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NUEFIEION dISOTAEIS; PT: ANY .iiiiiiiiiieeie et re e e e sreeneeenes 83
Abbildung 122: CTCAE-Grad >3: Time to first occurence of SOC: Metabolism and

nutrition disorders; PT: Decreased apPetite .......coveoeieririiirisisee e 83
Abbildung 123: CTCAE-Grad >3: Time to first occurence of SOC: Musculoskeletal and
CONNECtIVE tISSUE AISOITErS; PT: @NY ...ooiiiiiiiiieieeie sttt nne e 84
Abbildung 124: CTCAE-Grad >3: Time to first occurence of SOC: Musculoskeletal and
connective tissue disorders; PT: BaCK PaIN.......cccccviieiiiieiieiise e 84
Abbildung 125: CTCAE-Grad >3: Time to first occurence of SOC: Musculoskeletal and
connective tissue disorders; PT: BONE PAIN.........ccceiieiieiieiieeieeiee e sie e e sie e e e e nnesraesne e 85
Abbildung 126: CTCAE-Grad >3: Time to first occurence of SOC: Nervous system

(0 LTI (o L= £l I 10 2SSOSR 85
Abbildung 127: CTCAE-Grad >3: Time to first occurence of SOC: Nervous system

disorders; PT: Spinal COrd COMPIESSION ......ccveiuiiieiieiieeie st esteeee s ste e sre e sre e e e nne e 86
Abbildung 128: CTCAE-Grad >3: Time to first occurence of SOC: Renal and urinary

(0 IS0 (o LT £ ol IR 10 2RSSR 86
Abbildung 129: CTCAE-Grad >3: Time to first occurence of SOC: Renal and urinary
disorders; PT: ACULE KIANEY INJUIY ...c.viiiiiiiiieiii et 87
Abbildung 130: CTCAE-Grad >3: Time to first occurence of SOC: Renal and urinary
ISOrders; PT: HABMAIUITA.......ueiiiiieiieee i eeiiee ettt ettt e sttt e e s ettt e e e s sab b e e e s s eabae e e s sbbaneesennes 87
Abbildung 131: CTCAE-Grad >3: Time to first occurence of SOC: Respiratory, thoracic

and mediastinal diSOrders; PT: @NY ......cocvciiiieieeie e ste ettt sne e 88
Abbildung 132: CTCAE-Grad >3: Time to first occurence of SOC: Vascular disorders;

o I 102U 88
Abbildung 133: CTCAE-Grad >3: Time to first occurence of SOC: Vascular disorders;

e IO Y7 1= (=T Y Lo o OSSPSR 89
Abbildung 134: Schwerwiegende UE: Time to first occurence of SOC: any; PT: any........... 90
Abbildung 135: Schwerwiegende UE: Time to first occurence of SOC: Blood and

lymphatic system diSOrders; PT: @nY ....ccoooiiiiiiiieieieiese e 90
Abbildung 136: Schwerwiegende UE: Time to first occurence of SOC: Blood and

lymphatic system diSorders; PT: ANGEMIA.........ccuiiiiiieieiie ittt 91
Abbildung 137: Schwerwiegende UE: Time to first occurence of SOC: Gastrointestinal

(0 IS0 (0 L= £ ol IR 0 2SS 91
Abbildung 138: Schwerwiegende UE: Time to first occurence of SOC: General disorders

and administration site CONAItIONS; PT: @NY ...eoiiiiiiieiieie et 92
Abbildung 139: Schwerwiegende UE: Time to first occurence of SOC: Infections and

] (e Lo g o IR 11 Y P SOP PP 92

Abbildung 140: Schwerwiegende UE: Time to first occurence of SOC: Infections and
INTESLALIONS; PT: SEPSIS ..viitieiiiieiie ittt ettt et e et e s e e te e eaae e beeabaeeteesneeenees 93

Abbildung 141: Schwerwiegende UE: Time to first occurence of SOC: Infections and
infestations; PT: Urinary traCt INfECHION..........ccceeiiiiii e 93
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

Abbildung 142: Schwerwiegende UE: Time to first occurence of SOC: Injury, poisoning

and procedural complications; PT: @nY .....c.coieiiiieiieii e 94
Abbildung 143: Schwerwiegende UE: Time to first occurence of SOC: Metabolism and
NUEFTEION AISOTAEIS; PT: ANY . .iiiiiiieieiie ettt et e e e e s reeeree e 94
Abbildung 144: Schwerwiegende UE: Time to first occurence of SOC: Musculoskeletal

and connective tissue diSOrders; PT: @NY ....ccvoceiieiieiieie et 95
Abbildung 145: Schwerwiegende UE: Time to first occurence of SOC: Nervous system

(o [0 o [T £ ol I YOS RRUPOSRS 95
Abbildung 146: Schwerwiegende UE: Time to first occurence of SOC: Nervous system
disorders; PT: Spinal COrd COMPIESSION ......ccveiueiieiieiieeieseeseeee e sie e ste e e sreeaesreenne e, 96
Abbildung 147: Schwerwiegende UE: Time to first occurence of SOC: Renal and urinary

(0 LTI (o L= £l I 10 2SSOSR 96
Abbildung 148: Schwerwiegende UE: Time to first occurence of SOC: Renal and urinary
diSOrders; PT: HABMALUFIA. ......cceiieieieieie ettt 97
Abbildung 149: Schwerwiegende UE: Time to first occurence of SOC: Respiratory,

thoracic and mediastinal diSOrders; PT: @NY .....ccvoviieieeieiie et 97
Abbildung 150: Schwerwiegende UE: Time to first occurence of SOC: Vascular

(0 IS0 (0 L= £ ol IR 10 2SS 98
Abbildung 151: AESI jeglichen Schweregrads: Time to first occurence of AESI: Dry

10U 1o ST 99

Abbildung 152: AESI jeglichen Schweregrads:

Abbildung 153: AESI jeglichen Schweregrads:
HEPAtOtOXICILY .....c.vevveveeiiieiiciieee e

Abbildung 154: AESI jeglichen Schweregrads:

Hypersensitivity

Abbildung 155: AESI jeglichen Schweregrads:
Intracranial haemorrhage.............ccccovevviieinnnen.

Abbildung 156: AESI jeglichen Schweregrads:
renal toXICItY .......cooeveeieiieie e

Abbildung 157: AESI jeglichen Schweregrads:
MediCation rror.........cecveeeveere e e

Abbildung 158: AESI jeglichen Schweregrads:
MYElOSUPPIESSION. .....cviviiveriiiieriieieie e

Abbildung 159: AESI jeglichen Schweregrads:
and VOmMItiNG......coovverininiiieee e

Abbildung 160: AESI jeglichen Schweregrads:

prolongation

Abbildung 161: AESI jeglichen Schweregrads:
Radiotoxicity including inadvertent exposure...

