembrolizumab (KEYTRUDA®) Seite 118 von 702



Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 29.12.2023

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

Discontinued due to adverse event 8 (22.9) 2 (5.0 10 (13.3)
Discontinued due to clinical progression 5 (14.3) 6 (15.0) 11 (14.7)
Discontinued due to complete response 0 (0.0) 1 (2.5) 1 (1.3)
Discontinued due to physician decision 0 (0.0) 3 (7.5) 3 (4.0)
Discontinued due to progressive disease 12 (34.3) 25 (62.5) 37 (49.3)
Discontinued due to withdrawal by subject 0 (0.0) 1 (2.5) 1 (1.3)
Completed study treatment 0 (0.0 0 (0.0 0 (0.0
Subject died 0 (0.0 0 (0.0 0 (0.0
Visit not scheduled 0 (0.0) 0 (0.0) 0 (0.0)
WEEK 78 Expected to Complete Questionnaires 7 (20.0) 2 (5.0) 9 (12.0)
Completed 0 (0.0) 0 (0.0) 0 (0.0)
Compliance (% in those expected to complete questionnaires) 0 (0.0) 0 (0.0) 0 (0.0)
Not completed 7 (20.0) 2 (5.0) 9 (12.0)
Subject did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 0 (0.0 0 (0.0 0 (0.0
Subject in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0)
Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject refused for other reasons 0 (0.0) 0 (0.0) 0 (0.0)
Other 0 (0.0 0 (0.0 0 (0.0
With visit, no record 7 (20.0) 2 (5.0) 9 (12.0)
Missing by Design 28 (80.0) 38 (95.0) 66 (88.0)
Discontinued due to adverse event 8 (22.9) 2 (5.0) 10 (13.3)
Discontinued due to clinical progression 6 (17.1) 6 (15.0) 12 (16.0)
Discontinued due to complete response 0 (0.0) 1 (2.5) 1 (1.3
Discontinued due to physician decision 0 (0.0) 3 (7.5) 3 (4.0
Discontinued due to progressive disease 14 (40.0) 25 (62.5) 39 (52.0)
Discontinued due to withdrawal by subject 0 (0.0) 1 (2.5) 1 (1.3)
Completed study treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject died 0 (0.0 0 (0.0 0 (0.0
Visit not scheduled 0 (0.0) 0 (0.0 0 (0.0)
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Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G

Stand: 29.12.2023

Medizinischer Nutzen,

medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

WEEK 87 Expected to Complete Questionnaires 7 (20.0) 2 (5.0 9 (12.0)
Completed 2 (5.7) 0 (0.0) 2 2.7)
Compliance (% in those expected to complete questionnaires) 2 (28.6) 0 (0.0) 2 (22.2)
Not completed 5 (14.3) 2 (5.0) 7 (9.3)
Subject did not complete due to disease under study 0 (0.0 0 (0.0 0 (0.0
Not completed due to site staff error 0 (0.0) 0 (0.0) 0 (0.0)
Subject in hospital or hospice 0 (0.0) 1 (2.5) 1 (1.3)
Subject was physically unable to complete 0 (0.0 0 (0.0 0 (0.0
Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject refused for other reasons 0 (0.0 0 (0.0 0 (0.0
Other 0 (0.0 0 (0.0 0 (0.0
With visit, no record 5 (14.3) 1 (2.5) 6 (8.0)

Missing by Design 28 (80.0) 38 (95.0) 66 (88.0)
Discontinued due to adverse event 8 (22.9) 2 (5.0) 10 (13.3)
Discontinued due to clinical progression 6 (17.2) 6 (15.0) 12 (16.0)
Discontinued due to complete response 0 (0.0) 1 (2.5) 1 (1.3
Discontinued due to physician decision 0 (0.0) 3 (7.5) 3 (4.0
Discontinued due to progressive disease 14 (40.0) 25 (62.5) 39 (52.0)
Discontinued due to withdrawal by subject 0 (0.0) 1 (2.5) 1 (1.3
Completed study treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject died 0 (0.0 0 (0.0 0 (0.0
Visit not scheduled 0 (0.0) 0 (0.0) 0 (0.0)

WEEK 96 Expected to Complete Questionnaires 5 (14.3) 1 (2.5) 6 (8.0)
Completed 0 (0.0) 0 (0.0) 0 (0.0)
Compliance (% in those expected to complete questionnaires) 0 (0.0) 0 (0.0) 0 (0.0)
Not completed 5 (14.3) 1 (2.5) 6 (8.0)
Subject did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 0 (0.0 0 (0.0) 0 (0.0
Subject in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject was physically unable to complete 0 (0.0 0 (0.0 0 (0.0
Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0 0 (0.0)
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Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 29.12.2023

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

Subject refused for other reasons 0 (0.0) 1 (2.5) 1 (1.3)
Other 0 (0.0 0 (0.0 0 (0.0
With visit, no record 5 (14.3) 0 (0.0) 5 (6.7)
Missing by Design 30 (85.7) 39 (97.5) 69 (92.0)
Discontinued due to adverse event 8 (22.9) 2 (5.0) 10 (13.3)
Discontinued due to clinical progression 6 (17.2) 6 (15.0) 12 (16.0)
Discontinued due to complete response 0 (0.0) 1 (2.5) 1 (1.3)
Discontinued due to physician decision 0 (0.0) 3 (7.5) 3 (4.0)
Discontinued due to progressive disease 16 (45.7) 26 (65.0) 42 (56.0)
Discontinued due to withdrawal by subject 0 (0.0) 1 (2.5) 1 (1.3)
Completed study treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject died 0 (0.0 0 (0.0 0 (0.0
Visit not scheduled 0 (0.0) 0 (0.0) 0 (0.0)
WEEK 105 Expected to Complete Questionnaires 5 (14.3) 0 (0.0) 5 (6.7)
Completed 3 (8.6) 0 (0.0) 3 (4.0
Compliance (% in those expected to complete questionnaires) 3 (60.0) 0 (0.0) 3 (60.0)
Not completed 2 (5.7) 0 (0.0) 2 (2.7)
Subject did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 1 (2.9 0 (0.0) 1 (1.3
Subject in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0)
Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject refused for other reasons 0 (0.0) 0 (0.0) 0 (0.0)
Other 0 (0.0 0 (0.0 0 (0.0
With visit, no record 1 (2.9 0 (0.0) 1 (1.3
Missing by Design 30 (85.7) 40 (100.0) 70 (93.3)
Discontinued due to adverse event 8 (22.9) 2 (5.0) 10 (13.3)
Discontinued due to clinical progression 6 (17.2) 7 (17.5) 13 (17.3)
Discontinued due to complete response 0 (0.0) 1 (2.5) 1 (1.3)
Discontinued due to physician decision 0 (0.0) 3 (7.5) 3 (4.0)
Discontinued due to progressive disease 16 (45.7) 26 (65.0) 42 (56.0)
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Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G

Stand: 29.12.2023

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

Discontinued due to withdrawal by subject
Completed study treatment

Subject died

Visit not scheduled

WEEK 114 Expected to Complete Questionnaires
Completed

Not completed
Subject did not complete due to disease under study
Not completed due to site staff error
Subject in hospital or hospice
Subject was physically unable to complete
Subject did not complete due to side effects of treatment
Subject refused for other reasons
Other
With visit, no record
Missing by Design
Discontinued due to adverse event
Discontinued due to clinical progression
Discontinued due to complete response
Discontinued due to physician decision
Discontinued due to progressive disease
Discontinued due to withdrawal by subject
Completed study treatment
Subject died
Visit not scheduled

Compliance (% in those expected to complete questionnaires)
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(0.0)
(0.0)
(0.0)
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Database Cutoff Date: 09JUL2021

Expected to complete questionnaire includes all patients who do not have missing data due to a missing by design reason.

Compliance is the proportion of patients 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 patients in the analysis population (N).

Missing by design includes: adverse event, death, discontinuation, translations not available, and no visit scheduled.
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Anhang 4-G3.3: Rucklaufquoten der EQ-5D VAS

Tabelle 4G-10: Grunde fir das Fehlen von Werten im EQ-5D VAS (KEYNOTE 590)

Pembrolizumab + | Chemotherapy Total
Chemotherapy
N=35 N=40 N=75
Treatment Visit | Category n (%) n (%) n (%)
BASELINE Expected to Complete Questionnaires 35 (100.0) 40 (100.0) 75 (100.0)
Completed 33 (94.3) 40 (100.0) 73 (97.3)
Compliance (% in those expected to complete questionnaires) 33 (94.3) 40 (100.0) 73 (97.3)
Not completed 2 (5.7) 0 (0.0) 2 (2.7)
Subject did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 0 (0.0) 0 (0.0) 0 (0.0)
Subject in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0)
Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject refused for other reasons 0 (0.0) 0 (0.0) 0 (0.0)
Other 1 (2.9) 0 (0.0 1 (1.3)
With visit, no record 1 (2.9 0 (0.0) 1 (1.3
Missing by Design 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to adverse event 0 (0.0) 0 (0.0 0 (0.0)
Discontinued due to clinical progression 0 (0.0) 0 (0.0 0 (0.0)
Discontinued due to complete response 0 (0.0) 0 (0.0 0 (0.0)
Discontinued due to physician decision 0 (0.0) 0 (0.0 0 (0.0)
Discontinued due to progressive disease 0 (0.0) 0 (0.0 0 (0.0)
Discontinued due to withdrawal by subject 0 (0.0) 0 (0.0 0 (0.0)
Completed study treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject died 0 (0.0 0 (0.0) 0 (0.0
Visit not scheduled 0 (0.0) 0 (0.0 0 (0.0)
WEEK 3 Expected to Complete Questionnaires 32 (91.4) 39 (97.5) 71 (94.7)
Completed 30 (85.7) 36 (90.0) 66 (88.0)
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WEEK 6