Abbildung 162: AESI jeglichen Schweregrads:

effects

Time to first occurence of AESI: Fatigue.... 99
Time to first occurence of AESI:

..................................................................... 100
Time to first occurence of AESI
..................................................................... 100
Time to first occurence of AESI
..................................................................... 101
Time to first occurence of AESI: Late
..................................................................... 101
Time to first occurence of AESI
..................................................................... 102
Time to first occurence of AESI
..................................................................... 102
Time to first occurence of AESI: Nausea
..................................................................... 103
Time to first occurence of AESI: QT
..................................................................... 103
Time to first occurence of AESI
..................................................................... 104
Time to first occurence of AESI: Renal
..................................................................... 104
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 20.12.2022

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

Abbildung 163: AESI jeglichen Schweregrads: Time to first occurence of AESI:

REPIOJUCTIVE TOXICITY ...c.vvevieiieiieeie ettt ettt e s e e be e e snaesreeneeeneenneens 105
Abbildung 164: AESI jeglichen Schweregrads: Time to first occurence of AESI: Second
PrMArY MAIIGNANCIES ......veiiiiieiiietesie ettt sttt ste et e sb e be et e sreenbeeneesreenne e 105
Abbildung 165: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: Dry mouth ... 106
Abbildung 166: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: Fatigue......... 106
Abbildung 167: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI:

[ et oTo U0 (0 ) q o | Y2 ST 107
Abbildung 168: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI:

HYPEISENSITIVITY ...o.vieiiieie ettt et et e s ba e e e e e sreenteeneesreenneens 107
Abbildung 169: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: Intracranial

O TCT 0] g T o= RSP SSSR 108
Abbildung 170: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: Late renal

L(0 ) q o112 OSSP PRPRPRPPPP 108
Abbildung 171: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI:
IMYEIOSUPPIESSTON. ...ttt bbbkttt bbbttt e bbbt bt et 109
Abbildung 172: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: Nausea and

V0] 111 o TS TP PR PR PR PP 109
Abbildung 173: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: QT

01 £0] (o] gl =LA o] o RSP SSRI 110
Abbildung 174: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI:

Radiotoxicity including inadvertent XPOSUIE..........coveiueeieieerieiee s erie e seesre e sre e nne e 110

Abbildung 175: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: Renal effects 111
Abbildung 176: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: Second

PrMAry MalIgNANCIES .......ccviiiiiieeie ettt et e s ste et e s be e te e b e sreesreenresreenneens 111
Abbildung 177: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Fatigue.......... 112
Abbildung 178: AESI (CTCAE-Grad >3): Time to first occurence of AESI:

et oTo U0 (0 ) ot | YOS 112
Abbildung 179: AESI (CTCAE-Grad >3): Time to first occurence of AESI:

HYPEISENSILIVILY ...ttt e et e et e e e e sreesre e e e saeenneens 113
Abbildung 180: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Intracranial

O T 0] g T o= OSSR 113
Abbildung 181: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Late renal

L(0) A 011 Y2 ST PSRRI 114
Abbildung 182: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Medication

L] PP PP TP PPRTPR 114
Abbildung 183: AESI (CTCAE-Grad >3): Time to first occurence of AESI:

MY EIOSUDPPIESSTON. ...ttt sttt bbbttt bbbt bttt et et e bbbt bt ne e 115
Abbildung 184: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Nausea and

V0] 101111 T PRSPPI 115
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 20.12.2022

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

Abbildung 185: AESI (CTCAE-Grad >3): Time to first occurence of AESI: QT

01 (0] (o] T =LA o] o OSSR 116
Abbildung 186: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Radiotoxicity
INCIUAING INAAVEITENT EXPOSUIE ...ttt bbbt 116

Abbildung 187: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Renal effects. 117
Abbildung 188: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Reproductive

1002 o] 1 SRS 117
Abbildung 189: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Second

PrMArY MAIIGNANCIES ......veiiiiieiiietesie ettt sttt ste et e sb e be et e sreenbeeneesreenne e 118
Abbildung 190: Schwerwiegende AESI: Time to first occurence of AESI: Fatigue............. 119

Abbildung 191: Schwerwiegende AESI: Time to first occurence of AESI: Hepatotoxicity. 119
Abbildung 192: Schwerwiegende AESI: Time to first occurence of AESI:

HYPEISENSITIVITY ...ttt ettt et e s b e et e e e e sreesre e s e sneenneens 120
Abbildung 193: Schwerwiegende AESI: Time to first occurence of AESI: Intracranial
NAEIMOITNAGE ... .ttt ettt e st be b e e reene et e e 120
Abbildung 194: Schwerwiegende AESI: Time to first occurence of AESI: Late renal

1000 o] 1 RS STOS 121
Abbildung 195: Schwerwiegende AESI: Time to first occurence of AESI: Medication

L] o S TSP PPRTPPPRTOUPRTPPI 121
Abbildung 196: Schwerwiegende AESI: Time to first occurence of AESI:

IMYEIOSUPPIESSTON. ...ttt bbbkttt bbbttt e bbbt bt et 122
Abbildung 197: Schwerwiegende AESI: Time to first occurence of AESI: Nausea and
V0] 1 111 o OSSP PRPRPPRP 122
Abbildung 198: Schwerwiegende AESI: Time to first occurence of AESI: QT

01(0] (o] gl F= LA o] 4 TSSOSO 123

Abbildung 199: Schwerwiegende AESI: Time to first occurence of AESI: Renal effects.... 123
Abbildung 200: Schwerwiegende AESI: Time to first occurence of AESI: Reproductive

1000 o] 1 4 SRS 124
Abbildung 201: Schwerwiegende AESI: Time to first occurence of AESI: Second primary
MAIIGNANCIES ... eeteete ettt ettt ettt e et e st e st e et e e ae e s be et e sseesbeenseebaesbeensesneesseenseaseenseens 124
Abbildung 202: UE jeglichen Schweregrads: Time to first occurence of SOC: any; PT:
1)V OPRUPRPI 125
Abbildung 203: CTCAE-Grad >3: Time to first occurence of SOC: any; PT: any ............... 126
Abbildung 204: Schwerwiegende UE: Time to first occurence of SOC: any; PT: any......... 127
Abbildung 205: Abbruch beide: Time to first occurence of SOC: any; PT: any ................... 128
Abbildung 206: Abbruch mind. eine: Time to first occurence of SOC: any; PT: any........... 129
Abbildung 207: UE jeglichen Schweregrads: Time to first occurence of SOC: any; PT:

2 0V PSPPSRI 130
Abbildung 208: CTCAE-Grad >3: Time to first occurence of SOC: any; PT: any ............... 131

(*""Lu)Lutetiumvipivotidtetraxetan (Pluvicto®) Seite 12 von 234



Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

Abbildung 209: Schwerwiegende UE: Time to first occurence of SOC: any; PT: any

Abbildung 210: AESI jeglichen Schweregrads:

Abbildung 211: AESI jeglichen Schweregrads:

Abbildung 212: AESI jeglichen Schweregrads:
Hepatotoxicity

Abbildung 213: AESI jeglichen Schweregrads:
Hypersensitivity

Abbildung 214: AESI jeglichen Schweregrads:
Intracranial haemorrhage............cccoovevviiierinenen.

Abbildung 215: AESI jeglichen Schweregrads:
renal toXICItY .......ccvevveevieieere e

Abbildung 216: AESI jeglichen Schweregrads:
Medication errors

Abbildung 217: AESI jeglichen Schweregrads:
MYElOSUPPIESSION. .....cuveviieiriiiiesiieiieie e

Abbildung 218: AESI jeglichen Schweregrads:
and VVomiting

Abbildung 219: AESI jeglichen Schweregrads:
prolongation

Abbildung 220: AESI jeglichen Schweregrads:

Radiotoxicity including inadvertent exposure...

Abbildung 221: AESI jeglichen Schweregrads:

1000 o] 1 4 SRS

Abbildung 222: AESI jeglichen Schweregrads:
Reproductive toxicity

Abbildung 223: AESI jeglichen Schweregrads:
primary malignancies

Time to first occurence of AESI: Dry

Time to first occurence of AESI: Fatigue .. 133
Time to first occurence of AESI:

Abbildung 224: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: Dry mouth ... 140

Abbildung 225: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: Fatigue.........

Abbildung 226: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI:

Hepatotoxicity

Abbildung 227: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI:

Hypersensitivity

Abbildung 228: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: Intracranial

haemorrhage

Abbildung 229: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: Late renal

TOXICITY ..