Compliance (% in those expected to complete questionnaires)
Not completed
Subject did not complete due to disease under study
Not completed due to site staff error
Subject in hospital or hospice
Subject was physically unable to complete
Subject did not complete due to side effects of treatment
Subject refused for other reasons
Other
With visit, no record
Discontinued due to adverse event
Discontinued due to clinical progression
Discontinued due to complete response
Discontinued due to physician decision
Discontinued due to progressive disease
Discontinued due to withdrawal by subject
Completed study treatment
Subject died
Visit not scheduled
Expected to Complete Questionnaires
Completed
Compliance (% in those expected to complete questionnaires)
Not completed
Subject did not complete due to disease under study
Not completed due to site staff error
Subject in hospital or hospice
Subject was physically unable to complete
Subject did not complete due to side effects of treatment
Subject refused for other reasons
Other
With visit, no record
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(0.0)
(0.0)
(0.0)
(0.0)
(0.0)
(0.0)
(0.0)
(2.5)
(87.5)
(85.0)
(97.1)
(2.5)
(0.0)
(2.5)
(0.0)
(0.0)
(0.0)
(0.0)
(0.0)
(0.0)
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Missing by Design 3 (8.6) 5 (12.5) 8 (10.7)
Discontinued due to adverse event 1 (2.9) 1 (2.5) 2 2.7)
Discontinued due to clinical progression 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 0 (0.0) 2 (5.0) 2 (2.7)
Discontinued due to withdrawal by subject 0 (0.0) 0 (0.0) 0 (0.0)
Completed study treatment 0 (0.0 0 (0.0 0 (0.0
Subject died 1 (2.9) 0 (0.0) 1 (1.3)
Visit not scheduled 1 (2.9) 2 (5.0) 3 (4.0)
WEEK 9 Expected to Complete Questionnaires 23 (65.7) 37 (92.5) 60 (80.0)
Completed 19 (54.3) 34 (85.0) 53 (70.7)
Compliance (% in those expected to complete questionnaires) 19 (82.6) 34 (91.9) 53 (88.3)
Not completed 4 (11.4) 3 (7.5) 7 (9.3)
Subject did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 0 (0.0) 1 (2.5) 1 (1.3
Subject in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0)
Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject refused for other reasons 0 (0.0) 0 (0.0) 0 (0.0)
Other 2 (5.7) 1 (2.5) 3 (4.0)
With visit, no record 2 (5.7) 1 (2.5) 3 (4.0
Missing by Design 12 (34.3) 3 (7.5) 15 (20.0)
Discontinued due to adverse event 4 (11.4) 0 (0.0) 4 (5.3)
Discontinued due to clinical progression 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 0 (0.0) 2 (5.0) 2 2.7)
Discontinued due to withdrawal by subject 0 (0.0) 0 (0.0) 0 (0.0)
Completed study treatment 0 (0.0) 0 (0.0 0 (0.0)
Subject died 0 (0.0 0 (0.0 0 (0.0
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Visit not scheduled 8 (22.9) 1 (2.5) 9 (12.0)
WEEK 12 Expected to Complete Questionnaires 24 (68.6) 34 (85.0) 58 (77.3)
Completed 23 (65.7) 30 (75.0) 53 (70.7)
Compliance (% in those expected to complete questionnaires) 23 (95.8) 30 (88.2) 53 (91.4)
Not completed 1 (2.9) 4 (10.0) 5 (6.7)
Subject did not complete due to disease under study 0 (0.0 0 (0.0 0 (0.0
Not completed due to site staff error 0 (0.0 1 (2.5) 1 (1.3)
Subject in hospital or hospice 1 (2.9) 1 (2.5) 2 (2.7)
Subject was physically unable to complete 0 (0.0 0 (0.0 0 (0.0
Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject refused for other reasons 0 (0.0 0 (0.0 0 (0.0
Other 0 (0.0 0 (0.0 0 (0.0
With visit, no record 0 (0.0 2 (5.0 2 (2.7)
Missing by Design 11 (31.4) 6 (15.0) 17 (22.7)
Discontinued due to adverse event 4 (11.4) 1 (2.5) 5 (6.7)
Discontinued due to clinical progression 0 (0.0) 1 (2.5) 1 (1.3
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 0 (0.0) 2 (5.0) 2 (2.7)
Discontinued due to withdrawal by subject 0 (0.0) 0 (0.0) 0 (0.0)
Completed study treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject died 1 (2.9) 0 (0.0 1 (1.3)
Visit not scheduled 6 (17.1) 2 (5.0) 8 (10.7)
WEEK 15 Expected to Complete Questionnaires 24 (68.6) 33 (82.5) 57 (76.0)
Completed 22 (62.9) 30 (75.0) 52 (69.3)
Compliance (% in those expected to complete questionnaires) 22 (91.7) 30 (90.9) 52 (91.2)
Not completed 2 (5.7) 3 (7.5) 5 (6.7)
Subject did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 0 (0.0 0 (0.0) 0 (0.0
Subject in hospital or hospice 0 (0.0) 1 (2.5) 1 (1.3)
Subject was physically unable to complete 0 (0.0 1 (2.5) 1 (1.3)
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Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject refused for other reasons 0 (0.0) 0 (0.0) 0 (0.0)
Other 1 (2.9) 1 (2.5) 2 (2.7
With visit, no record 1 (2.9) 0 (0.0) 1 (1.3)
Missing by Design 11 (31.4) 7 (17.5) 18 (24.0)
Discontinued due to adverse event 4 (11.4) 1 (2.5) 5 (6.7)
Discontinued due to clinical progression 1 (2.9) 2 (5.0) 3 (4.0)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 0 (0.0) 2 (5.0) 2 2.7)
Discontinued due to withdrawal by subject 0 (0.0) 0 (0.0) 0 (0.0)
Completed study treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject died 0 (0.0 0 (0.0 0 (0.0
Visit not scheduled 6 (17.2) 2 (5.0) 8 (10.7)
WEEK 18 Expected to Complete Questionnaires 23 (65.7) 26 (65.0) 49 (65.3)
Completed 20 (57.1) 26 (65.0) 46 (61.3)
Compliance (% in those expected to complete questionnaires) 20 (87.0) 26 (100.0) 46 (93.9)
Not completed 3 (8.6) 0 (0.0) 3 (4.0
Subject did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 1 (2.9 0 (0.0) 1 (1.3
Subject in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0)
Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject refused for other reasons 0 (0.0) 0 (0.0) 0 (0.0)
Other 2 (5.7) 0 (0.0 2 (2.7
With visit, no record 0 (0.0) 0 (0.0) 0 (0.0)
Missing by Design 12 (34.3) 14 (35.0) 26 (34.7)
Discontinued due to adverse event 5 (14.3) 1 (2.5) 6 (8.0)
Discontinued due to clinical progression 2 (5.7) 2 (5.0) 4 (5.3)
Discontinued due to complete response 0 (0.0) 0 (0.0 0 (0.0)
Discontinued due to physician decision 0 (0.0) 2 (5.0 2 2.7)
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Discontinued due to progressive disease 1 (2.9) 6 (15.0) 7 (9.3)
Discontinued due to withdrawal by subject 0 (0.0) 0 (0.0) 0 (0.0)
Completed study treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject died 0 (0.0 0 (0.0 0 (0.0
Visit not scheduled 4 (11.4) 3 (7.5) 7 (9.3)
WEEK 21 Expected to Complete Questionnaires 24 (68.6) 24 (60.0) 48 (64.0)
Completed 20 (57.1) 24 (60.0) 44 (58.7)
Compliance (% in those expected to complete questionnaires) 20 (83.3) 24 (100.0) 44 (91.7)
Not completed 4 (11.4) 0 (0.0) 4 (5.3)
Subject did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 0 (0.0 0 (0.0 0 (0.0
Subject in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject was physically unable to complete 0 (0.0 0 (0.0 0 (0.0
Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject refused for other reasons 0 (0.0 0 (0.0 0 (0.0
Other 2 (5.7) 0 (0.0 2 (2.7
With visit, no record 2 (5.7) 0 (0.0) 2 (2.7)
Missing by Design 11 (31.4) 16 (40.0) 27 (36.0)
Discontinued due to adverse event 5 (14.3) 1 (2.5) 6 (8.0)
Discontinued due to clinical progression 2 (5.7) 2 (5.0) 4 (5.3)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 2 (5.0) 2 2.7)
Discontinued due to progressive disease 2 (5.7) 7 (17.5) 9 (12.0)
Discontinued due to withdrawal by subject 0 (0.0) 0 (0.0) 0 (0.0)
Completed study treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject died 0 (0.0 1 (2.5) 1 (1.3)
Visit not scheduled 2 (5.7) 3 (7.5) 5 (6.7)
WEEK 24 Expected to Complete Questionnaires 21 (60.0) 26 (65.0) 47 (62.7)
Completed 18 (51.4) 24 (60.0) 42 (56.0)
Compliance (% in those expected to complete questionnaires) 18 (85.7) 24 (92.3) 42 (89.4)
Not completed 3 (8.6) 2 (5.0 5 (6.7)
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Subject did not complete due to disease under study 1 (2.9) 0 (0.0) 1 (1.3)
Not completed due to site staff error 0 (0.0) 1 (2.5) 1 (1.3)
Subject in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject was physically unable to complete 1 (2.9) 0 (0.0) 1 (1.3)
Subject did not complete due to side effects of treatment 0 (0.0 0 (0.0 0 (0.0
Subject refused for other reasons 0 (0.0 0 (0.0 0 (0.0
Other 1 (2.9) 1 (2.5) 2 (2.7
With visit, no record 0 (0.0) 0 (0.0) 0 (0.0
Missing by Design 14 (40.0) 14 (35.0) 28 (37.3)
Discontinued due to adverse event 6 (17.2) 1 (2.5) 7 (9.3)
Discontinued due to clinical progression 2 (5.7) 2 (5.0) 4 (5.3)
Discontinued due to complete response 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to physician decision 0 (0.0) 2 (5.0) 2 2.7)
Discontinued due to progressive disease 6 (17.2) 8 (20.0) 14 (18.7)
Discontinued due to withdrawal by subject 0 (0.0) 0 (0.0) 0 (0.0)
Completed study treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject died 0 (0.0 1 (2.5) 1 (1.3)
Visit not scheduled 0 (0.0) 0 (0.0) 0 (0.0)
WEEK 33 Expected to Complete Questionnaires 15 (42.9) 18 (45.0) 33 (44.0)
Completed 10 (28.6) 16 (40.0) 26 (34.7)
Compliance (% in those expected to complete questionnaires) 10 (66.7) 16 (88.9) 26 (78.8)
Not completed 5 (14.3) 2 (5.0) 7 (9.3)
Subject did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 0 (0.0) 0 (0.0) 0 (0.0)
Subject in hospital or hospice 0 (0.0) 1 (2.5) 1 (1.3
Subject was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0)
Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject refused for other reasons 0 (0.0 1 (2.5) 1 (1.3)
Other 4 (11.4) 0 0.0 4 (5.3
With visit, no record 1 (2.9) 0 (0.0 1 (1.3)
Missing by Design 20 (57.1) 22 (55.0) 42 (56.0)
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Discontinued due to adverse event 7 (20.0) 2 (5.0 9 (12.0)
Discontinued due to clinical progression 4 (11.4) 4 (10.0) 8 (10.7)
Discontinued due to complete response 0 (0.0) 1 (2.5) 1 (1.3)
Discontinued due to physician decision 0 (0.0) 2 (5.0) 2 2.7)
Discontinued due to progressive disease 9 (25.7) 12 (30.0) 21 (28.0)
Discontinued due to withdrawal by subject 0 (0.0) 1 (2.5) 1 (1.3)
Completed study treatment 0 (0.0 0 (0.0 0 (0.0
Subject died 0 (0.0 0 (0.0 0 (0.0
Visit not scheduled 0 (0.0) 0 (0.0) 0 (0.0)
WEEK 42 Expected to Complete Questionnaires 13 (37.1) 8 (20.0) 21 (28.0)
Completed 10 (28.6) 7 (17.5) 17 (22.7)
Compliance (% in those expected to complete questionnaires) 10 (76.9) 7 (87.5) 17 (81.0)
Not completed 3 (8.6) 1 (2.5) 4 (5.3)
Subject did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 0 (0.0 0 (0.0 0 (0.0
Subject in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0)
Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject refused for other reasons 0 (0.0) 1 (2.5) 1 (1.3
Other 2 (5.7) 0 (0.0 2 (2.7
With visit, no record 1 (2.9 0 (0.0) 1 (1.3
Missing by Design 22 (62.9) 32 (80.0) 54 (72.0)
Discontinued due to adverse event 7 (20.0) 2 (5.0) 9 (12.0)
Discontinued due to clinical progression 4 (11.4) 5 (12.5) 9 (12.0)
Discontinued due to complete response 0 (0.0) 1 (2.5) 1 (1.3
Discontinued due to physician decision 0 (0.0) 3 (7.5) 3 (4.0
Discontinued due to progressive disease 11 (31.4) 19 (47.5) 30 (40.0)
Discontinued due to withdrawal by subject 0 (0.0) 1 (2.5) 1 (1.3)
Completed study treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject died 0 (0.0) 1 (2.5) 1 (1.3)
Visit not scheduled 0 (0.0) 0 (0.0 0 (0.0)
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WEEK 51 Expected to Complete Questionnaires 11 (31.4) 6 (15.0) 17 (22.7)
Completed 9 (25.7) 4 (10.0) 13 (17.3)
Compliance (% in those expected to complete questionnaires) 9 (81.8) 4 (66.7) 13 (76.5)
Not completed 2 (5.7) 2 (5.0) 4 (5.3)
Subject did not complete due to disease under study 0 (0.0 0 (0.0 0 (0.0
Not completed due to site staff error 1 (2.9) 0 (0.0 1 (1.3)
Subject in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject was physically unable to complete 0 (0.0 0 (0.0 0 (0.0
Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject refused for other reasons 0 (0.0 0 (0.0 0 (0.0
Other 1 (2.9 0 (0.0 1 (1.3
With visit, no record 0 (0.0 2 (5.0 2 (2.7)

Missing by Design 24 (68.6) 34 (85.0) 58 (77.3)
Discontinued due to adverse event 7 (20.0) 2 (5.0) 9 (12.0)
Discontinued due to clinical progression 5 (14.3) 5 (12.5) 10 (13.3)
Discontinued due to complete response 0 (0.0) 1 (2.5) 1 (1.3
Discontinued due to physician decision 0 (0.0) 3 (7.5) 3 (4.0
Discontinued due to progressive disease 12 (34.3) 22 (55.0) 34 (45.3)
Discontinued due to withdrawal by subject 0 (0.0) 1 (2.5) 1 (1.3
Completed study treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject died 0 (0.0 0 (0.0 0 (0.0
Visit not scheduled 0 (0.0) 0 (0.0) 0 (0.0)

WEEK 60 Expected to Complete Questionnaires 10 (28.6) 6 (15.0) 16 (21.3)
Completed 3 (8.6) 5 (12.5) 8 (10.7)
Compliance (% in those expected to complete questionnaires) 3 (30.0) 5 (83.3) 8 (50.0)
Not completed 7 (20.0) 1 (2.5) 8 (10.7)
Subject did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 0 (0.0 0 (0.0) 0 (0.0
Subject in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject was physically unable to complete 0 (0.0 0 (0.0 0 (0.0
Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0 0 (0.0)

Pembrolizumab (KEYTRUDA®) Seite 131 von 702



Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 29.12.2023

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

Subject refused for other reasons 0 (0.0) 0 (0.0) 0 (0.0)
Other 2 (5.7) 0 (0.0 2 (2.7
With visit, no record 5 (14.3) 1 (2.5) 6 (8.0)
Missing by Design 25 (71.4) 34 (85.0) 59 (78.7)
Discontinued due to adverse event 8 (22.9) 2 (5.0) 10 (13.3)
Discontinued due to clinical progression 5 (14.3) 5 (12.5) 10 (13.3)
Discontinued due to complete response 0 (0.0) 1 (2.5) 1 (1.3)
Discontinued due to physician decision 0 (0.0) 3 (7.5) 3 (4.0)
Discontinued due to progressive disease 12 (34.3) 22 (55.0) 34 (45.3)
Discontinued due to withdrawal by subject 0 (0.0) 1 (2.5) 1 (1.3)
Completed study treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject died 0 (0.0 0 (0.0 0 (0.0
Visit not scheduled 0 (0.0) 0 (0.0) 0 (0.0)
WEEK 69 Expected to Complete Questionnaires 10 (28.6) 2 (5.0) 12 (16.0)
Completed 1 (2.9) 1 (2.5) 2 (2.7)
Compliance (% in those expected to complete questionnaires) 1 (10.0) 1 (50.0) 2 (16.7)
Not completed 9 (25.7) 1 (2.5) 10 (13.3)
Subject did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 1 (2.9 0 (0.0) 1 (1.3
Subject in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0)
Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject refused for other reasons 0 (0.0) 0 (0.0) 0 (0.0)
Other 1 (2.9) 0 (0.0 1 (1.3)
With visit, no record 7 (20.0) 1 (2.5) 8 (10.7)
Missing by Design 25 (71.4) 38 (95.0) 63 (84.0)
Discontinued due to adverse event 8 (22.9) 2 (5.0) 10 (13.3)
Discontinued due to clinical progression 5 (14.3) 6 (15.0) 11 (14.7)
Discontinued due to complete response 0 (0.0) 1 (2.5) 1 (1.3)
Discontinued due to physician decision 0 (0.0) 3 (7.5) 3 (4.0)
Discontinued due to progressive disease 12 (34.3) 25 (62.5) 37 (49.3)
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Discontinued due to withdrawal by subject 0 (0.0) 1 (2.5) 1 (1.3)
Completed study treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject died 0 (0.0 0 (0.0 0 (0.0
Visit not scheduled 0 (0.0) 0 (0.0) 0 (0.0)
WEEK 78 Expected to Complete Questionnaires 7 (20.0) 2 (5.0) 9 (12.0)
Completed 0 (0.0) 0 (0.0) 0 (0.0)
Compliance (% in those expected to complete questionnaires) 0 (0.0) 0 (0.0) 0 (0.0)
Not completed 7 (20.0) 2 (5.0) 9 (12.0)
Subject did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 0 (0.0 0 (0.0 0 (0.0
Subject in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject was physically unable to complete 0 (0.0 0 (0.0 0 (0.0
Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject refused for other reasons 0 (0.0 0 (0.0 0 (0.0
Other 0 (0.0 0 (0.0 0 (0.0
With visit, no record 7 (20.0) 2 (5.0) 9 (12.0)
Missing by Design 28 (80.0) 38 (95.0) 66 (88.0)
Discontinued due to adverse event 8 (22.9) 2 (5.0) 10 (13.3)
Discontinued due to clinical progression 6 (17.1) 6 (15.0) 12 (16.0)
Discontinued due to complete response 0 (0.0) 1 (2.5) 1 (1.3
Discontinued due to physician decision 0 (0.0) 3 (7.5) 3 (4.0
Discontinued due to progressive disease 14 (40.0) 25 (62.5) 39 (52.0)
Discontinued due to withdrawal by subject 0 (0.0) 1 (2.5) 1 (1.3
Completed study treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject died 0 (0.0 0 (0.0 0 (0.0
Visit not scheduled 0 (0.0) 0 (0.0) 0 (0.0)
WEEK 87 Expected to Complete Questionnaires 7 (20.0) 2 (5.0) 9 (12.0)
Completed 2 (5.7) 0 (0.0) 2 (2.7)
Compliance (% in those expected to complete questionnaires) 2 (28.6) 0 (0.0) 2 (22.2)
Not completed 5 (14.3) 2 (5.0 7 (9.3)
Subject did not complete due to disease under study 0 (0.0) 0 (0.0 0 (0.0)
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Not completed due to site staff error 0 (0.0) 0 (0.0) 0 (0.0)
Subject in hospital or hospice 0 (0.0) 1 (2.5) 1 (1.3)
Subject was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0)
Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject refused for other reasons 0 (0.0 0 (0.0 0 (0.0
Other 0 (0.0 0 (0.0 0 (0.0
With visit, no record 5 (14.3) 1 (2.5) 6 (8.0)
Missing by Design 28 (80.0) 38 (95.0) 66 (88.0)
Discontinued due to adverse event 8 (22.9) 2 (5.0 10 (13.3)
Discontinued due to clinical progression 6 (17.2) 6 (15.0) 12 (16.0)
Discontinued due to complete response 0 (0.0) 1 (2.5) 1 (1.3)
Discontinued due to physician decision 0 (0.0) 3 (7.5) 3 (4.0)
Discontinued due to progressive disease 14 (40.0) 25 (62.5) 39 (52.0)
Discontinued due to withdrawal by subject 0 (0.0) 1 (2.5) 1 (1.3)
Completed study treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject died 0 (0.0 0 (0.0 0 (0.0
Visit not scheduled 0 (0.0) 0 (0.0) 0 (0.0)
WEEK 96 Expected to Complete Questionnaires 5 (14.3) 1 (2.5) 6 (8.0)
Completed 0 (0.0) 0 (0.0) 0 (0.0)
Compliance (% in those expected to complete questionnaires) 0 (0.0) 0 (0.0) 0 (0.0)
Not completed 5 (14.3) 1 (2.5) 6 (8.0)
Subject did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 0 (0.0) 0 (0.0) 0 (0.0)
Subject in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0)
Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject refused for other reasons 0 (0.0 1 (2.5) 1 (1.3)
Other 0 (0.0 0 (0.0) 0 (0.0
With visit, no record 5 (14.3) 0 (0.0) 5 (6.7)
Missing by Design 30 (85.7) 39 (97.5) 69 (92.0)
Discontinued due to adverse event 8 (22.9) 2 (5.0 10 (13.3)
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Discontinued due to clinical progression 6 (17.1) 6 (15.0) 12 (16.0)
Discontinued due to complete response 0 (0.0) 1 (2.5) 1 (1.3)
Discontinued due to physician decision 0 (0.0) 3 (7.5) 3 (4.0)
Discontinued due to progressive disease 16 (45.7) 26 (65.0) 42 (56.0)
Discontinued due to withdrawal by subject 0 (0.0) 1 (2.5) 1 (1.3)
Completed study treatment 0 (0.0 0 (0.0 0 (0.0
Subject died 0 (0.0 0 (0.0 0 (0.0
Visit not scheduled 0 (0.0) 0 (0.0) 0 (0.0)
WEEK 105 Expected to Complete Questionnaires 5 (14.3) 0 (0.0) 5 (6.7)
Completed 3 (8.6) 0 (0.0) 3 (4.0)
Compliance (% in those expected to complete questionnaires) 3 (60.0) 0 (0.0) 3 (60.0)
Not completed 2 (5.7) 0 (0.0) 2 2.7)
Subject did not complete due to disease under study 0 (0.0) 0 (0.0) 0 (0.0)
Not completed due to site staff error 1 (2.9) 0 (0.0 1 (1.3)
Subject in hospital or hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject was physically unable to complete 0 (0.0) 0 (0.0) 0 (0.0)
Subject did not complete due to side effects of treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject refused for other reasons 0 (0.0) 0 (0.0) 0 (0.0)
Other 0 (0.0 0 (0.0 0 (0.0
With visit, no record 1 (2.9 0 (0.0) 1 (1.3
Missing by Design 30 (85.7) 40 (100.0) 70 (93.3)
Discontinued due to adverse event 8 (22.9) 2 (5.0) 10 (13.3)
Discontinued due to clinical progression 6 (17.1) 7 (17.5) 13 (17.3)
Discontinued due to complete response 0 (0.0) 1 (2.5) 1 (1.3
Discontinued due to physician decision 0 (0.0) 3 (7.5) 3 (4.0
Discontinued due to progressive disease 16 (45.7) 26 (65.0) 42 (56.0)
Discontinued due to withdrawal by subject 0 (0.0) 1 (2.5) 1 (1.3)
Completed study treatment 0 (0.0) 0 (0.0) 0 (0.0)
Subject died 0 (0.0 0 (0.0) 0 (0.0
Visit not scheduled 0 (0.0) 0 (0.0 0 (0.0)
WEEK 114 Expected to Complete Questionnaires 2 (5.7) 0 (0.0 2 2.7)
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Database Cutoff Date: 09JUL2021