Abbildung 230: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI:

MyeloSUPPreSSION........cccveveeiiieeiee e,

..................................................................... 134
Time to first occurence of AESI
..................................................................... 134
Time to first occurence of AESI
..................................................................... 135
Time to first occurence of AESI: Late
..................................................................... 135
Time to first occurence of AESI
..................................................................... 136
Time to first occurence of AESI
..................................................................... 136
Time to first occurence of AESI: Nausea
..................................................................... 137
Time to first occurence of AESI: QT
..................................................................... 137
Time to first occurence of AESI
..................................................................... 138
Time to first occurence of AESI: Renal
..................................................................... 138
Time to first occurence of AESI
..................................................................... 139
Time to first occurence of AESI: Second
..................................................................... 139
140
..................................................................... 141
..................................................................... 141
..................................................................... 142
..................................................................... 142
..................................................................... 143
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Abbildung 231: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: Nausea and

R 0] 11111 SR 143
Abbildung 232: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: QT

PIOJONGAIION ...ttt bbbttt e bbb bbbt e 144
Abbildung 233: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI:

Radiotoxicity including inadVertent EXPOSUIE..........civerueriereeriiseesieesie e sree e e e seens 144
Abbildung 234: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: Renal

100D o1 1 USSP 145
Abbildung 235: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: Second

PrMArY MAlIGNANCIES ......vevieeieiieeie ettt e e ste et e s re e be e s e ssaenreeneesreenneens 145
Abbildung 236: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Fatigue.......... 146
Abbildung 237: AESI (CTCAE-Grad >3): Time to first occurence of AESI:

HEPALOTOXICILY ...ttt bbbt b bbbt 146
Abbildung 238: AESI (CTCAE-Grad >3): Time to first occurence of AESI:

HYPEISENSITIVITY ...o.viieiceie ettt sttt et e e s b e e e et e sreenteenresneenteens 147
Abbildung 239: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Intracranial

O LT 0] g T o= S SRS 147
Abbildung 240: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Late renal

1000 o] 1 RS STOS 148
Abbildung 241: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Medication

L] £ T TP PP TPPRTOUPRTPPR 148
Abbildung 242: AESI (CTCAE-Grad >3): Time to first occurence of AESI:

IMYEIOSUDPPIESSTON. ...ttt stttk b bbbttt e bbb e et e ne e 149
Abbildung 243: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Nausea and
V0] 1 111 o OSSP PRPRPPRP 149
Abbildung 244: AESI (CTCAE-Grad >3): Time to first occurence of AESI: QT

O1(0] (o] gl T LA o] 4 RSSO RSRI 150
Abbildung 245: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Radiotoxicity
iNCluding INAAVEIENt EXPOSUIE ......ccveeieiieecieeie et ettt ste ettt e e e re e sraesre e s e sreeareens 150
Abbildung 246: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Renal

L(0 ) Ao 1 YOS R PR PR PRPPRP 151
Abbildung 247: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Reproductive

L(0) Ao 1 TSSO T PSP PRPPRP 151
Abbildung 248: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Second

PrimMary MaligNANCIES .......cciiiiiiiiieieee ettt bbb 152
Abbildung 249: Schwerwiegende AESI: Time to first occurence of AESI: Fatigue............. 153

Abbildung 250: Schwerwiegende AESI: Time to first occurence of AESI: Hepatotoxicity. 153
Abbildung 251: Schwerwiegende AESI: Time to first occurence of AESI:

HYPEISENSITIVITY ..vveeiiiiei ettt et e e e a et e et eebe e saaeabeeareeas 154
Abbildung 252: Schwerwiegende AESI: Time to first occurence of AESI: Intracranial
NABIMOITNAGE ... bbb bbbt bt ens 154
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Abbildung 253: Schwerwiegende AESI: Time to first occurence of AESI: Late renal

1002 o] 1 SRS 155
Abbildung 254: Schwerwiegende AESI: Time to first occurence of AESI: Medication

L] (0] £ PP PP PPPPRP PRI 155
Abbildung 255: Schwerwiegende AESI: Time to first occurence of AESI:

IMYEIOSUDPPIESSTON. ...ttt bbbttt bbbttt b bbbt ne e 156
Abbildung 256: Schwerwiegende AESI: Time to first occurence of AESI: Nausea and
V0] 1 11 o TSP U PR PRPRPPPP 156
Abbildung 257: Schwerwiegende AESI: Time to first occurence of AESI: QT

01 £0] (o] 0T =LA o] o S ST 157

Abbildung 258: Schwerwiegende AESI: Time to first occurence of AESI: Renal toxicity .. 157
Abbildung 259: Schwerwiegende AESI: Time to first occurence of AESI: Reproductive

L(0 ) q o112 U PP PR PRPR PP 158
Abbildung 260: Schwerwiegende AESI: Time to first occurence of AESI: Second primary
MAIIGNANCIES ... ettt et e e s r e s te et e e r e e s te et e sseesbeesteaseesbeenbesneesteesseeseenseens 158
Abbildung 261: UE jeglichen Schweregrads: Time to first occurence of SOC: any; PT:
10V PPN UPRUPRTPR 159
Abbildung 262: UE jeglichen Schweregrads: Time to first occurence of SOC: Blood and
lymphatic system diSOrders; PT: @NY .....cccceeieiieiieie ettt 159
Abbildung 263: UE jeglichen Schweregrads: Time to first occurence of SOC: Blood and
lymphatic system diSorders; PT: ANGEMIA.........ccuiiririerieieiesieseee e 160
Abbildung 264: UE jeglichen Schweregrads: Time to first occurence of SOC: Blood and
lymphatic system disorders; PT: LEUKOPENIA .......cueieieriiriiiiiiciieieeiee e 160
Abbildung 265: UE jeglichen Schweregrads: Time to first occurence of SOC: Blood and
lymphatic system disorders; PT: LymMpPhopenia ..., 161
Abbildung 266: UE jeglichen Schweregrads: Time to first occurence of SOC: Blood and
lymphatic system disorders; PT: NEUtrOPENIA .........ccveveieeiiiiieiee e 161
Abbildung 267: UE jeglichen Schweregrads: Time to first occurence of SOC: Blood and
lymphatic system disorders; PT: ThromboCytopenia..........ccccccvevveieiiieiieieee e, 162
Abbildung 268: UE jeglichen Schweregrads: Time to first occurence of SOC: Cardiac

(0TS0 (L= £ ol IR SR 162
Abbildung 269: UE jeglichen Schweregrads: Time to first occurence of SOC: Ear and
[abyrinth diSOrAErs; PT: @NY ..cc.oiiiiiiiieie e 163
Abbildung 270: UE jeglichen Schweregrads: Time to first occurence of SOC: Ear and
labyrinth diSOrders; PT: VEITIZO ......ccuooiiiiiiiiiiiiisieee e 163
Abbildung 271: UE jeglichen Schweregrads: Time to first occurence of SOC: Eye

(0[S0 0 [T £ I PSPPSR 164
Abbildung 272: UE jeglichen Schweregrads: Time to first occurence of SOC: Eye

(o [0 o [T C T ol I B =) T PSSRSO 164
Abbildung 273: UE jeglichen Schweregrads: Time to first occurence of SOC:

Gastrointestinal diSOrders; PT: @nY ......coviiieiiiiie et 165
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Abbildung 274: UE jeglichen Schweregrads: Time to first occurence of SOC:

Gastrointestinal disorders; PT: Abdominal Pain .........cccccvceeiiieiiiieiiece e 165
Abbildung 275: UE jeglichen Schweregrads: Time to first occurence of SOC:

Gastrointestinal disorders; PT: Abdominal pain UPPEr .........cccoiiiiiiiieienese e 166
Abbildung 276: UE jeglichen Schweregrads: Time to first occurence of SOC:

Gastrointestinal disorders; PT: CONStIPAtION. ........ccuiiieriiie e 166
Abbildung 277: UE jeglichen Schweregrads: Time to first occurence of SOC:

Gastrointestinal disorders; PT: DIarrNO€a...........cocvveviiiiiiiiii it 167
Abbildung 278: UE jeglichen Schweregrads: Time to first occurence of SOC:

Gastrointestinal disorders; PT: Dry MOUH.........cccooiiiiiiic e 167
Abbildung 279: UE jeglichen Schweregrads: Time to first occurence of SOC:

Gastrointestinal diSorders; PT: DYSPEPSIA .....ccvveiueeieieeiieiieiieesiesiesteesie e sreesre e sreesreaaesneas 168
Abbildung 280: UE jeglichen Schweregrads: Time to first occurence of SOC:

Gastrointestinal disorders; PT: Gastrooesophageal reflux disease ..........cccocevvveveiieeieiiiennnn, 168
Abbildung 281: UE jeglichen Schweregrads: Time to first occurence of SOC:

Gastrointestinal diSOrders; PT: NAUSEA ........cc.vvveiiiviiee ettt e e e e s srben e e 169
Abbildung 282: UE jeglichen Schweregrads: Time to first occurence of SOC:

Gastrointestinal disorders; PT: VOMITING.......cccoiviieiieereiiesiere s sieesie e sie s enee e 169
Abbildung 283: UE jeglichen Schweregrads: Time to first occurence of SOC: General
disorders and administration site CONditions; PT: @NY ........cccoeiiriiiiieiee e 170
Abbildung 284: UE jeglichen Schweregrads: Time to first occurence of SOC: General
disorders and administration site conditions; PT: ASthenia.........c.ccoovveveniiene s 170
Abbildung 285: UE jeglichen Schweregrads: Time to first occurence of SOC: General
disorders and administration site conditions; PT: Fatigue .........ccccccevveveeieiiccecce e 171
Abbildung 286: UE jeglichen Schweregrads: Time to first occurence of SOC: General
disorders and administration site conditions; PT: Influenza like illness...........c.ccoovvvveiennne. 171
Abbildung 287: UE jeglichen Schweregrads: Time to first occurence of SOC: General
disorders and administration site conditions; PT: MalaiSe..........cccccvverivereniieninenr e 172
Abbildung 288: UE jeglichen Schweregrads: Time to first occurence of SOC: General
disorders and administration site conditions; PT: Oedema peripheral.............c..ccoovriiinnnnnn. 172
Abbildung 289: UE jeglichen Schweregrads: Time to first occurence of SOC: General
disorders and administration site conditions; PT: Pain ..........c.ccocvviiiiininns e 173
Abbildung 290: UE jeglichen Schweregrads: Time to first occurence of SOC: General
disorders and administration site conditions; PT: Peripheral swelling .............cccccovevieennn, 173
Abbildung 291: UE jeglichen Schweregrads: Time to first occurence of SOC: General
disorders and administration site conditions; PT: PYreXia........cccccovvveiiieiieiiicsie e, 174

Abbildung 292: UE jeglichen Schweregrads: Time to first occurence of SOC.:
Hepatobiliary diSOrders; PT: @ny......cccviieiiee e 174

Abbildung 293: UE jeglichen Schweregrads: Time to first occurence of SOC: Infections
aNd INTESTALIONS; PT: ANY ..uiiiiiieieee et te et esbe e e s neenreeneennes 175
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Abbildung 294: UE jeglichen Schweregrads: Time to first occurence of SOC: Infections

and infestations; PT: NasOPharyNQitiS...........cccciveiiiieiieie e 175
Abbildung 295: UE jeglichen Schweregrads: Time to first occurence of SOC: Infections

and INfestations; PT: PNEUMONIA.........coiiuiiieiiiiic ettt et eeabaa e e s sbaae e 176
Abbildung 296: UE jeglichen Schweregrads: Time to first occurence of SOC: Infections

AN INTESTALIONS; P T . SEPSIS. . i iuiiiieiiiiiestie it eie ettt ste b esbe e e sneenreeneeenes 176
Abbildung 297: UE jeglichen Schweregrads: Time to first occurence of SOC: Infections

and infestations; PT: Upper respiratory tract infeCtion .............cccooovvoviieieiiinineeeieee 177
Abbildung 298: UE jeglichen Schweregrads: Time to first occurence of SOC: Infections

and infestations; PT: Urinary tract infECtiION ...........ccovveii i 177
Abbildung 299: UE jeglichen Schweregrads: Time to first occurence of SOC: Injury,
poisoning and procedural complications; PT: @ny ........cccccevveiiiiieiieie e 178
Abbildung 300: UE jeglichen Schweregrads: Time to first occurence of SOC: Injury,
poisoning and procedural complications; PT: CONtUSION .........cccceevveiieieeieeie e, 178
Abbildung 301: UE jeglichen Schweregrads: Time to first occurence of SOC: Injury,
poisoning and procedural complications; PT: Fall...........cccooiiiiiiiee, 179
Abbildung 302: UE jeglichen Schweregrads: Time to first occurence of SOC:

INVESTIGATIONS; PT: ANY ..ttt bbbt 179
Abbildung 303: UE jeglichen Schweregrads: Time to first occurence of SOC:

Investigations; PT: Alanine aminotransferase iNCreased ..........ccccevvvvevvereniesieeneseeseeseeees 180
Abbildung 304: UE jeglichen Schweregrads: Time to first occurence of SOC:

Investigations; PT: Aspartate aminotransferase inCreased............ccccovevvevivieesieescsce s e 180
Abbildung 305: UE jeglichen Schweregrads: Time to first occurence of SOC:

Investigations; PT: Blood alkaline phosphatase inCreased .............cccccvvvevenieieese e 181
Abbildung 306: UE jeglichen Schweregrads: Time to first occurence of SOC:

Investigations; PT: Blood creatining iNCreased............cccoveveieeiieiiecic e 181
Abbildung 307: UE jeglichen Schweregrads: Time to first occurence of SOC:

Investigations; PT: Blood lactate dehydrogenase iNCreased ...........ccocvvevererenenieneneeeeneens 182
Abbildung 308: UE jeglichen Schweregrads: Time to first occurence of SOC:

Investigations; PT: Weight deCreased ............ccuviiiiiiiniieiiieseseeee e 182
Abbildung 309: UE jeglichen Schweregrads: Time to first occurence of SOC: Metabolism

and NULFItIoN diSOIAEIS; PT: ANY ...ecuiiieiieiecicste ettt sbe e sre e anes 183
Abbildung 310: UE jeglichen Schweregrads: Time to first occurence of SOC: Metabolism

and nutrition disorders; PT: Decreased appetite .......cccccveiieeiiiiiie i 183
Abbildung 311: UE jeglichen Schweregrads: Time to first occurence of SOC: Metabolism

and nutrition disorders; PT: Denydration...........cccooiiiiieiiieciic e 184

Abbildung 312: UE jeglichen Schweregrads: Time to first occurence of SOC: Metabolism
and nutrition disorders; PT: HypercalCaemia. ..........coovevereniiiiiiiiieeese e 184

Abbildung 313: UE jeglichen Schweregrads: Time to first occurence of SOC: Metabolism
and nutrition disorders; PT: HYPerglyCaemia ..........ccooereriniieiiniiieieese e 185
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Abbildung 314: UE jeglichen Schweregrads: Time to first occurence of SOC: Metabolism
and nutrition disorders; PT: Hyperkalaemia ............cccoevveiiiieiieie s 185