Expected to complete questionnaire includes all patients who do not have missing data due to a missing by design reason.

Compliance is the proportion of patients 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 patients in the analysis population (N).

Missing by design includes: adverse event, death, discontinuation, translations not available, and no visit scheduled.
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Anhang 4-G4: Riicklaufquoten des EORTC QLQ-C30, EORTC QLQ-STO22 und EQ-5D VAS (KEYNOTE 062)

Im Folgenden werden erganzend zu Abschnitt 4.3.1.3.1.2.2 die Rucklaufquoten des EORTC QLQ-C30, die Ricklaufquoten des
EORTC QLQ-STO22 und die Riicklaufquoten der EQ-5D VAS fiir die Studie KEYNOTE 062 dargestellt.

Alle Ergebnisse beziehen sich auf den Datenschnitt vom 19. April 2021 (Langzeit-Follow-Up).

Anhang 4-G4.1: Ricklaufquoten des EORTC QLQ-C30
Tabelle 4G-11: Griinde fir das Fehlen von Werten im EORTC QLQ-C30 (KEYNOTE 062)

Pembrolizumab + | Chemotherapy Total
Chemotherapy
N=245 N=243 N=488
Treatment Visit | Category n (%) n (%) n (%)
Baseline Expected to Complete Questionnaires 245 (100.0) | 243 (100.0) | 488 (100.0)
Completed 229 (93.5) 234 (96.3) 463 (94.9)
Compliance (% in those expected to complete questionnaires) 229 (93.5) 234 (96.3) 463 (94.9)
Not completed 16 (6.5) 9 3.7 25 (5.1)
Subject Did Not Complete Due To Disease Under Study 0 (0.0 0 (0.0 0 (0.0
Not Completed Due To Site Staff Error 7 (2.9) 5 (2.1) 12 (2.5)
Subject In Hospital Or Hospice 0 (0.0) 0 (0.0 0 (0.0)
Subject Was Physically Unable To Complete 0 (0.0 0 (0.0 0 (0.0
Subject Lost To Follow-Up/Unable To Contact 0 (0.0) 0 (0.0 0 (0.0)
Subject Refused For Other Reasons 1 (0.4) 1 (0.4) 2 (0.4)
Other 3 (1.2 1 0.4) 4 (0.8)
With Visit, No Record 5 (2.0) 2 (0.8) 7 (1.4)
Missing by Design 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to adverse event 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to clinical progression 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to excluded medication 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to non-compliance with study drug 0 (0.0) 0 (0.0) 0 (0.0)

Pembrolizumab (KEYTRUDA®) Seite 137 von 702



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

Stand: 29.12.2023

Medizinischer Nutzen,

medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Discontinued due to progressive disease 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to protocol violation 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to withdrawal by subject 0 (0.0) 0 (0.0) 0 (0.0)
Subject Died 0 (0.0 0 (0.0 0 (0.0
No Visit Scheduled 0 (0.0) 0 (0.0) 0 (0.0)
Week 3 Expected to Complete Questionnaires 229 (93.5) 235 (96.7) 464 (95.1)
Completed 215 (87.8) 221 (90.9) 436 (89.3)
Compliance (% in those expected to complete questionnaires) 215 (93.9) 221 (94.0) 436 (94.0)
Not completed 14 (5.7) 14 (5.8) 28 (5.7)
Subject Did Not Complete Due To Disease Under Study 0 (0.0 2 (0.8) 2 (0.4)
Not Completed Due To Site Staff Error 4 (1.6) 4 (1.6) 8 (1.6)
Subject In Hospital Or Hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject Was Physically Unable To Complete 1 (0.4) 0 (0.0 1 (0.2)
Subject Lost To Follow-Up/Unable To Contact 0 (0.0) 0 (0.0) 0 (0.0)
Subject Refused For Other Reasons 6 (2.4) 3 (1.2) 9 (1.8)
Other 3 (1.2) 4 (1.6) 7 (1.4)
With Visit, No Record 0 (0.0) 1 (0.4) 1 (0.2)
Missing by Design 16 (6.5 8 (3.3) 24 (4.9
Discontinued due to adverse event 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to clinical progression 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to excluded medication 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to non-compliance with study drug 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to protocol violation 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to withdrawal by subject 0 (0.0) 0 (0.0) 0 (0.0)
Subject Died 5 (2.0) 1 (0.4) 6 (1.2)
No Visit Scheduled 11 (4.5) 7 (2.9) 18 (3.7)
Week 6 Expected to Complete Questionnaires 193 (78.8) 195 (80.2) 388 (79.5)
Completed 179 (73.1) 180 (74.1) 359 (73.6)
Compliance (% in those expected to complete questionnaires) 179 (92.7) 180 (92.3) 359 (92.5)
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Not completed 14 (5.7) 15 (6.2) 29 (5.9)
Subject Did Not Complete Due To Disease Under Study 0 (0.0) 0 (0.0) 0 (0.0)
Not Completed Due To Site Staff Error 2 (0.8) 7 (2.9) 9 (1.8)
Subject In Hospital Or Hospice 2 (0.8) 0 (0.0) 2 (0.4)
Subject Was Physically Unable To Complete 0 (0.0 0 (0.0 0 (0.0
Subject Lost To Follow-Up/Unable To Contact 0 (0.0 0 (0.0 0 (0.0
Subject Refused For Other Reasons 3 (1.2) 5 (2.1) 8 (1.6)
Other 5 (2.0 1 (0.4) 6 (1.2)
With Visit, No Record 2 (0.8) 2 (0.8) 4 (0.8)
Missing by Design 52 (21.2) 48 (19.8) 100 (20.5)
Discontinued due to adverse event 1 (0.4) 0 (0.0) 1 (0.2)
Discontinued due to clinical progression 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to excluded medication 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to non-compliance with study drug 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to protocol violation 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to withdrawal by subject 2 (0.8) 2 (0.8) 4 (0.8)
Subject Died 2 (0.8) 0 (0.0 2 (0.4)
No Visit Scheduled 47 (19.2) 46 (18.9) 93 (19.1)
Week 9 Expected to Complete Questionnaires 198 (80.8) 181 (74.5) 379 (77.7)
Completed 182 (74.3) 167 (68.7) 349 (71.5)
Compliance (% in those expected to complete questionnaires) 182 (91.9) 167 (92.3) 349 (92.1)
Not completed 16 (6.5 14 (5.8) 30 (6.1)
Subject Did Not Complete Due To Disease Under Study 1 (0.4) 0 (0.0) 1 (0.2
Not Completed Due To Site Staff Error 1 (0.4) 2 (0.8) 3 (0.6)
Subject In Hospital Or Hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject Was Physically Unable To Complete 1 (0.4) 0 (0.0) 1 (0.2)
Subject Lost To Follow-Up/Unable To Contact 1 (0.4) 0 (0.0) 1 (0.2)
Subject Refused For Other Reasons 0 (0.0) 4 (1.6) 4 (0.8)
Other 6 (2.4) 5 (2.1) 11 (2.3)
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With Visit, No Record 6 (2.4) 3 1.2) 9 (1.8)
Missing by Design 47 (19.2) 62 (25.5) 109 (22.3)
Discontinued due to adverse event 10 (4.1) 6 (2.5) 16 (3.3)
Discontinued due to clinical progression 2 (0.8) 3 (1.2) 5 (1.0)
Discontinued due to lost to follow-up 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to excluded medication 0 (0.0) 1 (0.4) 1 (0.2)
Discontinued due to non-compliance with study drug 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 1 (0.4) 2 (0.8) 3 (0.6)
Discontinued due to protocol violation 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to withdrawal by subject 6 (2.4) 4 (1.6) 10 (2.0)
Subject Died 0 (0.0) 3 (1.2) 3 (0.6)
No Visit Scheduled 28 (11.4) 43 a7.7) 71 (14.5)

Week 12 Expected to Complete Questionnaires 203 (82.9) 195 (80.2) 398 (81.6)

Completed 189 (77.2) 180 (74.1) 369 (75.6)

Compliance (% in those expected to complete questionnaires) 189 (93.1) 180 (92.3) 369 (92.7)
Not completed 14 (5.7) 15 (6.2) 29 (5.9

Subject Did Not Complete Due To Disease Under Study 0 (0.0) 2 (0.8) 2 (0.4)

Not Completed Due To Site Staff Error 1 (0.4) 4 (1.6) 5 (1.0

Subject In Hospital Or Hospice 0 (0.0) 3 (1.2) 3 (0.6)

Subject Was Physically Unable To Complete 2 (0.8) 0 (0.0) 2 (0.4)

Subject Lost To Follow-Up/Unable To Contact 0 (0.0) 0 (0.0) 0 (0.0)

Subject Refused For Other Reasons 4 (1.6) 3 (1.2) 7 (1.4)

Other 5 (2.0) 3 (1.2) 8 (1.6)

With Visit, No Record 2 (0.8) 0 (0.0) 2 (0.4)
Missing by Design 42 (17.1) 48 (19.8) 90 (18.4)
Discontinued due to adverse event 14 (5.7) 11 (4.5) 25 (5.1
Discontinued due to clinical progression 6 (2.4) 8 3.3) 14 (2.9)
Discontinued due to lost to follow-up 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to excluded medication 0 (0.0) 2 (0.8) 2 (0.4)
Discontinued due to non-compliance with study drug 0 (0.0) 0 (0.0 0 (0.0)
Discontinued due to progressive disease 4 (1.6) 8 3.3) 12 (2.5)
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Discontinued due to protocol violation 1 (0.4) 0 (0.0) 1 (0.2)
Discontinued due to withdrawal by subject 7 (2.9) 6 (2.5) 13 2.7)
Subject Died 1 (0.4) 1 (0.4) 2 (0.4)
No Visit Scheduled 9 (3.7 12 (4.9) 21 (4.3)
Week 18 Expected to Complete Questionnaires 189 (77.2) 171 (70.4) 360 (73.8)
Completed 150 (61.2) 140 (57.6) 290 (59.4)
Compliance (% in those expected to complete questionnaires) 150 (79.4) 140 (81.9) 290 (80.6)
Not completed 39 (15.9) 31 (12.8) 70 (14.3)
Subject Did Not Complete Due To Disease Under Study 0 (0.0 2 (0.8) 2 (0.4)
Not Completed Due To Site Staff Error 2 (0.8) 6 (2.5) 8 (1.6)
Subject In Hospital Or Hospice 1 (0.4) 1 (0.4) 2 (0.4)
Subject Was Physically Unable To Complete 1 (0.4) 1 (0.4) 2 (0.4)
Subject Lost To Follow-Up/Unable To Contact 0 (0.0) 0 (0.0) 0 (0.0)
Subject Refused For Other Reasons 2 (0.8) 5 (2.1) 7 (1.4)
Other 3 (1.2) 4 (1.6) 7 (1.4)
With Visit, No Record 30 (12.2) 12 (4.9 42 (8.6)
Missing by Design 56 (22.9) 72 (29.6) 128 (26.2)
Discontinued due to adverse event 15 (6.1) 17 (7.0) 32 (6.6)
Discontinued due to clinical progression 9 3.7) 14 (5.8) 23 4.7
Discontinued due to lost to follow-up 1 (0.4) 0 (0.0) 1 (0.2
Discontinued due to excluded medication 0 (0.0) 2 (0.8) 2 (0.4)
Discontinued due to non-compliance with study drug 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 10 (4.2) 16 (6.6) 26 (5.3)
Discontinued due to protocol violation 1 (0.4) 0 (0.0) 1 (0.2
Discontinued due to withdrawal by subject 11 (4.5 11 (4.5) 22 (4.5)
Subject Died 3 (1.2) 1 (0.4) 4 (0.8)
No Visit Scheduled 6 (2.4) 11 (4.5) 17 (3.5)
Week 24 Expected to Complete Questionnaires 164 (66.9) 135 (55.6) 299 (61.3)
Completed 126 (51.4) 112 (46.1) 238 (48.8)
Compliance (% in those expected to complete questionnaires) 126 (76.8) 112 (83.0) 238 (79.6)
Not completed 38 (15.5) 23 (9.5) 61 (12.5)
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Subject Did Not Complete Due To Disease Under Study 1 (0.4) 3 1.2) 4 (0.8)
Not Completed Due To Site Staff Error 12 (4.9 5 (2.1) 17 (3.5)
Subject In Hospital Or Hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject Was Physically Unable To Complete 1 (0.4) 1 (0.4) 2 (0.4)
Subject Lost To Follow-Up/Unable To Contact 0 (0.0 0 (0.0 0 (0.0
Subject Refused For Other Reasons 2 (0.8) 3 (1.2) 5 (1.0
Other 3 (1.2 2 (0.8) 5 (1.0
With Visit, No Record 19 (7.8) 9 3.7 28 (5.7)
Missing by Design 81 (33.2) 108 (44.4) 189 (38.7)
Discontinued due to adverse event 23 (9.4) 23 (9.5) 46 (9.4)
Discontinued due to clinical progression 18 (7.3) 25 (10.3) 43 (8.8)
Discontinued due to lost to follow-up 1 (0.4) 0 (0.0) 1 (0.2)
Discontinued due to excluded medication 1 (0.4) 2 (0.8) 3 (0.6)
Discontinued due to non-compliance with study drug 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 18 (7.3) 35 (14.4) 53 (10.9)
Discontinued due to protocol violation 1 (0.4) 0 (0.0) 1 (0.2)
Discontinued due to withdrawal by subject 14 (5.7) 13 (5.3) 27 (5.5
Subject Died 0 (0.0 4 (1.6) 4 (0.8)
No Visit Scheduled 5 (2.0) 6 (2.5) 11 (2.3)
Week 30 Expected to Complete Questionnaires 138 (56.3) 103 (42.4) 241 (49.4)
Completed 110 (44.9) 82 (33.7) 192 (39.3)
Compliance (% in those expected to complete questionnaires) 110 (79.7) 82 (79.6) 192 (79.7)
Not completed 28 (11.4) 21 (8.6) 49 (10.0)
Subject Did Not Complete Due To Disease Under Study 1 (0.4) 2 (0.8) 3 (0.6)
Not Completed Due To Site Staff Error 3 (1.2 3 (1.2) 6 (1.2)
Subject In Hospital Or Hospice 1 (0.4) 0 (0.0) 1 (0.2
Subject Was Physically Unable To Complete 0 (0.0 0 (0.0) 0 (0.0
Subject Lost To Follow-Up/Unable To Contact 0 (0.0) 0 (0.0) 0 (0.0)
Subject Refused For Other Reasons 5 (2.0) 2 (0.8) 7 (1.4)
Other 3 1.2 7 (2.9) 10 (2.0
With Visit, No Record 15 (6.1) 7 (2.9) 22 (4.5)
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Missing by Design 107 (43.7) 140 (57.6) 247 (50.6)
Discontinued due to adverse event 23 (9.4) 26 (10.7) 49 (10.0)
Discontinued due to clinical progression 21 (8.6) 32 (13.2) 53 (10.9)
Discontinued due to lost to follow-up 1 (0.4) 0 (0.0) 1 (0.2)
Discontinued due to excluded medication 2 (0.8) 2 (0.8) 4 (0.8)
Discontinued due to non-compliance with study drug 0 (0.0) 1 (0.4) 1 (0.2)
Discontinued due to progressive disease 32 (13.2) 53 (21.8) 85 (17.4)
Discontinued due to protocol violation 1 (0.4) 0 (0.0) 1 (0.2)
Discontinued due to withdrawal by subject 20 (8.2) 14 (5.8) 34 (7.0)
Subject Died 0 (0.0) 1 (0.4) 1 (0.2)
No Visit Scheduled 7 (2.9) 11 (4.5) 18 (3.7
Week 36 Expected to Complete Questionnaires 110 (44.9) 77 (3L.7) 187 (38.3)
Completed 96 (39.2) 66 (27.2) 162 (33.2)
Compliance (% in those expected to complete questionnaires) 96 (87.3) 66 (85.7) 162 (86.6)
Not completed 14 (5.7) 11 (4.5) 25 (5.1)
Subject Did Not Complete Due To Disease Under Study 1 (0.4) 0 (0.0) 1 (0.2)
Not Completed Due To Site Staff Error 2 (0.8) 4 (1.6) 6 (1.2)
Subject In Hospital Or Hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject Was Physically Unable To Complete 0 (0.0) 0 (0.0) 0 (0.0)
Subject Lost To Follow-Up/Unable To Contact 0 (0.0) 0 (0.0) 0 (0.0)
Subject Refused For Other Reasons 1 (0.4) 1 (0.4) 2 (0.4)
Other 3 (1.2) 1 (0.4) 4 (0.8)
With Visit, No Record 7 (2.9 5 (2.1) 12 (2.5)
Missing by Design 135 (55.1) 166 (68.3) 301 (61.7)
Discontinued due to adverse event 24 (9.8) 27 (11.1) 51 (10.5)
Discontinued due to clinical progression 25 (10.2) 39 (16.0) 64 (13.1)
Discontinued due to lost to follow-up 1 (0.4) 0 (0.0) 1 (0.2)
Discontinued due to excluded medication 3 (1.2) 2 (0.8) 5 (1.0
Discontinued due to non-compliance with study drug 1 (0.4) 1 (0.4) 2 (0.4)
Discontinued due to progressive disease 50 (20.4) 77 (3L.7) 127 (26.0)
Discontinued due to protocol violation 1 (0.4) 0 (0.0 1 (0.2)
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Discontinued due to withdrawal by subject 19 (7.8) 15 (6.2) 34 (7.0)
Subject Died 3 (1.2) 1 (0.4) 4 (0.8)
No Visit Scheduled 8 (3.3) 4 (1.6) 12 (2.5)
Week 42 Expected to Complete Questionnaires 85 (34.7) 58 (23.9) 143 (29.3)
Completed 71 (29.0) 47 (19.3) 118 (24.2)
Compliance (% in those expected to complete questionnaires) 71 (83.5) 47 (81.0) 118 (82.5)
Not completed 14 (5.7) 11 (4.5) 25 (5.1)
Subject Did Not Complete Due To Disease Under Study 0 (0.0 1 (0.4) 1 (0.2)
Not Completed Due To Site Staff Error 4 (1.6) 2 (0.8) 6 (1.2)
Subject In Hospital Or Hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject Was Physically Unable To Complete 0 (0.0 0 (0.0 0 (0.0
Subject Lost To Follow-Up/Unable To Contact 0 (0.0) 0 (0.0) 0 (0.0)
Subject Refused For Other Reasons 0 (0.0) 0 (0.0) 0 (0.0)
Other 1 (0.4) 4 (1.6) 5 (1.0
With Visit, No Record 9 (3.7) 4 (1.6) 13 (2.7)
Missing by Design 160 (65.3) 185 (76.1) 345 (70.7)
Discontinued due to adverse event 27 (11.0) 30 (12.3) 57 (117
Discontinued due to clinical progression 31 (12.7) 41 (16.9) 72 (14.8)
Discontinued due to lost to follow-up 1 (0.4) 0 (0.0) 1 (0.2)
Discontinued due to excluded medication 3 (1.2 4 (1.6) 7 (1.4)
Discontinued due to non-compliance with study drug 1 (0.4) 1 (0.4) 2 (0.4)
Discontinued due to progressive disease 66 (26.9) 89 (36.6) 155 (31.8)
Discontinued due to protocol violation 1 (0.4) 0 (0.0) 1 (0.2
Discontinued due to withdrawal by subject 22 (9.0) 16 (6.6) 38 (7.8)
Subject Died 1 (0.4) 0 (0.0 1 0.2)
No Visit Scheduled 7 (2.9) 4 (1.6) 11 (2.3)
Week 48 Expected to Complete Questionnaires 73 (29.8) 51 (21.0) 124 (25.4)
Completed 65 (26.5) 43 7.7 108 (22.1)
Compliance (% in those expected to complete questionnaires) 65 (89.0) 43 (84.3) 108 (87.1)
Not completed 8 (3.3) 8 3.3) 16 (3.3)
Subject Did Not Complete Due To Disease Under Study 0 (0.0 1 (0.4) 1 (0.2)
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Not Completed Due To Site Staff Error 4 (1.6) 2 (0.8) 6 (1.2)
Subject In Hospital Or Hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject Was Physically Unable To Complete 0 (0.0) 0 (0.0) 0 (0.0)
Subject Lost To Follow-Up/Unable To Contact 0 (0.0) 0 (0.0) 0 (0.0)
Subject Refused For Other Reasons 1 (0.4) 0 (0.0 1 (0.2)
Other 3 (1.2) 2 (0.8) 5 (1.0)
With Visit, No Record 0 (0.0) 3 1.2) 3 (0.6)
Missing by Design 172 (70.2) 192 (79.0) 364 (74.6)
Discontinued due to adverse event 29 (11.8) 29 (11.9) 58 (11.9)
Discontinued due to clinical progression 33 (13.5) 42 (17.3) 75 (15.4)
Discontinued due to lost to follow-up 1 (0.4) 0 (0.0) 1 (0.2)
Discontinued due to excluded medication 3 (1.2) 4 (1.6) 7 (1.4)
Discontinued due to non-compliance with study drug 1 (0.4) 1 (0.4) 2 (0.4)
Discontinued due to progressive disease 75 (30.6) 97 (39.9) 172 (35.2)
Discontinued due to protocol violation 1 (0.4) 0 (0.0) 1 (0.2)
Discontinued due to withdrawal by subject 23 (9.4) 18 (7.4) 41 (8.4)
Subject Died 1 (0.4) 0 (0.0 1 0.2)
No Visit Scheduled 5 (2.0 1 (0.4) 6 (1.2)
Expected to complete questionnaire includes all patients who do not have missing data due to a missing by design reason.
Compliance is the proportion of patients 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 patients in the analysis population (N).
Missing by design includes: adverse event, death, discontinuation, translations not available, and no visit scheduled.
Database Cutoff Date: 19APR2021
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Anhang 4-G4.2: Rucklaufquoten des EORTC QLQ-STO22
Tabelle 4G-12: Grunde fir das Fehlen von Werten im EORTC QLQ-STO22 (KEYNOTE 062)