Abbildung 315: UE jeglichen Schweregrads: Time to first occurence of SOC: Metabolism
and nutrition disorders; PT: Hypoalbuminaemia ..........cccooeviiiiiniiiniieiee e 186

Abbildung 316: UE jeglichen Schweregrads: Time to first occurence of SOC: Metabolism
and nutrition disorders; PT: HYpOCaICABMIA...........ccueiiiieriiiiicieeieee e 186

Abbildung 317: UE jeglichen Schweregrads: Time to first occurence of SOC: Metabolism
and nutrition disorders; PT: HypoKalaemia ..........ccoeiiiieiiniiiiiieecee e 187

Abbildung 318: UE jeglichen Schweregrads: Time to first occurence of SOC: Metabolism
and nutrition disorders; PT: HYpONAtraBmIia .......cccocveveeiieeiieiieseeie e e e e sre e 187

Abbildung 319: UE jeglichen Schweregrads: Time to first occurence of SOC: Metabolism
and nutrition disorders; PT: Hypophosphataemia..............ccccovveveiieiieieece e 188

Abbildung 320: UE jeglichen Schweregrads: Time to first occurence of SOC:
Musculoskeletal and connective tissue diSorders; PT: @any ......cccccevvevieieeresiiesee e, 188

Abbildung 321: UE jeglichen Schweregrads: Time to first occurence of SOC:
Musculoskeletal and connective tissue disorders; PT: Arthralgia ..........ccccoceviniiiiiniennen, 189

Abbildung 322: UE jeglichen Schweregrads: Time to first occurence of SOC:
Musculoskeletal and connective tissue disorders; PT: Back pain..........ccccocevirenininieereennen, 189

Abbildung 323: UE jeglichen Schweregrads: Time to first occurence of SOC:
Musculoskeletal and connective tissue disorders; PT: BONe pain.........cccccovevevenenineeiennen, 190

Abbildung 324: UE jeglichen Schweregrads: Time to first occurence of SOC:
Musculoskeletal and connective tissue disorders; PT: Flank pain..........cccccevevvveveecieieennnn, 190

Abbildung 325: UE jeglichen Schweregrads: Time to first occurence of SOC:
Musculoskeletal and connective tissue disorders; PT: Groin pain..........ccccceeevveeveerveseennnnn, 191

Abbildung 326: UE jeglichen Schweregrads: Time to first occurence of SOC:
Musculoskeletal and connective tissue disorders; PT: Muscle Spasms...........cccccevververveennenn, 191

Abbildung 327: UE jeglichen Schweregrads: Time to first occurence of SOC:
Musculoskeletal and connective tissue disorders; PT: Muscular weakness ..........c..cccccoeu..... 192

Abbildung 328: UE jeglichen Schweregrads: Time to first occurence of SOC:
Musculoskeletal and connective tissue disorders; PT: Musculoskeletal chest pain............... 192

Abbildung 329: UE jeglichen Schweregrads: Time to first occurence of SOC:
Musculoskeletal and connective tissue disorders; PT: Myalgia.........c.ccoeeveeveiieieciieiiennnn, 193

Abbildung 330: UE jeglichen Schweregrads: Time to first occurence of SOC:
Musculoskeletal and connective tissue disorders; PT: Neck pain..........ccccccvevieiiieiieeieennnnn, 193

Abbildung 331: UE jeglichen Schweregrads: Time to first occurence of SOC:
Musculoskeletal and connective tissue disorders; PT: Pain in extremity ...........ccccoccvevveeennenn 194

Abbildung 332: UE jeglichen Schweregrads: Time to first occurence of SOC: Neoplasms
benign, malignant and unspecified (incl cysts and polyps); PT: any ......c.ccocvvvvnininiieriennn, 194

Abbildung 333: UE jeglichen Schweregrads: Time to first occurence of SOC: Nervous
SYSTEM ISOTAEIS; PT:I ANY ..ttt bbbttt 195
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Abbildung 334: UE jeglichen Schweregrads: Time to first occurence of SOC: Nervous

SYStemM diSOrdErs; PT: DIZZINESS....cc.iiieiiieieiieiteesie sttt te e be e e sreenneenes 195
Abbildung 335: UE jeglichen Schweregrads: Time to first occurence of SOC: Nervous

SYStem diSOrders; PT: DYSGEUSIA......ccueiuieieiiesieeiesiesiee e eee e ste e sree st esae e sbeeee e seeeneeanes 196
Abbildung 336: UE jeglichen Schweregrads: Time to first occurence of SOC: Nervous

system disorders; PT: HEAAACNE .........coovi i 196
Abbildung 337: UE jeglichen Schweregrads: Time to first occurence of SOC: Nervous

system disorders; PT: HYPO@EStNESIA.........ccoriiiiiiiiieese e 197
Abbildung 338: UE jeglichen Schweregrads: Time to first occurence of SOC: Nervous

system disorders; PT: ParaeStheSia ........c.couviiiiieiieiie e 197
Abbildung 339: UE jeglichen Schweregrads: Time to first occurence of SOC: Nervous

system disorders; PT: Peripheral sensory Neuropathy...........ccccccveveieeieeiesiieseece e 198
Abbildung 340: UE jeglichen Schweregrads: Time to first occurence of SOC: Nervous

system disorders; PT: Spinal cord COMPIeSSION..........coueieriiiieiisinieiesie e 198
Abbildung 341: UE jeglichen Schweregrads: Time to first occurence of SOC: Nervous

system disorders; PT: TaSte TISOTTUEN .......cuviveiierieeie e sre e enes 199
Abbildung 342: UE jeglichen Schweregrads: Time to first occurence of SOC: Psychiatric

(0 TY0] (0 L= £ ol I 0 2SSOSR 199
Abbildung 343: UE jeglichen Schweregrads: Time to first occurence of SOC: Psychiatric
ISOTAEIS; PT: ANXIELY ..oovieieiiiesieeie ettt e te et e sre e teesaesseesbeeneesneenreeneeanes 200
Abbildung 344: UE jeglichen Schweregrads: Time to first occurence of SOC: Psychiatric
disorders; PT: ConfuSional STALE ..........coerueriiiiiiiiieee e 200
Abbildung 345: UE jeglichen Schweregrads: Time to first occurence of SOC: Psychiatric
AIiSOrders; PT: DEPIESSION .....ocveeiieeieieie ittt et e ste ettt te et e se e beenesseeabeeeesneesraeneeanes 201
Abbildung 346: UE jeglichen Schweregrads: Time to first occurence of SOC: Psychiatric
diSOrders; PT: INSOMNIA ....cc.oiiiiiieiieieeie ettt 201
Abbildung 347: UE jeglichen Schweregrads: Time to first occurence of SOC: Renal and
UFINArY diSOTAEIS; PT . ANY cuiiiiieiiieie ettt st e st esreesteaneesneenneaneenneas 202
Abbildung 348: UE jeglichen Schweregrads: Time to first occurence of SOC: Renal and
urinary disorders; PT: Acute Kidney INJUIY .......coouiiiiiiiiiieeeeee e 202
Abbildung 349: UE jeglichen Schweregrads: Time to first occurence of SOC: Renal and
Urinary diSOrders; PT: DYSUIIA .....cc.viveirieieiie it esie et e ettt st ste e sra e e saeesaeannesneas 203
Abbildung 350: UE jeglichen Schweregrads: Time to first occurence of SOC: Renal and
urinary disorders; PT: HABMALUIIA .......ccviivieiieiit ettt 203
Abbildung 351: UE jeglichen Schweregrads: Time to first occurence of SOC: Renal and
urinary disorders; PT: Urinary iNCONTINENCE .......c.voiieiieeiie it 204