Pembrolizumab + | Chemotherapy Total
Chemotherapy
N=245 N=243 N=488
Treatment Visit | Category n (%) n (%) n (%)
Baseline Expected to Complete Questionnaires 245 (100.0) | 243 (100.0) | 488 (100.0)
Completed 228 (93.1) 233 (95.9) 461 (94.5)
Compliance (% in those expected to complete questionnaires) 228 (93.1) 233 (95.9) 461 (94.5)
Not completed 17 (6.9) 10 (4.1) 27 (5.5
Subject Did Not Complete Due To Disease Under Study 0 (0.0) 0 (0.0) 0 (0.0)
Not Completed Due To Site Staff Error 7 (2.9 5 (2.1) 12 (2.5)
Subject In Hospital Or Hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject Was Physically Unable To Complete 0 (0.0) 0 (0.0) 0 (0.0)
Subject Lost To Follow-Up/Unable To Contact 0 (0.0) 0 (0.0) 0 (0.0)
Subject Refused For Other Reasons 1 (0.4) 2 (0.8) 3 (0.6)
Other 4 (1.6) 1 (0.4) 5 (1.0)
With Visit, No Record 5 (2.0) 2 (0.8) 7 (1.4)
Missing by Design 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to adverse event 0 (0.0) 0 (0.0 0 (0.0)
Discontinued due to clinical progression 0 (0.0) 0 (0.0 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 0 (0.0 0 (0.0)
Discontinued due to excluded medication 0 (0.0) 0 (0.0 0 (0.0)
Discontinued due to non-compliance with study drug 0 (0.0) 0 (0.0 0 (0.0)
Discontinued due to progressive disease 0 (0.0) 0 (0.0 0 (0.0)
Discontinued due to protocol violation 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to withdrawal by subject 0 (0.0) 0 (0.0) 0 (0.0)
Subject Died 0 (0.0) 0 (0.0 0 (0.0)
No Visit Scheduled 0 (0.0) 0 (0.0) 0 (0.0)
Week 3 Expected to Complete Questionnaires 229 (93.5) 235 (96.7) 464 (95.1)
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Completed 215 (87.8) 221 (90.9) 436 (89.3)
Compliance (% in those expected to complete questionnaires) 215 (93.9) 221 (94.0) 436 (94.0)
Not completed 14 (5.7) 14 (5.8) 28 (5.7)
Subject Did Not Complete Due To Disease Under Study 0 (0.0) 2 (0.8) 2 (0.4)
Not Completed Due To Site Staff Error 4 (1.6) 4 (1.6) 8 (1.6)
Subject In Hospital Or Hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject Was Physically Unable To Complete 1 (0.4) 0 (0.0 1 (0.2)
Subject Lost To Follow-Up/Unable To Contact 0 (0.0 0 (0.0 0 (0.0
Subject Refused For Other Reasons 6 (2.4) 3 (1.2) 9 (1.8)
Other 3 (1.2) 4 (1.6) 7 (1.4)
With Visit, No Record 0 (0.0 1 (0.4) 1 (0.2)
Missing by Design 16 (6.5) 8 (3.3) 24 (4.9)
Discontinued due to adverse event 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to clinical progression 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to excluded medication 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to non-compliance with study drug 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to protocol violation 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to withdrawal by subject 0 (0.0) 0 (0.0) 0 (0.0)
Subject Died 5 (2.0) 1 (0.4) 6 (1.2)
No Visit Scheduled 11 (4.5) 7 (2.9) 18 (3.7
Week 6 Expected to Complete Questionnaires 193 (78.8) 195 (80.2) 388 (79.5)
Completed 178 (72.7) 180 (74.2) 358 (73.4)
Compliance (% in those expected to complete questionnaires) 178 (92.2) 180 (92.3) 358 (92.3)
Not completed 15 (6.1) 15 (6.2) 30 (6.1)
Subject Did Not Complete Due To Disease Under Study 0 (0.0 0 (0.0) 0 (0.0
Not Completed Due To Site Staff Error 2 (0.8) 7 (2.9) 9 (1.8)
Subject In Hospital Or Hospice 2 (0.8) 0 (0.0) 2 (0.4)
Subject Was Physically Unable To Complete 0 (0.0 0 (0.0 0 (0.0
Subject Lost To Follow-Up/Unable To Contact 0 (0.0) 0 (0.0 0 (0.0)
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Subject Refused For Other Reasons 3 (1.2) 5 (2.1) 8 (1.6)
Other 6 (2.4) 1 (0.4) 7 (1.4)
With Visit, No Record 2 (0.8) 2 (0.8) 4 (0.8)
Missing by Design 52 (21.2) 48 (19.8) 100 (20.5)
Discontinued due to adverse event 1 (0.4) 0 (0.0) 1 (0.2)
Discontinued due to clinical progression 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to excluded medication 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to non-compliance with study drug 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to protocol violation 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to withdrawal by subject 2 (0.8) 2 (0.8) 4 (0.8)
Subject Died 2 (0.8) 0 (0.0) 2 (0.4)
No Visit Scheduled 47 (19.2) 46 (18.9) 93 (19.1)
Week 9 Expected to Complete Questionnaires 198 (80.8) 181 (74.5) 379 (77.7)
Completed 182 (74.3) 167 (68.7) 349 (71.5)
Compliance (% in those expected to complete questionnaires) 182 (91.9) 167 (92.3) 349 (92.1)
Not completed 16 (6.5 14 (5.8) 30 (6.1)
Subject Did Not Complete Due To Disease Under Study 1 (0.4) 0 (0.0) 1 (0.2)
Not Completed Due To Site Staff Error 1 (0.4) 2 (0.8) 3 (0.6)
Subject In Hospital Or Hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject Was Physically Unable To Complete 1 (0.4) 0 (0.0) 1 (0.2
Subject Lost To Follow-Up/Unable To Contact 1 (0.4) 0 (0.0) 1 (0.2
Subject Refused For Other Reasons 0 (0.0) 4 (1.6) 4 (0.8)
Other 6 (2.4) 5 (2.1) 11 (2.3)
With Visit, No Record 6 (2.4) 3 (1.2) 9 (1.8)
Missing by Design 47 (19.2) 62 (25.5) 109 (22.3)
Discontinued due to adverse event 10 (4.2) 6 (2.5) 16 (3.3)
Discontinued due to clinical progression 2 (0.8) 3 1.2) 5 (1.0)
Discontinued due to lost to follow-up 0 (0.0) 0 (0.0 0 (0.0)
Discontinued due to excluded medication 0 (0.0) 1 (0.4) 1 (0.2)
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Discontinued due to non-compliance with study drug 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 1 (0.4) 2 (0.8) 3 (0.6)
Discontinued due to protocol violation 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to withdrawal by subject 6 (2.4) 4 (1.6) 10 (2.0)
Subject Died 0 (0.0 3 1.2) 3 (0.6)
No Visit Scheduled 28 (11.4) 43 a7.7) 71 (14.5)
Week 12 Expected to Complete Questionnaires 203 (82.9) 195 (80.2) 398 (81.6)
Completed 188 (76.7) 180 (74.1) 368 (75.4)
Compliance (% in those expected to complete questionnaires) 188 (92.6) 180 (92.3) 368 (92.5)
Not completed 15 (6.1) 15 (6.2) 30 (6.1)
Subject Did Not Complete Due To Disease Under Study 0 (0.0 2 (0.8) 2 (0.4)
Not Completed Due To Site Staff Error 1 (0.4) 4 (1.6) 5 (1.0)
Subject In Hospital Or Hospice 0 (0.0) 3 (1.2) 3 (0.6)
Subject Was Physically Unable To Complete 2 (0.8) 0 (0.0 2 (0.4)
Subject Lost To Follow-Up/Unable To Contact 0 (0.0) 0 (0.0) 0 (0.0)
Subject Refused For Other Reasons 4 (1.6) 3 (1.2) 7 (1.4)
Other 6 (2.4) 3 (1.2) 9 (1.8)
With Visit, No Record 2 (0.8) 0 (0.0) 2 (0.4)
Missing by Design 42 (17.1) 48 (19.8) 90 (18.4)
Discontinued due to adverse event 14 (5.7) 11 (4.5) 25 (5.1
Discontinued due to clinical progression 6 (2.4) 8 (3.3) 14 (2.9
Discontinued due to lost to follow-up 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to excluded medication 0 (0.0) 2 (0.8) 2 (0.4)
Discontinued due to non-compliance with study drug 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 4 (1.6) 8 (3.3) 12 (2.5)
Discontinued due to protocol violation 1 (0.4) 0 (0.0) 1 (0.2
Discontinued due to withdrawal by subject 7 (2.9) 6 (2.5) 13 2.7)
Subject Died 1 (0.4) 1 (0.4) 2 (0.4)
No Visit Scheduled 9 (3.7 12 (4.9 21 (4.3)
Week 18 Expected to Complete Questionnaires 189 (77.1) 171 (70.4) 360 (73.8)
Completed 151 (61.6) 139 (57.2) 290 (59.4)
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Compliance (% in those expected to complete questionnaires) 151 (79.9) 139 (81.3) 290 (80.6)
Not completed 38 (15.5) 32 (13.2) 70 (14.3)
Subject Did Not Complete Due To Disease Under Study 0 (0.0) 2 (0.8) 2 (0.4)
Not Completed Due To Site Staff Error 2 (0.8) 6 (2.5) 8 (1.6)
Subject In Hospital Or Hospice 1 (0.4) 1 (0.4) 2 (0.4)
Subject Was Physically Unable To Complete 1 (0.4) 2 (0.8) 3 (0.6)
Subject Lost To Follow-Up/Unable To Contact 0 (0.0 0 (0.0 0 (0.0
Subject Refused For Other Reasons 2 (0.8) 4 (1.6) 6 (1.2)
Other 2 (0.8) 4 (1.6) 6 (1.2)
With Visit, No Record 30 (12.2) 13 (5.3) 43 (8.8)
Missing by Design 56 (22.9) 72 (29.6) 128 (26.2)
Discontinued due to adverse event 15 (6.1) 17 (7.0) 32 (6.6)
Discontinued due to clinical progression 9 3.7 14 (5.8) 23 4.7
Discontinued due to lost to follow-up 1 (0.4) 0 (0.0) 1 (0.2)
Discontinued due to excluded medication 0 (0.0) 2 (0.8) 2 (0.4)
Discontinued due to non-compliance with study drug 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 10 (4.1) 16 (6.6) 26 (5.3)
Discontinued due to protocol violation 1 (0.4) 0 (0.0) 1 (0.2)
Discontinued due to withdrawal by subject 11 (4.5 11 (4.5) 22 (4.5)
Subject Died 3 (1.2) 1 (0.4) 4 (0.8)
No Visit Scheduled 6 (2.4) 11 (4.5) 17 (3.5)
Week 24 Expected to Complete Questionnaires 164 (66.9) 135 (55.6) 299 (61.3)
Completed 126 (51.4) 113 (46.5) 239 (49.0)
Compliance (% in those expected to complete questionnaires) 126 (76.8) 113 (83.7) 239 (79.9)
Not completed 38 (15.5) 22 (9.2 60 (12.3)
Subject Did Not Complete Due To Disease Under Study 1 (0.4) 3 (1.2) 4 (0.8)
Not Completed Due To Site Staff Error 12 (4.9 5 (2.1) 17 (3.5)
Subject In Hospital Or Hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject Was Physically Unable To Complete 1 (0.4) 1 (0.4) 2 (0.4)
Subject Lost To Follow-Up/Unable To Contact 0 (0.0) 0 (0.0 0 (0.0)
Subject Refused For Other Reasons 2 (0.8) 3 (1.2) 5 (1.0)
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Other 3 (1.2) 2 (0.8) 5 (1.0)
With Visit, No Record 19 (7.8) 8 3.3) 27 (5.5)
Missing by Design 81 (33.1) 108 (44.4) 189 (38.7)
Discontinued due to adverse event 23 (9.4) 23 (9.5) 46 (9.4)
Discontinued due to clinical progression 18 (7.3) 25 (10.3) 43 (8.8)
Discontinued due to lost to follow-up 1 (0.4) 0 (0.0) 1 (0.2)
Discontinued due to excluded medication 1 (0.4) 2 (0.8) 3 (0.6)
Discontinued due to non-compliance with study drug 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 18 (7.3) 35 (14.4) 53 (10.9)
Discontinued due to protocol violation 1 (0.4) 0 (0.0) 1 (0.2)
Discontinued due to withdrawal by subject 14 (5.7) 13 (5.3) 27 (5.5)
Subject Died 0 (0.0) 4 (1.6) 4 (0.8)
No Visit Scheduled 5 (2.0) 6 (2.5) 11 (2.3)
Week 30 Expected to Complete Questionnaires 138 (56.3) 103 (42.4) 241 (49.4)
Completed 109 (44.5) 81 (33.3) 190 (38.9)
Compliance (% in those expected to complete questionnaires) 109 (79.0) 81 (78.6) 190 (78.8)
Not completed 29 (11.8) 22 (9.2 51 (10.5)
Subject Did Not Complete Due To Disease Under Study 1 (0.4) 2 (0.8) 3 (0.6)
Not Completed Due To Site Staff Error 3 (1.2 3 (1.2) 6 (1.2)
Subject In Hospital Or Hospice 1 (0.4) 0 (0.0) 1 (0.2
Subject Was Physically Unable To Complete 0 (0.0) 0 (0.0) 0 (0.0)
Subject Lost To Follow-Up/Unable To Contact 0 (0.0) 0 (0.0) 0 (0.0)
Subject Refused For Other Reasons 5 (2.0) 2 (0.8) 7 (1.4)
Other 4 (1.6) 8 (3.3) 12 (2.5)
With Visit, No Record 15 (6.1) 7 (2.9) 22 (4.5)
Missing by Design 107 (43.7) 140 (57.6) 247 (50.6)
Discontinued due to adverse event 23 (9.4) 26 (10.7) 49 (10.0)
Discontinued due to clinical progression 21 (8.6) 32 (13.2) 53 (10.9)
Discontinued due to lost to follow-up 1 (0.4) 0 (0.0) 1 (0.2)
Discontinued due to excluded medication 2 (0.8) 2 (0.8) 4 (0.8)
Discontinued due to non-compliance with study drug 0 (0.0) 1 (0.4) 1 (0.2)
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Discontinued due to progressive disease 32 (13.1) 53 (21.8) 85 (17.4)
Discontinued due to protocol violation 1 (0.4) 0 (0.0) 1 (0.2)
Discontinued due to withdrawal by subject 20 (8.2) 14 (5.8) 34 (7.0)
Subject Died 0 (0.0 1 (0.4) 1 (0.2)
No Visit Scheduled 7 (2.9) 11 (4.5) 18 (3.7
Week 36 Expected to Complete Questionnaires 110 (44.9) 77 (3L.7) 187 (38.3)
Completed 95 (38.8) 66 (27.2) 161 (33.0)
Compliance (% in those expected to complete questionnaires) 95 (86.4) 66 (85.7) 161 (86.1)
Not completed 15 (6.1) 11 (4.5) 26 (5.3)
Subject Did Not Complete Due To Disease Under Study 1 (0.4) 0 (0.0 1 (0.2)
Not Completed Due To Site Staff Error 2 (0.8) 4 (1.6) 6 (1.2)
Subject In Hospital Or Hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject Was Physically Unable To Complete 0 (0.0 0 (0.0 0 (0.0
Subject Lost To Follow-Up/Unable To Contact 0 (0.0) 0 (0.0) 0 (0.0)
Subject Refused For Other Reasons 1 (0.4) 1 (0.4) 2 (0.4)
Other 4 (1.6) 1 (0.4) 5 (1.0)
With Visit, No Record 7 (2.9 5 (2.1) 12 (2.5)
Missing by Design 135 (55.1) 166 (68.3) 301 (61.7)
Discontinued due to adverse event 24 (9.8) 27 (11.1) 51 (10.5)
Discontinued due to clinical progression 25 (10.2) 39 (16.0) 64 (13.1)
Discontinued due to lost to follow-up 1 (0.4) 0 (0.0) 1 (0.2
Discontinued due to excluded medication 3 (1.2 2 (0.8) 5 (1.0
Discontinued due to non-compliance with study drug 1 (0.4) 1 (0.4) 2 (0.4)
Discontinued due to progressive disease 50 (20.4) 77 (3L.7) 127 (26.0)
Discontinued due to protocol violation 1 (0.4) 0 (0.0) 1 (0.2
Discontinued due to withdrawal by subject 19 (7.8) 15 (6.2) 34 (7.0
Subject Died 3 (1.2) 1 (0.4) 4 (0.8)
No Visit Scheduled 8 (3.3) 4 (1.6) 12 (2.5)
Week 42 Expected to Complete Questionnaires 85 (34.7) 58 (23.9) 143 (29.3)
Completed 71 (29.0) 47 (19.3) 118 (24.2)
Compliance (% in those expected to complete questionnaires) 71 (83.5) 47 (81.0) 118 (82.5)
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Not completed 14 (5.7) 11 (4.5) 25 (5.1)
Subject Did Not Complete Due To Disease Under Study 0 (0.0) 1 (0.4) 1 (0.2)
Not Completed Due To Site Staff Error 4 (1.6) 2 (0.8) 6 (1.2)
Subject In Hospital Or Hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject Was Physically Unable To Complete 0 (0.0 0 (0.0 0 (0.0
Subject Lost To Follow-Up/Unable To Contact 0 (0.0 0 (0.0 0 (0.0
Subject Refused For Other Reasons 0 (0.0 0 (0.0 0 (0.0
Other 1 (0.4) 4 (1.6) 5 (1.0
With Visit, No Record 9 (3.7) 4 (1.6) 13 (2.7
Missing by Design 160 (65.3) 185 (76.1) 345 (70.7)
Discontinued due to adverse event 27 (11.0) 30 (12.3) 57 (11.7)
Discontinued due to clinical progression 31 (12.7) 41 (16.9) 72 (14.8)
Discontinued due to lost to follow-up 1 (0.4) 0 (0.0) 1 (0.2)
Discontinued due to excluded medication 3 (1.2) 4 (1.6) 7 (1.4)
Discontinued due to non-compliance with study drug 1 (0.4) 1 (0.4) 2 (0.4)
Discontinued due to progressive disease 66 (26.9) 89 (36.6) 155 (31.8)
Discontinued due to protocol violation 1 (0.4) 0 (0.0) 1 (0.2)
Discontinued due to withdrawal by subject 22 (9.0) 16 (6.6) 38 (7.8)
Subject Died 1 (0.4) 0 (0.0 1 0.2)
No Visit Scheduled 7 (2.9) 4 (1.6) 11 (2.3)
Week 48 Expected to Complete Questionnaires 73 (29.8) 51 (21.0) 124 (25.4)
Completed 64 (26.1) 43 7.7 107 (21.9)
Compliance (% in those expected to complete questionnaires) 64 (87.7) 43 (84.3) 107 (86.3)
Not completed 9 3.7) 8 (3.3) 17 (3.5
Subject Did Not Complete Due To Disease Under Study 0 (0.0) 1 (0.4) 1 (0.2
Not Completed Due To Site Staff Error 4 (1.6) 2 (0.8) 6 (1.2)
Subject In Hospital Or Hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject Was Physically Unable To Complete 0 (0.0 0 (0.0) 0 (0.0
Subject Lost To Follow-Up/Unable To Contact 0 (0.0) 0 (0.0) 0 (0.0)
Subject Refused For Other Reasons 1 (0.4) 0 (0.0 1 (0.2)
Other 4 (1.6) 2 (0.8) 6 1.2)
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With Visit, No Record 0 (0.0) 3 1.2) 3 (0.6)
Missing by Design 172 (70.2) 192 (79.0) 364 (74.6)
Discontinued due to adverse event 29 (11.8) 29 (11.9) 58 (11.9)
Discontinued due to clinical progression 33 (13.5) 42 (17.3) 75 (15.4)
Discontinued due to lost to follow-up 1 (0.4) 0 (0.0) 1 (0.2)
Discontinued due to excluded medication 3 (1.2) 4 (1.6) 7 (1.4)
Discontinued due to non-compliance with study drug 1 (0.4) 1 (0.4) 2 (0.4)
Discontinued due to progressive disease 75 (30.6) 97 (39.9) 172 (35.2)
Discontinued due to protocol violation 1 (0.4) 0 (0.0) 1 (0.2)
Discontinued due to withdrawal by subject 23 (9.4) 18 (7.4) 41 (8.4)
Subject Died 1 (0.4) 0 (0.0) 1 (0.2)
No Visit Scheduled 5 (2.0) 1 (0.4) 6 (1.2)

Expected to complete questionnaire includes all patients who do not have missing data due to a missing by design reason.