Abbildung 352: UE jeglichen Schweregrads: Time to first occurence of SOC: Renal and
urinary disorders; PT: Urinary retenNtioN .........cocvoieieierieneniese s 204

Abbildung 353: UE jeglichen Schweregrads: Time to first occurence of SOC.:
Reproductive system and breast disorders; PT: @ny........cccccovvevviieiiieieiiieseese e 205

(*""Lu)Lutetiumvipivotidtetraxetan (Pluvicto®) Seite 19 von 234



Dossier zur Nutzenbewertung — Modul 4 A Stand: 20.12.2022

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

Abbildung 354: UE jeglichen Schweregrads: Time to first occurence of SOC:

Respiratory, thoracic and mediastinal disorders; PT: any........ccccccvvveveiieiieie e, 205
Abbildung 355: UE jeglichen Schweregrads: Time to first occurence of SOC:

Respiratory, thoracic and mediastinal disorders; PT: Cough..........cccovviiiiinii i, 206
Abbildung 356: UE jeglichen Schweregrads: Time to first occurence of SOC:

Respiratory, thoracic and mediastinal disorders; PT: DYSPNO€A...........cccoeerererereneeeeiennen, 206
Abbildung 357: UE jeglichen Schweregrads: Time to first occurence of SOC:

Respiratory, thoracic and mediastinal disorders; PT: Dyspnoea exertional..............cccc...... 207
Abbildung 358: UE jeglichen Schweregrads: Time to first occurence of SOC:

Respiratory, thoracic and mediastinal disorders; PT: Pulmonary embolism ......................... 207
Abbildung 359: UE jeglichen Schweregrads: Time to first occurence of SOC: Skin and
subcutaneous tissue diSOrders; PT: @ny .......cccoiieiiiieiicie e 208
Abbildung 360: UE jeglichen Schweregrads: Time to first occurence of SOC: Skin and
subcutaneous tissue disorders; PT: RASH.......c.coviiiiiiiec e 208
Abbildung 361: UE jeglichen Schweregrads: Time to first occurence of SOC: Vascular
(0TS0 (0 L= £ ol I 2SS 209
Abbildung 362: UE jeglichen Schweregrads: Time to first occurence of SOC: Vascular

(o T 10 LT £ ol I = [0 1 LU TR 209
Abbildung 363: UE jeglichen Schweregrads: Time to first occurence of SOC: Vascular
diSOrders; PT: HYPEIMTENSION .......cciiiiieieie ittt 210
Abbildung 364: UE jeglichen Schweregrads: Time to first occurence of SOC: Vascular
disorders; PT: HYPOIENSION .......ccuviiiiiecieee ettt et e sra e enes 210
Abbildung 365: CTCAE-Grad >3: Time to first occurence of SOC: any; PT: any ............... 211
Abbildung 366: CTCAE-Grad >3: Time to first occurence of SOC: Blood and lymphatic
SYSTEM TISOTAEIS; PT: ANY ..ttt bbb bbbt 211
Abbildung 367: CTCAE-Grad >3: Time to first occurence of SOC: Blood and lymphatic
system disOrders; PT: ANGEIMIA..........ccccveiiiiiieecie ettt e sre e ans 212
Abbildung 368: CTCAE-Grad >3: Time to first occurence of SOC: Blood and lymphatic
system disorders; PT: LEUKOPENIA ........ceooviiiiiieeie ettt 212
Abbildung 369: CTCAE-Grad >3: Time to first occurence of SOC: Blood and lymphatic
system disorders; PT: LYMPROPENIA .......ccoiiiiiiiiiieieieese e 213
Abbildung 370: CTCAE-Grad >3: Time to first occurence of SOC: Blood and lymphatic
system disorders; PT: NEUITOPENIA ......cveiviiiiriiiiisiieieiee e 213
Abbildung 371: CTCAE-Grad >3: Time to first occurence of SOC: Blood and lymphatic
system disorders; PT: ThrombOCYIOPENIA. .......ccviiiiriiieieie et 214
Abbildung 372: CTCAE-Grad >3: Time to first occurence of SOC: Cardiac disorders; PT:

2 0V PSPPSRI 214
Abbildung 373: CTCAE-Grad >3: Time to first occurence of SOC: Gastrointestinal

(0[S0 o [T CS T I Y PSPPSR 215
Abbildung 374: CTCAE-Grad >3: Time to first occurence of SOC: General disorders and
administration site CONAIIONS; PT: @NY .....cciiiiieiiie i 215
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Abbildung 375: CTCAE-Grad >3: Time to first occurence of SOC: General disorders and

administration site coNditions; PT: FatiQUE.........cccviieiieiieiciie et 216
Abbildung 376: CTCAE-Grad >3: Time to first occurence of SOC: Infections and
INTESTATIONS; PT: ANY .ttt b et et e st e e et e sreebeeneesreenne e 216
Abbildung 377: CTCAE-Grad >3: Time to first occurence of SOC: Infections and
INTESTATIONS; P T2 SEPSIS ..eiveiiieiii sttt sttt st e bt e b sbe et neenne e 217
Abbildung 378: CTCAE-Grad >3: Time to first occurence of SOC: Infections and
infestations; PT: Urinary tract infECtION........ccovieiieie e 217
Abbildung 379: CTCAE-Grad >3: Time to first occurence of SOC: Injury, poisoning and
procedural compPliCatioNS; PT: @NY......ccvciiiieiieie e 218
Abbildung 380: CTCAE-Grad >3: Time to first occurence of SOC: Investigations; PT:

10}V PO PP R UPRUPRTPI 218
Abbildung 381: CTCAE-Grad >3: Time to first occurence of SOC: Metabolism and

NUEFIEION dISOIAEIS; PT: ANY .ecuiiiiieieiie ettt re et e beenaesreenneens 219
Abbildung 382: CTCAE-Grad >3: Time to first occurence of SOC: Metabolism and

nutrition disorders; PT: Decreased apPetite .......coooereieiiniiiiieieiee e 219
Abbildung 383: CTCAE-Grad >3: Time to first occurence of SOC: Musculoskeletal and
CONNECEIVE tISSUE AISOITErS; PT: @NY ..uviiiieieiieiiieie ettt siee e sre e sreeeeenes 220
Abbildung 384: CTCAE-Grad >3: Time to first occurence of SOC: Musculoskeletal and
connective tissue disorders; PT: BaCK PaIN.......cccccooieiieiiiiiiiienice e 220
Abbildung 385: CTCAE-Grad >3: Time to first occurence of SOC: Musculoskeletal and
connective tissue disorders; PT: BONE PAIN.......c.cccviieiieiieeiieieesie e sre e sra e 221
Abbildung 386: CTCAE-Grad >3: Time to first occurence of SOC: Nervous system

[0 T (0 L= S o I 12 Y2 SRS 221
Abbildung 387: CTCAE-Grad >3: Time to first occurence of SOC: Nervous system

disorders; PT: Spinal cord COMPIESSION .........coieiuiiieieeiie et sra e 222
Abbildung 388: CTCAE-Grad >3: Time to first occurence of SOC: Renal and urinary
(0TS0 (o L= £ ol IR USSR 222
Abbildung 389: CTCAE-Grad >3: Time to first occurence of SOC: Renal and urinary
disorders; PT: ACULe KIANEY INJUIY ...c.voiiiiiiiiitisiesiieeee s 223
Abbildung 390: CTCAE-Grad >3: Time to first occurence of SOC: Renal and urinary
diSOrders; PT: HaBMALIUITA. .....c.ceiiiiiiieiiiteeees et 223
Abbildung 391: CTCAE-Grad >3: Time to first occurence of SOC: Respiratory, thoracic

and mediastinal diSOrders; PT: @nY ....c.cooiiiiieiieciie st 224
Abbildung 392: CTCAE-Grad >3: Time to first occurence of SOC: Vascular disorders;

o - TP UPR PP 224
Abbildung 393: CTCAE-Grad >3: Time to first occurence of SOC: Vascular disorders;

o Il 1Y 0T (=10 o TSP PR PR PSPPI 225
Abbildung 394: Schwerwiegende UE: Time to first occurence of SOC: any; PT: any......... 226

Abbildung 395: Schwerwiegende UE: Time to first occurence of SOC: Blood and
lymphatic system diSOrders; PT: @NY .....ocoiiiiiiiccie ettt 226
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Abbildung 396: Schwerwiegende UE: Time to first occurence of SOC: Blood and

lymphatic system diSorders; PT: ANGEMIA........cccuuiriirieiene s 227
Abbildung 397: Schwerwiegende UE: Time to first occurence of SOC: Gastrointestinal
(0[S0 0 [T £ ol I Y2 PSPPSR 227
Abbildung 398: Schwerwiegende UE: Time to first occurence of SOC: General disorders

and administration site CONAItIONS; PT: @NY ....oiiiiiiiiiiieiieeie e 228
Abbildung 399: Schwerwiegende UE: Time to first occurence of SOC: Infections and
INTESTATIONS; PT: ANY ...ttt ettt e e et esreebe st e reenae e 228
Abbildung 400: Schwerwiegende UE: Time to first occurence of SOC: Infections and
INTESTALIONS; PT: SEPSIS .veviiieeie ittt sttt e e e be e sreesreeneesreenneens 229
Abbildung 401: Schwerwiegende UE: Time to first occurence of SOC: Infections and
infestations; PT: Urinary tract infeCtion ..o 229
Abbildung 402: Schwerwiegende UE: Time to first occurence of SOC: Injury, poisoning

and procedural complications; PT: @nY .......cccoiieiiiie i 230
Abbildung 403: Schwerwiegende UE: Time to first occurence of SOC: Metabolism and
NUEFTEION dISOTAEIS; PT . ANY .iiuiiitieiiiie ettt st reesbeeee e sreeneeereenneens 230
Abbildung 404: Schwerwiegende UE: Time to first occurence of SOC: Musculoskeletal

and connective tissue diSOrders; PT: @NY ....cccoiieiiiieiieieee e sre e 231
Abbildung 405: Schwerwiegende UE: Time to first occurence of SOC: Musculoskeletal

and connective tissue disorders; PT: BaCK PN .......coovveiveiiiiieiene e 231
Abbildung 406: Schwerwiegende UE: Time to first occurence of SOC: Nervous system
(0TI (o L= S A 12 Y 2SSOSR 232
Abbildung 407: Schwerwiegende UE: Time to first occurence of SOC: Nervous system
disorders; PT: Spinal cord COMPIESSION ..........ccieiuiiieieeiie ettt sre s 232
Abbildung 408: Schwerwiegende UE: Time to first occurence of SOC: Renal and urinary

(0 T (0 L= S ol I 12 Y 2SS 233
Abbildung 409: Schwerwiegende UE: Time to first occurence of SOC: Renal and urinary
AISOrders; PT: HABMAIUITA........ceeiiiveiieeiceeiee ettt e e etee e e et n e e s s ebte e e s s e bt e e e s snbeneessbeaneeaas 233
Abbildung 410: Schwerwiegende UE: Time to first occurence of SOC: Respiratory,

thoracic and mediastinal diSOrders; PT: @NY .......cccecveeieerieieseese e eee e see e s ens 234
Abbildung 411: Schwerwiegende UE: Time to first occurence of SOC: Vascular

(0 TY0 (0 L= £ I 12 Y 2SSOSR 234
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 20.12.2022

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

Anhang 4-H: Kaplan-Meier-Kurven
Anhang 4-H.1: Unerwiinschte Ereignisse nach System Organ Class und Preferred Term
Anhang 4-H.1.1: UE jeglichen Schweregrads
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Abbildung 1: UE jeglichen Schweregrads: Time to first occurence of SOC: any; PT: any

S0OC: Blood and lymphatic system disorders
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Abbildung 2: UE jeglichen Schweregrads: Time to first occurence of SOC: Blood and
lymphatic system disorders; PT: any
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

S0OC: Blood and lymphatic system disorders
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Abbildung 3: UE jeglichen Schweregrads: Time to first occurence of SOC: Blood and

lymphatic system disorders; PT: Anaemia

S0C: Blood and lymphatic system disorders

PT: Leukopenia
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Abbildung 4: UE jeglichen Schweregrads: Time to first occurence of SOC: Blood and

lymphatic system disorders; PT: Leukopenia
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

SOC: Blood and lymphatic system disorders
PT: Lymphopenia
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 5: UE jeglichen Schweregrads: Time to first occurence of SOC: Blood and

lymphatic system disorders; PT: Lymphopenia

SOC: Blood and lymphatic system disorders
PT: Neutropenia
Time to first occurence
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Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 6: UE jeglichen Schweregrads: Time to first occurence of SOC: Blood and

lymphatic system disorders; PT: Neutropenia
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Stand: 20.12.2022

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

SOC: Blood and lymphatic system disorders
PT: Thrombocytopenia
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 7: UE jeglichen Schweregrads: Time to first occurence of SOC: Blood and

lymphatic system disorders; PT: Thrombocytopenia

SOC: Cardiac disorders
PT: any
Time to first occurence

UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 8: UE jeglichen Schweregrads: Time to first occurence of SOC: Cardiac disorders;

PT: any
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

SOC: Ear and labyrinth disorders
PT: any
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 9: UE jeglichen Schweregrads: Time to first occurence of SOC: Ear and labyrinth
disorders; PT: any

SOC: Ear and labyrinth disorders
PT: Vertigo
Time to first occurence

UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 10: UE jeglichen Schweregrads: Time to first occurence of SOC: Ear and labyrinth
disorders; PT: Vertigo
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SOC: Eye disorders
PT: any
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 11: UE jeglichen Schweregrads: Time to first occurence of SOC: Eye disorders;
PT: any

SOC: Eye disorders
PT: Dry eye
Time to first occurence
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Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 12: UE jeglichen Schweregrads: Time to first occurence of SOC: Eye disorders;
PT: Dry eye
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Stand: 20.12.2022

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

S0C: Gastrointestinal disorders

PT: any

Time to first occurence

LIE jeglichen Schweregrads

Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 13: UE jeglichen Schweregrads: Time to first occurence of SOC: Gastrointestinal

disorders; PT: any

S0C: Gastrointestinal disorders
PT: Abdominal pain
Time to first occurence

UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 14: UE jeglichen Schweregrads: Time to first occurence of SOC: Gastrointestinal

disorders; PT: Abdominal pain
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SOC: Gastrointestinal disorders
PT: Abdominal pain upper
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 15: UE jeglichen Schweregrads: Time to first occurence of SOC: Gastrointestinal

disorders; PT: Abdominal pain upper

SOC: Gastrointestinal disorders
PT: Constipation
Time to first occurence

UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 16: UE jeglichen Schweregrads: Time to first occurence of SOC: Gastrointestinal

disorders; PT: Constipation
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S0C: Gastrointestinal disorders

PT: Diarrhoea

Time to first occurence
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Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 17: UE jeglichen Schweregrads: Time to first occurence of SOC: Gastrointestinal
disorders; PT: Diarrhoea