Compliance is the proportion of patients 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 patients in the analysis population (N).
Missing by design includes: adverse event, death, discontinuation, translations not available, and no visit scheduled.
Database Cutoff Date: 19APR2021
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Anhang 4-G4.3: Rucklaufquoten der EQ-5D VAS
Tabelle 4G-13: Grunde fir das Fehlen von Werten im EQ-5D VAS (KEYNOTE 062)

Pembrolizumab + | Chemotherapy Total
Chemotherapy
N=246 N=243 N=489
Treatment Visit | Category n (%) n (%) n (%)
Baseline Expected to Complete Questionnaires 246 (100.0) | 243 (100.0) | 489 (100.0)

Completed 231 (93.9) 235 (96.7) 466 (95.3)

Compliance (% in those expected to complete questionnaires) 231 (93.9) 235 (96.7) 466 (95.3)
Not completed 15 (6.1) 8 3.3) 23 4.7
Subject Did Not Complete Due To Disease Under Study 0 (0.0 0 (0.0 0 (0.0
Not Completed Due To Site Staff Error 6 (2.4) 4 (1.6) 10 (2.0)
Subject In Hospital Or Hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject Was Physically Unable To Complete 0 (0.0) 0 (0.0) 0 (0.0)
Subject Lost To Follow-Up/Unable To Contact 0 (0.0) 0 (0.0) 0 (0.0)
Subject Refused For Other Reasons 1 (0.4) 1 (0.4) 2 (0.4)
Other 3 (1.2) 1 (0.4) 4 (0.8)
With Visit, No Record 5 (2.0) 2 (0.8) 7 (1.4)
Missing by Design 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to adverse event 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to clinical progression 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to excluded medication 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to non-compliance with study drug 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to protocol violation 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to withdrawal by subject 0 (0.0) 0 (0.0 0 (0.0)
Subject Died 0 (0.0) 0 (0.0 0 (0.0)
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No Visit Scheduled 0 (0.0) 0 (0.0) 0 (0.0)
Week 3 Expected to Complete Questionnaires 229 (93.1) 235 (96.7) 464 (94.9)
Completed 216 (87.8) 221 (90.9) 437 (89.4)
Compliance (% in those expected to complete questionnaires) 216 (94.3) 221 (94.0) 437 (94.2)
Not completed 13 (5.3) 14 (5.8) 27 (5.5)
Subject Did Not Complete Due To Disease Under Study 0 (0.0 2 (0.8) 2 (0.4)
Not Completed Due To Site Staff Error 3 (1.2) 4 (1.6) 7 (1.4)
Subject In Hospital Or Hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject Was Physically Unable To Complete 1 (0.4) 0 (0.0 1 (0.2)
Subject Lost To Follow-Up/Unable To Contact 0 (0.0) 0 (0.0) 0 (0.0)
Subject Refused For Other Reasons 6 (2.4) 3 (1.2) 9 (1.8)
Other 3 (1.2) 4 (1.6) 7 (1.4)
With Visit, No Record 0 (0.0 1 (0.4) 1 (0.2)
Missing by Design 17 (6.9) 8 (3.3) 25 (5.1)
Discontinued due to adverse event 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to clinical progression 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to excluded medication 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to non-compliance with study drug 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to protocol violation 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to withdrawal by subject 0 (0.0) 0 (0.0) 0 (0.0)
Subject Died 6 (2.4) 1 (0.4) 7 (1.4)
No Visit Scheduled 11 (4.5) 7 (2.9) 18 (3.7
Week 6 Expected to Complete Questionnaires 193 (78.5) 195 (80.2) 388 (79.3)
Completed 180 (73.2) 180 (74.2) 360 (73.6)
Compliance (% in those expected to complete questionnaires) 180 (93.3) 180 (92.3) 360 (92.8)
Not completed 13 (5.3) 15 (6.2) 28 (5.7)
Subject Did Not Complete Due To Disease Under Study 0 (0.0 0 (0.0) 0 (0.0
Not Completed Due To Site Staff Error 2 (0.8) 7 (2.9) 9 (1.8)
Subject In Hospital Or Hospice 2 (0.8) 0 (0.0 2 (0.4)
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Subject Was Physically Unable To Complete 0 (0.0) 0 (0.0) 0 (0.0)
Subject Lost To Follow-Up/Unable To Contact 0 (0.0) 0 (0.0) 0 (0.0)
Subject Refused For Other Reasons 3 (1.2) 5 (2.1) 8 (1.6)
Other 4 (1.6) 1 (0.4) 5 (1.0)
With Visit, No Record 2 (0.8) 2 (0.8) 4 (0.8)
Missing by Design 53 (21.5) 48 (19.8) 101 (20.7)
Discontinued due to adverse event 1 (0.4) 0 (0.0) 1 (0.2)
Discontinued due to clinical progression 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to lost to follow-up 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to excluded medication 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to non-compliance with study drug 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to protocol violation 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to withdrawal by subject 2 (0.8) 2 (0.8) 4 (0.8)
Subject Died 2 (0.8) 0 (0.0) 2 (0.4)
No Visit Scheduled 48 (19.5) 46 (18.9) 94 (19.2)
Week 9 Expected to Complete Questionnaires 198 (80.5) 181 (74.5) 379 (77.5)
Completed 182 (74.0) 167 (68.7) 349 (71.4)
Compliance (% in those expected to complete questionnaires) 182 (91.9) 167 (92.3) 349 (92.1)
Not completed 16 (6.5 14 (5.8) 30 (6.1)
Subject Did Not Complete Due To Disease Under Study 1 (0.4) 0 (0.0) 1 (0.2
Not Completed Due To Site Staff Error 1 (0.4) 2 (0.8) 3 (0.6)
Subject In Hospital Or Hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject Was Physically Unable To Complete 1 (0.4) 0 (0.0) 1 (0.2
Subject Lost To Follow-Up/Unable To Contact 1 (0.4) 0 (0.0) 1 (0.2
Subject Refused For Other Reasons 0 (0.0) 4 (1.6) 4 (0.8)
Other 6 (2.4) 5 (2.1) 11 (2.2)
With Visit, No Record 6 (2.4) 3 1.2) 9 (1.8)
Missing by Design 48 (19.5) 62 (25.5) 110 (22.5)
Discontinued due to adverse event 10 (4.2) 6 (2.5) 16 (3.3)
Discontinued due to clinical progression 3 (1.2) 3 (1.2) 6 (1.2)

Pembrolizumab (KEYTRUDA®) Seite 157 von 702



Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 29.12.2023

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

Discontinued due to lost to follow-up 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to excluded medication 0 (0.0) 1 (0.4) 1 (0.2)
Discontinued due to non-compliance with study drug 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 1 (0.4) 2 (0.8) 3 (0.6)
Discontinued due to protocol violation 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to withdrawal by subject 6 (2.4) 4 (1.6) 10 (2.0)
Subject Died 0 (0.0 3 1.2) 3 (0.6)
No Visit Scheduled 28 (11.4) 43 a7.7) 71 (14.5)
Week 12 Expected to Complete Questionnaires 203 (82.5) 195 (80.2) 398 (81.4)
Completed 190 (77.2) 180 (74.1) 370 (75.7)
Compliance (% in those expected to complete questionnaires) 190 (93.6) 180 (92.3) 370 (93.0)
Not completed 13 (5.3) 15 (6.2) 28 (5.7)
Subject Did Not Complete Due To Disease Under Study 0 (0.0 2 (0.8) 2 (0.4)
Not Completed Due To Site Staff Error 1 (0.4) 4 (1.6) 5 (1.0)
Subject In Hospital Or Hospice 0 (0.0) 3 (1.2) 3 (0.6)
Subject Was Physically Unable To Complete 1 (0.4) 0 (0.0) 1 (0.2)
Subject Lost To Follow-Up/Unable To Contact 0 (0.0) 0 (0.0) 0 (0.0)
Subject Refused For Other Reasons 4 (1.6) 3 (1.2) 7 (1.4)
Other 5 (2.0) 3 (1.2) 8 (1.6)
With Visit, No Record 2 (0.8) 0 (0.0) 2 (0.4)
Missing by Design 43 (17.5) 48 (19.8) 91 (18.6)
Discontinued due to adverse event 14 (5.7) 11 (4.5) 25 (5.1
Discontinued due to clinical progression 7 (2.8) 8 (3.3) 15 (3.1
Discontinued due to lost to follow-up 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to excluded medication 0 (0.0) 2 (0.8) 2 (0.4)
Discontinued due to non-compliance with study drug 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 4 (1.6) 8 3.3) 12 (2.5)
Discontinued due to protocol violation 1 (0.4) 0 (0.0) 1 (0.2)
Discontinued due to withdrawal by subject 7 (2.8) 6 (2.5) 13 2.7)
Subject Died 1 (0.4) 1 (0.4) 2 (0.4)
No Visit Scheduled 9 3.7 12 (4.9) 21 (4.3)
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Week 18 Expected to Complete Questionnaires 189 (76.8) 171 (70.4) 360 (73.6)
Completed 151 (61.4) 141 (58.0) 292 (59.7)
Compliance (% in those expected to complete questionnaires) 151 (79.9) 141 (82.5) 292 (81.1)
Not completed 38 (15.4) 30 (12.3) 68 (13.9)
Subject Did Not Complete Due To Disease Under Study 0 (0.0 1 (0.4) 1 (0.2)
Not Completed Due To Site Staff Error 2 (0.8) 6 (2.5) 8 (1.6)
Subject In Hospital Or Hospice 1 (0.4) 1 (0.4) 2 (0.4)
Subject Was Physically Unable To Complete 1 (0.4) 1 (0.4) 2 (0.4)
Subject Lost To Follow-Up/Unable To Contact 0 (0.0) 0 (0.0) 0 (0.0)
Subject Refused For Other Reasons 2 (0.8) 5 (2.1) 7 (1.4)
Other 2 (0.8) 4 (1.6) 6 (1.2)
With Visit, No Record 30 (12.2) 12 (4.9 42 (8.6)

Missing by Design 57 (23.2) 72 (29.6) 129 (26.4)
Discontinued due to adverse event 15 (6.1) 17 (7.0) 32 (6.5)
Discontinued due to clinical progression 10 (4.2) 14 (5.8) 24 (4.9
Discontinued due to lost to follow-up 1 (0.4) 0 (0.0) 1 (0.2)
Discontinued due to excluded medication 0 (0.0) 2 (0.8) 2 (0.4)
Discontinued due to non-compliance with study drug 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 10 (4.2 16 (6.6) 26 (5.3)
Discontinued due to protocol violation 1 (0.4) 0 (0.0) 1 (0.2
Discontinued due to withdrawal by subject 11 (4.5 11 (4.5) 22 (4.5)
Subject Died 3 (1.2) 1 (0.4) 4 (0.8)
No Visit Scheduled 6 (2.4) 11 (4.5) 17 (3.5)

Week 24 Expected to Complete Questionnaires 164 (66.7) 135 (55.6) 299 (61.1)
Completed 126 (51.2) 112 (46.1) 238 (48.7)
Compliance (% in those expected to complete questionnaires) 126 (76.8) 112 (83.0) 238 (79.6)
Not completed 38 (15.4) 23 (9.5) 61 (12.5)
Subject Did Not Complete Due To Disease Under Study 1 (0.4) 3 (1.2) 4 (0.8)
Not Completed Due To Site Staff Error 12 (4.9 5 (2.1) 17 (3.5)
Subject In Hospital Or Hospice 0 (0.0) 0 (0.0 0 (0.0)
Subject Was Physically Unable To Complete 1 (0.4) 1 (0.4) 2 (0.4)
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Subject Lost To Follow-Up/Unable To Contact 0 (0.0) 0 (0.0) 0 (0.0)
Subject Refused For Other Reasons 2 (0.8) 3 (1.2) 5 (1.0)
Other 3 (1.2) 2 (0.8) 5 (1.0)
With Visit, No Record 19 (7.7) 9 (3.7) 28 (5.7)
Missing by Design 82 (33.3) 108 (44.4) 190 (38.9)
Discontinued due to adverse event 23 (9.3) 23 (9.5) 46 (9.4
Discontinued due to clinical progression 19 (7.7) 25 (10.3) 44 (9.0)
Discontinued due to lost to follow-up 1 (0.4) 0 (0.0) 1 (0.2)
Discontinued due to excluded medication 1 (0.4) 2 (0.8) 3 (0.6)
Discontinued due to non-compliance with study drug 0 (0.0) 0 (0.0) 0 (0.0)
Discontinued due to progressive disease 18 (7.3) 35 (14.4) 53 (10.8)
Discontinued due to protocol violation 1 (0.4) 0 (0.0) 1 (0.2)
Discontinued due to withdrawal by subject 14 (5.7) 13 (5.3) 27 (5.5)
Subject Died 0 (0.0) 4 (1.6) 4 (0.8)
No Visit Scheduled 5 (2.0) 6 (2.5) 11 (2.2)
Week 30 Expected to Complete Questionnaires 138 (56.1) 103 (42.4) 241 (49.3)
Completed 110 (44.7) 82 (33.7) 192 (39.3)
Compliance (% in those expected to complete questionnaires) 110 (79.7) 82 (79.6) 192 (79.7)
Not completed 28 (11.4) 21 (8.6) 49 (10.0)
Subject Did Not Complete Due To Disease Under Study 1 (0.4) 2 (0.8) 3 (0.6)
Not Completed Due To Site Staff Error 3 (1.2 3 (1.2) 6 (1.2)
Subject In Hospital Or Hospice 1 (0.4) 0 (0.0) 1 (0.2
Subject Was Physically Unable To Complete 0 (0.0) 0 (0.0) 0 (0.0)
Subject Lost To Follow-Up/Unable To Contact 0 (0.0) 1 (0.4) 1 (0.2
Subject Refused For Other Reasons 5 (2.0) 2 (0.8) 7 (1.4)
Other 3 (1.2) 6 (2.5) 9 (1.8)
With Visit, No Record 15 (6.1) 7 (2.9) 22 (4.5)
Missing by Design 108 (43.9) 140 (57.6) 248 (50.7)
Discontinued due to adverse event 23 (9.3) 26 (10.7) 49 (10.0)
Discontinued due to clinical progression 22 (8.9) 32 (13.2) 54 (11.0)
Discontinued due to lost to follow-up 1 (0.4) 0 (0.0 1 (0.2)

Pembrolizumab (KEYTRUDA®) Seite 160 von 702



Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 29.12.2023

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

Discontinued due to excluded medication 2 (0.8) 2 (0.8) 4 (0.8)
Discontinued due to non-compliance with study drug 0 (0.0) 1 (0.4) 1 (0.2)
Discontinued due to progressive disease 32 (13.0) 53 (21.8) 85 (17.4)
Discontinued due to protocol violation 1 (0.4) 0 (0.0) 1 (0.2)
Discontinued due to withdrawal by subject 20 (8.1) 14 (5.8) 34 (7.0)
Subject Died 0 (0.0) 1 (0.4) 1 (0.2)
No Visit Scheduled 7 (2.8) 11 (4.5) 18 (3.7
Week 36 Expected to Complete Questionnaires 110 (44.7) 77 (3L.7) 187 (38.2)
Completed 97 (39.4) 66 (27.2) 163 (33.3)
Compliance (% in those expected to complete questionnaires) 97 (88.2) 66 (85.7) 163 (87.2)
Not completed 13 (5.3) 11 (4.5) 24 (4.9
Subject Did Not Complete Due To Disease Under Study 1 (0.4) 0 (0.0 1 (0.2)
Not Completed Due To Site Staff Error 2 (0.8) 4 (1.6) 6 (1.2)
Subject In Hospital Or Hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject Was Physically Unable To Complete 0 (0.0 0 (0.0 0 (0.0
Subject Lost To Follow-Up/Unable To Contact 0 (0.0) 0 (0.0) 0 (0.0)
Subject Refused For Other Reasons 0 (0.0) 1 (0.4) 1 (0.2)
Other 3 (1.2) 1 (0.4) 4 (0.8)
With Visit, No Record 7 (2.8) 5 (2.1) 12 (2.5)
Missing by Design 136 (55.3) 166 (68.3) 302 (61.8)
Discontinued due to adverse event 24 (9.8) 27 (11.1) 51 (10.4)
Discontinued due to clinical progression 26 (10.6) 39 (16.0) 65 (13.3)
Discontinued due to lost to follow-up 1 (0.4) 0 (0.0) 1 (0.2
Discontinued due to excluded medication 3 (1.2 2 (0.8) 5 (1.0
Discontinued due to non-compliance with study drug 1 (0.4) 1 (0.4) 2 (0.4)
Discontinued due to progressive disease 50 (20.3) 77 (3L.7) 127 (26.0)
Discontinued due to protocol violation 1 (0.4) 0 (0.0) 1 (0.2)
Discontinued due to withdrawal by subject 19 (7.7) 15 (6.2) 34 (7.0)
Subject Died 3 (1.2) 1 (0.4) 4 (0.8)
No Visit Scheduled 8 (3.3) 4 (1.6) 12 (2.5)
Week 42 Expected to Complete Questionnaires 85 (34.6) 58 (23.9) 143 (29.2)
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Completed 71 (28.9) 47 (19.3) 118 (24.2)
Compliance (% in those expected to complete questionnaires) 71 (83.5) 47 (81.0) 118 (82.5)
Not completed 14 (5.7) 11 (4.5) 25 (5.1)
Subject Did Not Complete Due To Disease Under Study 0 (0.0) 1 (0.4) 1 (0.2)
Not Completed Due To Site Staff Error 4 (1.6) 2 (0.8) 6 (1.2)
Subject In Hospital Or Hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject Was Physically Unable To Complete 0 (0.0 0 (0.0 0 (0.0
Subject Lost To Follow-Up/Unable To Contact 0 (0.0 0 (0.0 0 (0.0
Subject Refused For Other Reasons 0 (0.0) 0 (0.0) 0 (0.0)
Other 1 (0.4) 4 (1.6) 5 (1.0
With Visit, No Record 9 (3.7) 4 (1.6) 13 (2.7)
Missing by Design 161 (65.4) 185 (76.1) 346 (70.8)
Discontinued due to adverse event 27 (11.0) 30 (12.3) 57 (11.7)
Discontinued due to clinical progression 32 (13.0) 41 (16.9) 73 (14.9)
Discontinued due to lost to follow-up 1 (0.4) 0 (0.0) 1 (0.2)
Discontinued due to excluded medication 3 (1.2) 4 (1.6) 7 (1.4)
Discontinued due to non-compliance with study drug 1 (0.4) 1 (0.4) 2 (0.4)
Discontinued due to progressive disease 66 (26.8) 89 (36.6) 155 (3L.7)
Discontinued due to protocol violation 1 (0.4) 0 (0.0) 1 (0.2)
Discontinued due to withdrawal by subject 22 (8.9 16 (6.6) 38 (7.8)
Subject Died 1 (0.4) 0 (0.0 1 0.2)
No Visit Scheduled 7 (2.8) 4 (1.6) 11 (2.2)
Week 48 Expected to Complete Questionnaires 73 (29.7) 51 (21.0) 124 (25.4)
Completed 65 (26.4) 43 7.7 108 (22.1)
Compliance (% in those expected to complete questionnaires) 65 (89.0) 43 (84.3) 108 (87.1)
Not completed 8 (3.3 8 (3.3) 16 (3.3
Subject Did Not Complete Due To Disease Under Study 0 (0.0 1 (0.4) 1 (0.2)
Not Completed Due To Site Staff Error 4 (1.6) 2 (0.8) 6 (1.2)
Subject In Hospital Or Hospice 0 (0.0) 0 (0.0) 0 (0.0)
Subject Was Physically Unable To Complete 0 (0.0 0 (0.0 0 (0.0
Subject Lost To Follow-Up/Unable To Contact 0 (0.0) 0 (0.0 0 (0.0)
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Subject Refused For Other Reasons 1 (0.4) 0 (0.0) 1 (0.2)
Other 3 (1.2) 2 (0.8) 5 (1.0)
With Visit, No Record 0 (0.0) 3 (1.2) 3 (0.6)
Missing by Design 173 (70.3) 192 (79.0) 365 (74.6)
Discontinued due to adverse event 29 (11.8) 29 (11.9) 58 (11.9)
Discontinued due to clinical progression 34 (13.8) 42 (17.3) 76 (15.5)
Discontinued due to lost to follow-up 1 (0.4) 0 (0.0) 1 (0.2)
Discontinued due to excluded medication 3 (1.2) 4 (1.6) 7 (1.4)
Discontinued due to non-compliance with study drug 1 (0.4) 1 (0.4) 2 (0.4)
Discontinued due to progressive disease 75 (30.5) 97 (39.9) 172 (35.2)
Discontinued due to protocol violation 1 (0.4) 0 (0.0) 1 (0.2)
Discontinued due to withdrawal by subject 23 (9.3) 18 (7.4) 41 (8.4)
Subject Died 1 (0.4) 0 (0.0) 1 (0.2)
No Visit Scheduled 5 (2.0) 1 (0.4) 6 (1.2)
Expected to complete questionnaire includes all patients who do not have missing data due to a missing by design reason.
Compliance is the proportion of patients 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 patients in the analysis population (N).
Missing by design includes: adverse event, death, discontinuation, translations not available, and no visit scheduled.
Database Cutoff Date: 19APR2021
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Anhang 4-G5: Analyse der Endpunkte Krankheitssymptomatik und
Gesundheitszustand anhand von EORTC QLQ-C30, EORTC QLQ-STO22 und
EQ-5D VAS (KEYNOTE 859) — Kaplan-Meier-Kurven der statistisch nicht
signifikanten (p > 0,05) Symptomskalen bzw. der EQ-5D VAS

Im Folgenden werden ergénzend zu Abschnitt 4.3.1.3.1.2.2 die Kaplan-Meier-Kurven der nicht
signifikanten (p > 0,05) Symptomskalen des EORTC QLQ-C30, des EORTC QLQ-STO22 und
der EQ-5D VAS dargestelit.

Alle Ergebnisse beziehen sich auf den Datenschnitt vom 22. August 2023 (Langzeit-Follow-
Up).

Kaplan-Meier-Kurven fir die statistisch nicht signifikanten (p > 0,05) Symptomskalen des
EORTC QLQ-C30 - KEYNOTE 859
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MNumber at Risk

Pembrolizumab + Chemotherapy
576 184 108 65 44 36 33 25 2 0

————— Chemotherapy
586 186 108 45 20 14 9 6 1 0

Study: KEYNOTE 859 (Database Cutoff Date: 22AUG2023)
First Deterioration for ECRTC QLQ-C30 Fatigue (10 points)

Abbildung 4G-1: Zeit bis zur ersten klinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve fir die Symptomskala Erschopfung des EORTC QLQ-C30 (KEYNOTE 859)
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)

Participants Without Event (%

. 2 a2 et i 3 e w3

T
0 3 8 9 12 15 18 21 24 27
Time in Months
MNumber at Risk

Pembrolizumab + Chemotherapy

576 205 13 82 50 35 28 24 1 0
————— Chemotherapy
586 207 124 59 38 28 18 13 2 0

Study: KEYNOTE 859 (Database Cutoff Date: 22AUG2023)
First Deterioration for ECRTC QLQ-C30 Nausea and Vomiting (10 points)

Abbildung 4G-2: Zeit bis zur ersten klinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve fiir die Symptomskala Ubelkeit und Erbrechen des EORTC QLQ-C30 (KEYNOTE 859)
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)

Participants Without Event (%

MNumber at Risk

Pembrolizumab + Chemotherapy

576 266 167
————— Chemotherapy
586 263 142

Study: KEYNOTE 859 (Database Cutoff Date: 22AUG2023)
First Deterloration for ECRTC QLQ-C30 Pain (10 points)
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Abbildung 4G-3: Zeit bis zur ersten Kklinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve fir die Symptomskala Schmerzen des EORTC QLQ-C30 (KEYNOTE 859)
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)

Participants Without Event (%
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T
0 3 8 9 12 15 18 21 24 27
Time in Months

MNumber at Risk

Pembrolizumab + Chemotherapy

576 299 196 136 88 68 59 45 2 0
————— Chemotherapy
586 316 185 90 52 35 19 16 1 0

Study: KEYNOTE 859 (Database Cutoff Date: 22AUG2023)
First Deterioration for EORTC QLQ-C30 Dyspnoea (10 points)

Abbildung 4G-4: Zeit bis zur ersten Kklinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve fiir die Symptomskala Dyspné des EORTC QLQ-C30 (KEYNOTE 859)
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MNumber at Risk

Pembrolizumab + Chemotherapy
576 287 181 121

————— Chemotherapy
586 286 167 77

Study: KEYNOTE 859 (Database Cutoff Date: 22AUG2023)
First Deterioration for ECRTC QLQ-C30 Insomnia (10 points)
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Abbildung 4G-5: Zeit bis zur ersten klinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve fir die Symptomskala Schlaflosigkeit des EORTC QLQ-C30 (KEYNOTE 859)
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)

Participants Without Event (%

MNumber at Risk

Pembrolizumab + Chemotherapy

576 252 168
————— Chemotherapy
586 264 153

Study: KEYNOTE 859 (Database Cutoff Date: 22AUG2023)
First Deterioration for ECRTC QLQ-C30 Appetite Loss (10 points)
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Abbildung 4G-6: Zeit bis zur ersten klinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve fir die Symptomskala Appetitverlust des EORTC QLQ-C30 (KEYNOTE 859)
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)

Participants Without Event (%

R e o e e e e Atvis a2

T
0 3 8 9 12 15 18 21 24 27
Time in Months

MNumber at Risk

Pembrolizumab + Chemotherapy

576 302 202 137 97 76 61 46 6 0
————— Chemotherapy
586 288 176 81 44 29 18 14 2 0

Study: KEYNOTE 859 (Database Cutoff Date: 22AUG2023)
First Deterioration for EOCRTC QLQ-C30 Constipation (10 points)

Abbildung 4G-7: Zeit bis zur ersten Kklinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve flr die Symptomskala Verstopfung des EORTC QLQ-C30 (KEYNOTE 859)
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)

Participants Without Event (%

T

0 3 8 9 12 15 18 21 24 27
Time in Months

MNumber at Risk

Pembrolizumab + Chemotherapy

576 259 161 105 69 57 a7 36 3 0
————— Chemotherapy
586 264 145 68 4 28 16 11 1 0

Study: KEYNOTE 859 (Database Cutoff Date: 22AUG2023)
First Deterioration for ECRTC QLQ-C30 Diarrhoea (10 points)

Abbildung 4G-8: Zeit bis zur ersten klinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve fir die Symptomskala Diarrhd des EORTC QLQ-C30 (KEYNOTE 859)
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Kaplan-Meier-Kurven fir die statistisch nicht signifikanten (p > 0,05) Symptomskalen des
EORTC QLQ-STO22 — KEYNOTE 859

100 —
90 —
80 —

70 —

)

60 —

50 —

40 —

Participants Without Event (%
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0 3 8 9 12 15 18 21 24 27
Time in Months
MNumber at Risk

Pembrolizumab + Chemotherapy

546 269 17 103 67 49 41 30 4 0
————— Chemotherapy
546 263 160 72 44 28 17 13 1 0

Study: KEYNOTE 859 (Database Cutoff Date: 22AUG2023)
First Deterioration for EOCRTC QLQ-STO22 Dysphagia (10 points)

Abbildung 4G-9: Zeit bis zur ersten klinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve fir die Symptomskala Dysphagie des EORTC QLQ-STO22 (KEYNOTE 859)
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)

Participants Without Event (%

MNumber at Risk

Pembrolizumab + Chemotherapy

546 30 202
————— Chemotherapy
546 290 176

Study: KEYNOTE 859 (Database Cutoff Date: 22AUG2023)
First Deterioration for ECRTC QLQ-STO22 Pain (10 points)

w

138

82

T
12

Time in Months

51

15

70

30

21 24 27
49 5 0
12 2 0

Abbildung 4G-10: Zeit bis zur ersten Kklinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve fir die Symptomskala Schmerzen des EORTC QLQ-STO22 (KEYNOTE 859)
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)

Participants Without Event (%

T
0 3 6 12 15 18 21 24 27

w

Time in Months
MNumber at Risk

Pembrolizumab + Chemotherapy

546 237 155 102 67 49 41 27 3 0
————— Chemotherapy
546 243 137 65 38 27 20 15 2 0

Study: KEYNOTE 859 (Database Cutoff Date: 22AUG2023)
First Deterioration for ECRTC QLQ-STO22 Reflux Symptoms (10 points)

Abbildung 4G-11: Zeit bis zur ersten klinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve fiir die Symptomskala Reflux des EORTC QLQ-STO22 (KEYNOTE 859)
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)

Participants Without Event (%

T
0 3 6 9 12 15 18 21 24 27

Time in Months
MNumber at Risk

Pembrolizumab + Chemotherapy

546 288 181 115 75 61 53 41 3 0
————— Chemotherapy
546 288 173 86 48 31 21 15 2 0

Study: KEYNOTE 859 (Database Cutoff Date: 22AUG2023)
First Deterioration for EOCRTC QLQ-STO22 Eating Restrictions (10 points)

Abbildung 4G-12: Zeit bis zur ersten klinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve flr die Symptomskala Einschrankungen beim Essen des EORTC QLQ-STO22
(KEYNOTE 859)
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Time in Months
MNumber at Risk
Pembrolizumab + Chemotherapy
546 217 126 77 52 41 36 28 2 0
————— Chemotherapy
546 228 127 61 35 21 17 14 3 0

Study: KEYNOTE 859 (Database Cutoff Date: 22AUG2023)
First Deterioration for ECRTC QLQ-STO22 Dry Mouth (10 points)

Abbildung 4G-13: Zeit bis zur ersten Kklinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve flr die Symptomskala Mundtrockenheit des EORTC QLQ-STO22 (KEYNOTE 859)
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)

Participants Without Event (%

T
0 3 8 9 12 15 18 21 24 27
Time in Months
MNumber at Risk

Pembrolizumab + Chemotherapy

546 209 122 74 51 43 39 28 2 0
————— Chemotherapy
546 204 105 43 21 13 9 8 1 0

Study: KEYNOTE 859 (Database Cutoff Date: 22AUG2023)
First Deterloration for ECRTC QLQ-STO22 Taste (10 points)

Abbildung 4G-14: Zeit bis zur ersten Kklinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve fur die Symptomskala Geschmacksstorungen des EORTC QLQ-STO22
(KEYNOTE 859)
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Pembrolizumab + Chemotherapy

546 2861 166
————— Chemotherapy
546 268 157

Study: KEYNOTE 859 (Database Cutoff Date: 22AUG2023)
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Abbildung 4G-15: Zeit bis zur ersten Kklinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve fir die Symptomskala Korperbild des EORTC QLQ-STO22 (KEYNOTE 859)
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Pembrolizumab + Chemotherapy

52 17 8 6 6 5 3 2 0
————— Chemotherapy
51 20 7 4 2 1 1 1 0

Study: KEYNOTE 859 (Database Cutoff Date: 22AUG2023)
First Deterioration for ECRTC QLQ-STO22 Hair Loss (10 points)

Abbildung 4G-16: Zeit bis zur ersten Kklinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve fir die Symptomskala Haarausfall des EORTC QLQ-STO22 (KEYNOTE 859)
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Kaplan-Meier-Kurven fir den Gesundheitszustand anhand der VAS des EQ-5D —
KEYNOTE 859
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Time in Months
Number at Risk
Pembrolizumab + Chemotherapy
580 308 194 115 75 57 52 42 3 0
————— Chemotherapy
587 33 207 97 60 40 28 20 4 0

Study: KEYNOTE 858 (Database Cutoff Date: 22AUG2023)
First Deterioration for EQ-5D WAS (15 points)

Abbildung 4G-17: Kaplan-Meier-Kurve flr den Endpunkt Zeit bis zur ersten Verschlechterung
fir den Gesundheitszustand anhand der VAS des EQ-5D (15 Punkte) (KEYNOTE 859)
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Anhang 4-G6: Analyse der Endpunkte Krankheitssymptomatik und
Gesundheitszustand anhand von EORTC QLQ-C30, EORTC QLQ-OES18 und
EQ-5D VAS (KEYNOTE 590) — Kaplan-Meier-Kurven der statistisch nicht
signifikanten (p > 0,05) Symptomskalen bzw. der EQ-5D VAS

Im Folgenden werden ergénzend zu Abschnitt 4.3.1.3.1.2.2 die Kaplan-Meier-Kurven der nicht
signifikanten (p > 0,05) Symptomskalen des EORTC QLQ-C30, des EORTC QLQ-OES-18
und der EQ-5D VAS dargestellt.

Alle Ergebnisse beziehen sich auf den Datenschnitt vom 09. Juli 2021 (Langzeit-Follow-Up).

Kaplan-Meier-Kurven fir die statistisch nicht signifikanten (p > 0,05) Symptomskalen des
EORTC QLQ-C30 - KEYNOTE 590
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=== ===
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MNumber at Risk

Pembrolizumab + Chemotherapy

33 8 3 3 2 2 1 1 1 0
Chemotherapy

40 11 5 2 1 0 0 0 0 0

Study: KEYNOTE 580 (Database Cutoff Date: 08JUL2021)
First Deterioration for EORTC QLQ-C30 Fatigue (10 points)

Abbildung 4G-18: Zeit bis zur ersten klinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve fur die Symptomskala Erschopfung des EORTC QLQ-C30 (KEYNOTE 590)
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Participants Without Event (%)
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Time in Months
Number at Risk
Pembrolizumab + Chemotherapy
33 12 4 3 3 3 2 1 1 0
***** Chemotherapy
40 12 4 2 0 0 0 0 0 0

Study: KEYNOTE 580 (Database Cutoff Date: 09JUL2021)
First Deterioration for ECRTC QLQ-C30 Nausea and Yomiting (10 points)

Abbildung 4G-19: Zeit bis zur ersten klinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve fiir die Symptomskala Ubelkeit und Erbrechen des EORTC QLQ-C30 (KEYNOTE 590)
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Pembrolizumab + Chemotherapy

33 13 7 5 3 3 3 2 2 0
***** Chemotherapy
40 20 7 2 1 0 0 0 0 0

Study: KEYNOTE 580 (Database Cutoff Date: 09JUL2021)
First Deterioration for EOCRTC QLQ-C30 Pain (10 points)

Abbildung 4G-20: Zeit bis zur ersten klinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve fir die Symptomskala Schmerzen des EORTC QLQ-C30 (KEYNOTE 590)
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Participants Without Event (%)
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Pembrolizumab + Chemotherapy
33 15 5 3 2 2 1 1 1 0
***** Chemotherapy
40 24 8 4 2 0 0 0 0 0

Study: KEYNOTE 580 (Database Cutoff Date: 09JUL2021)
First Deterioration for EORTC QLQ-C30 Dyspnoea (10 points)

Abbildung 4G-21: Zeit bis zur ersten klinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve fir die Symptomskala Dyspnd des EORTC QLQ-C30 (KEYNOTE 590)
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Participants Without Event (%)
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Time in Months
Number at Risk
Pembrolizumab + Chemotherapy
33 19 9 7 5 4 3 2 2 0
***** Chemotherapy
40 21 9 3 1 0 0 0 0 0

Study: KEYNOTE 580 (Database Cutoff Date: 09JUL2021)
First Deterioration for EOCRTC QLQ-C30 Insomnia (10 points)

Abbildung 4G-22: Zeit bis zur ersten klinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve fir die Symptomskala Schlaflosigkeit des EORTC QLQ-C30 (KEYNOTE 590)
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Participants Without Event (%)
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Time in Months
Number at Risk

Pembrolizumab + Chemotherapy

33 13 5 4 2 1 0
***** Chemotherapy
40 18 3 1 0 0 0

Study: KEYNOTE 580 (Database Cutoff Date: 09JUL2021)
First Deterioration for ECRTC QLQ-C30 Appetite Loss (10 points)

Abbildung 4G-23: Zeit bis zur ersten klinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve fir die Symptomskala Appetitverlust des EORTC QLQ-C30 (KEYNOTE 590)
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Participants Without Event (%)
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Time in Months
Number at Risk

Pembrolizumab + Chemotherapy

33 12 4 3 1 1 0
***** Chemotherapy
40 18 6 4 1 0 0

Study: KEYNOTE 580 (Database Cutoff Date: 09JUL2021)
First Deterioration for EORTC QLQ-C30 Constipation (10 points)

Abbildung 4G-24: Zeit bis zur ersten klinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve fiir die Symptomskala Verstopfung des EORTC QLQ-C30 (KEYNOTE 590)
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Participants Without Event (%)
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Time in Months
Number at Risk

Pembrolizumab + Chemotherapy

33 12 3 3 1 1 0
***** Chemotherapy
40 20 8 3 2 1 0

Study: KEYNOTE 580 (Database Cutoff Date: 09JUL2021)
First Deterioration for ECRTC QLQ-C30 Diarrhoea (10 points)

Abbildung 4G-25: Zeit bis zur ersten klinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve fir die Symptomskala Diarrhd des EORTC QLQ-C30 (KEYNOTE 590)
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Kaplan-Meier-Kurven fir die statistisch nicht signifikanten (p > 0,05) Symptomskalen des
EORTC QLQ-OES18- KEYNOTE 590
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Pembrolizumab + Chemotherapy
33 15 9 7 5 5 4 2 2 0
————— Chemotherapy
39 17 7 2 1 0 0 0 0 0

Study: KEYNOTE 580 (Database Cutoff Date: 09JUL2021)
First Deterioration for EORTC QLQ-OES18 Dysphagia (10 points)

Abbildung 4G-26: Zeit bis zur ersten klinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve fiir die Symptomskala Dysphagie des EORTC QLQ-OES18 (KEYNOTE 590)

Pembrolizumab (KEYTRUDA®) Seite 189 von 702



Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 29.12.2023
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Participants Without Event (%)

T T T T T T T T T 1
0 3 6

w
N
&
2
N
2
=]
~l

Number at Risk

Pembrolizumab + Chemotherapy

33 18 5 4 4 3 2 1 1 0
***** Chemotherapy
39 23 4 0 0 0 0 0 0 0

Study: KEYNOTE 580 (Database Cutoff Date: 09JUL2021)
First Deterioration for ECRTC QLQ-OES18 Eating (10 points)

Abbildung 4G-27: Zeit bis zur ersten Kklinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve fir die Symptomskala Essen des EORTC QLQ-OES18 (KEYNOTE 590)
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Participants Without Event (%)
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Pembrolizumab + Chemotherapy
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***** Chemotherapy
39 21 7

Study: KEYNOTE 580 (Database Cutoff Date: 09JUL2021)
First Deterioration for ECRTC QLQ-OES18 Reflux (10 points)
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Abbildung 4G-28: Zeit bis zur ersten Kklinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve fir die Symptomskala Reflux des EORTC QLQ-OES18 (KEYNOTE 590)
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Participants Without Event (%)
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Number at Risk

Pembrolizumab + Chemotherapy

33 17 7 6 4 4 3 1 1 0
***** Chemotherapy
39 23 7 2 1 0 0 0 0 0

Study: KEYNOTE 580 (Database Cutoff Date: 09JUL2021)
First Deterioration for ECRTC QLQ-CES18 Pain (10 points)

Abbildung 4G-29: Zeit bis zur ersten Kklinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve fir die Symptomskala Schmerzen des EORTC QLQ-OES18 (KEYNOTE 590)
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Participants Without Event (%)
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Number at Risk

Pembrolizumab + Chemotherapy

33 19 8 7 6 5 4 2 2 0
***** Chemotherapy
39 25 9 4 3 1 0 0 0 0

Study: KEYNOTE 580 (Database Cutoff Date: 09JUL2021)
First Deterioration for ECRTC QLQ-OES18 Trouble Swallowing Saliva (10 points)

Abbildung 4G-30: Zeit bis zur ersten Kklinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve fir die Symptomskala Speichelschlucken des EORTC QLQ-OES18 (KEYNOTE 590)
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Participants Without Event (%)
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Number at Risk
Pembrolizumab + Chemotherapy
33 17 7 6 5 4 3 1 1 0
***** Chemotherapy
39 28 12 5 4 1 0 0 0 0

Study: KEYNOTE 580 (Database Cutoff Date: 09JUL2021)
First Deterloration for ECRTC QLQ-CES18 Choked when Swallowing (10 points)

Abbildung 4G-31: Zeit bis zur ersten Kklinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve fir die Symptomskala Verschlucken des EORTC QLQ-OES18 (KEYNOTE 590)
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Participants Without Event (%)
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Number at Risk

Pembrolizumab + Chemotherapy

33 8 2 1 1 1 1 1 1 0
***** Chemotherapy
39 14 3 1 1 1 0 0 0 0

Study: KEYNOTE 580 (Database Cutoff Date: 09JUL2021)
First Deterioration for EOCRTC QLQ-CES18 Trouble with Taste (10 points)

Abbildung 4G-32: Zeit bis zur ersten Kklinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve fir die Symptomskala Geschmackssinn des EORTC QLQ-OES18 (KEYNOTE 590)
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Participants Without Event (%)
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Number at Risk

Pembrolizumab + Chemotherapy
33 17 7 6 4 3

***** Chemotherapy
39 27 9 4 2 1

Study: KEYNOTE 580 (Database Cutoff Date: 09JUL2021)
First Deterioration for EOCRTC QLQ-CES18 Trouble Talking (10 points)

Abbildung 4G-33: Zeit bis zur ersten klinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve fir die Symptomskala Sprechen des EORTC QLQ-OES18 (KEYNOTE 590)
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Kaplan-Meier-Kurven fir den Gesundheitszustand anhand der EQ-5D VAS —
KEYNOTE 590
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Time in Months
Number at Risk
Pembrolizumab + Chemotherapy
33 18 10 6 4 4 4 2 2 0
————— Chemotherapy
40 24 10 4 0 0 0 0 0 0

Study: KEYNOTE 580 (Database Cutoff Date: 09JUL2021)
First Deterioration for EQ-5D VAS (15 points)

Abbildung 4G-34: Kaplan-Meier-Kurve fiir den Endpunkt Zeit bis zur ersten Verschlechterung
fiir den Gesundheitszustand anhand der VAS des EQ-5D (15 Punkte) (KEYNOTE 590)
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Anhang 4-G7: Analyse der Endpunkte Krankheitssymptomatik und
Gesundheitszustand anhand von EORTC QLQ-C30, EORTC QLQ-STO22 und
EQ-5D VAS (KEYNOTE 062) — Kaplan-Meier-Kurven der statistisch nicht
signifikanten (p > 0,05) Symptomskalen bzw. der EQ-5D VAS

Im Folgenden werden ergénzend zu Abschnitt 4.3.1.3.1.2.2 die Kaplan-Meier-Kurven der
nicht-signifikanten (p > 0,05) Symptomskalen des EORTC QLQ-C30, des
EORTC QLQ-STO22 und der EQ-5D VAS dargestellt.

Alle Ergebnisse beziehen sich auf den Datenschnitt vom 19. April 2021 (Langzeit-Follow-Up).

Kaplan-Meier-Kurven fir die statistisch nicht signifikanten (p > 0,05) Symptomskalen des
EORTC QLQ-C30 - KEYNOTE 062
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Pembrolizumab + Chemotherapy
229 77 42 18 13 10 9 8 7 0 0

————— Chemotherapy
234 67 27 14 6 6 4 4 4 2 0

Study: KEYNOTE 062 (Database Cutoff Date: 19APR2021)
First Deterioration for EORTC QLQ-C30 Fatigue (10 points)

Abbildung 4G-35: Zeit bis zur ersten klinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve fur die Symptomskala Erschopfung des EORTC QLQ-C30 (KEYNOTE 062)
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Pembrolizumab + Chemotherapy

229 114 68 35 21 12 10 10 9 0 0
***** Chemotherapy
234 95 39 15 10 7 3 3 3 1 0

Study: KEYNOTE 062 (Database Cutoff Date: 19APR2021)
First Deterioration for EORTC QLQ-C30 Pain (10 points)

Abbildung 4G-36: Zeit bis zur ersten klinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve fir die Symptomskala Schmerzen des EORTC QLQ-C30 (KEYNOTE 062)
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Pembrolizumab + Chemotherapy

229 111 63 34 20 14 13 12 11 0
***** Chemotherapy
234 94 36 18 9 5 3 3 2 0

Study: KEYNOTE 082 (Database Cutoff Date: 18APR2021)
First Deterioration for EORTC QLQ-C30 Appetite Loss (10 points)

Abbildung 4G-37: Zeit bis zur ersten klinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve fir die Symptomskala Appetitverlust des EORTC QLQ-C30 (KEYNOTE 062)
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Number at Risk
Pembrolizumab + Chemotherapy
229 120 71 42 27 15 12 11 9 0 0
***** Chemotherapy
234 97 48 24 13 9 4 2 2 1 0

Study: KEYNOTE 082 (Database Cutoff Date: 18APR2021)
First Deterioration for EORTC QLQ-C30 Diarrhoea (10 points)

Abbildung 4G-38: Zeit bis zur ersten klinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve fir die Symptomskala Diarrhd des EORTC QLQ-C30 (KEYNOTE 062)
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Kaplan-Meier-Kurven fur die statistisch nicht signifikanten (p > 0,05) Symptomskalen des
EORTC QLQ-STO22 - KEYNOTE 062
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MNumber at Risk

Pembrolizumab + Chemotherapy

228 130 80 42 28 20 17 15 13 0
————— Chemotherapy
233 102 45 21 10 5 2 2 2 0

Study: KEYNOTE 082 (Database Cutoff Date: 18APR2021)
First Deterioration for EORTC QLQ-STO22 Eating Restrictions (10 points)

Abbildung 4G-39: Zeit bis zur ersten klinisch relevanten Verschlechterung: Kaplan-Meier-
Kurve fir die Symptomskala Einschrankungen beim Essen des EORTC QLQ-STO22
(KEYNOTE 062)
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