30C: Gastrointestinal disorders
PT: Dry mouth
Time to first occurence

UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 18: UE jeglichen Schweregrads: Time to first occurence of SOC: Gastrointestinal
disorders; PT: Dry mouth
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SOC: Gastrointestinal disorders
PT: Dyspepsia
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 19: UE jeglichen Schweregrads: Time to first occurence of SOC: Gastrointestinal

disorders; PT: Dyspepsia

SOC: Gastrointestinal disorders
PT: Gastrooesophageal reflux disease
Time to first occurence
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Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 20: UE jeglichen Schweregrads: Time to first occurence of SOC: Gastrointestinal

disorders; PT: Gastrooesophageal reflux disease
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S0C: Gastrointestinal disorders

PT: Nausea
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Abbildung 21: UE jeglichen Schweregrads: Time to first occurence of SOC: Gastrointestinal
disorders; PT: Nausea

30C: Gastrointestinal disorders
PT: Vomiting
Time to first occurence
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Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 22: UE jeglichen Schweregrads: Time to first occurence of SOC: Gastrointestinal
disorders; PT: Vomiting
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S0C: General disorders and administration site conditions
PT: any

Time to first occurence

LIE jeglichen Schweregrads

Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 23: UE jeglichen Schweregrads: Time to first occurence of SOC: General

disorders and administration site conditions; PT: any

S0C: General disorders and administration site conditions
PT: Asthenia
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Abbildung 24: UE jeglichen Schweregrads: Time to first occurence of SOC: General

disorders and administration site conditions; PT: Asthenia
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S0C: General disorders and administration site conditions
PT: Fatigue

Time to first occurence

LIE jeglichen Schweregrads

Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 25: UE jeglichen Schweregrads: Time to first occurence of SOC: General
disorders and administration site conditions; PT: Fatigue

S0C: General disorders and administration site conditions
PT: Influenza like iliness
Time to first occurence
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Abbildung 26: UE jeglichen Schweregrads: Time to first occurence of SOC: General
disorders and administration site conditions; PT: Influenza like illness
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

S0C: General disorders and administration site conditions
PT: Malaise
Time to first occurence
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Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 27: UE jeglichen Schweregrads: Time to first occurence of SOC: General
disorders and administration site conditions; PT: Malaise

SOC: General disorders and administration site conditions
PT: Oedema peripheral
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Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 28: UE jeglichen Schweregrads: Time to first occurence of SOC: General
disorders and administration site conditions; PT: Oedema peripheral
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 20.12.2022

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

S0C: General disorders and administration site conditions
PT: Pain
Time to first occurence
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Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021

1.00-
s +

e
~
n

Treatment

Event-free survival
=]
n
]

=+ BSC/BScC cnly
= Lu-PSMA-817+BSC/BSoC only

o
i
o

0.00-
0 2 & 2 12 1 18 21 24 27 20 23
Time from Randomization (months)

Number of patients at risk

S 205 B 34 1% 10 6 3 1 1 1 0 0
@ 529 470 330 219 142 80 3 AT 8 3 1 0
o 3 6 é 1‘2 1"? 1‘8 EI1 24 27 'ZICI 33

Time from Randomization (months)

Abbildung 29: UE jeglichen Schweregrads: Time to first occurence of SOC: General
disorders and administration site conditions; PT: Pain

SOC: General disorders and administration site conditions
PT: Peripheral swelling
Time to first occurence

UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021

e S —
e -~

e
~
n

Treatment

Event-free survival
o
n
£

=+ BSC/BScC cnly
=+ Lu-PSMA-B17T+B5C/BSoC only

o
i
o

0.00-
0 3 g 2 1‘2 1‘5 1‘8 EI1 24 a7 20 22

Time from Randomization (months)

Number of patients at risk

S 205 B2 3 59 6 3 1 1 1 0 0
= 529 477 33 24 M 8 40 AT T 3 1 0
o 3 6 é 1‘2 1"? 1‘8 EI1 24 27 'ZICI 33

Time from Randomization (months)

Abbildung 30: UE jeglichen Schweregrads: Time to first occurence of SOC: General
disorders and administration site conditions; PT: Peripheral swelling
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

S0C: General disorders and administration site conditions
PT: Pyrexia
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Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 31: UE jeglichen Schweregrads: Time to first occurence of SOC: General

disorders and administration site conditions; PT: Pyrexia

S0C: Hepatobiliary disorders

PT: any

Time to first occurence
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Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 32: UE jeglichen Schweregrads: Time to first occurence of SOC: Hepatobiliary

disorders; PT: any
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

S0OC: Infections and infestations

PT: any
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Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 33: UE jeglichen Schweregrads: Time to first occurence of SOC: Infections and

infestations; PT: any

SOC: Infections and infestations
PT: Nasopharyngitis
Time to first occurence

UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 34: UE jeglichen Schweregrads: Time to first occurence of SOC: Infections and

infestations; PT: Nasopharyngitis
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

SOC: Infections and infestations
PT: Pneumonia
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 35: UE jeglichen Schweregrads: Time to first occurence of SOC: Infections and

infestations; PT: Pneumonia

SOC: Infections and infestations
PT: Sepsis
Time to first occurence

UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 36: UE jeglichen Schweregrads: Time to first occurence of SOC: Infections and

infestations; PT: Sepsis
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

SOC: Infections and infestations
PT: Upper respiratory tract infection
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 37: UE jeglichen Schweregrads: Time to first occurence of SOC: Infections and

infestations; PT: Upper respiratory tract infection

SOC: Infections and infestations
PT: Urinary tract infection
Time to first occurence

UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021

Event-free survival
o
n
£

o
i
o

Treatment

=+ BSC/BScC cnly

=+ Lu-PSMA-G17+BSC/BSoC only

0.00 -
0 3 8 9 12 15 18 21
Time from Randomization (months)

Number of patients at risk

=205 83 35 17 10 6 3 1
=529 456 312 208 134 80 3r 15

Treatment

0 2 6 g 12 15 18 21
Time from Randomization (months)

1 0 0
3 1 0
27 20 23

Abbildung 38: UE jeglichen Schweregrads: Time to first occurence of SOC: Infections and

infestations; PT: Urinary tract infection
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

SOC: Injury, poisoning and procedural complications
PT: any

Time to first occurence

LIE jeglichen Schweregrads

Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 39: UE jeglichen Schweregrads: Time to first occurence of SOC: Injury, poisoning

and procedural complications; PT: any

SOC: Injury, poisoning and procedural complications
PT: Contusion
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UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 40: UE jeglichen Schweregrads: Time to first occurence of SOC: Injury, poisoning

and procedural complications; PT: Contusion
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

SOC: Injury, poisoning and procedural complications
PT: Fall
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 41: UE jeglichen Schweregrads: Time to first occurence of SOC: Injury, poisoning

and procedural complications; PT: Fall

S0C: Investigations

PT: any

Time to first occurence

UE jeglichen Schweregrads

Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 42: UE jeglichen Schweregrads: Time to first occurence of SOC: Investigations;

PT: any
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

S0OC: Investigations
PT: Alanine aminotransferase increased
Time to first occurence

LIE jeglichen Schweregrads
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Abbildung 43: UE jeglichen Schweregrads: Time to first occurence of SOC: Investigations;

PT: Alanine aminotransferase increased

SOC: Investigations
PT: Aspartate aminotransferase increased
Time to first occurence
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Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 44: UE jeglichen Schweregrads: Time to first occurence of SOC: Investigations;

PT: Aspartate aminotransferase increased
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

S0OC: Investigations
PT: Blood alkaline phosphatase increased
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021

B e

Event-free survival
o o
n 5
] 2

o
i
o

Treatment

=+ BSC/BScC cnly

= Lu-PSMA-817+BSC/BSoC only

0.00-
0 2 & ] 12 15 18 21
Time from Randomization (months)

Number of patients at risk

=205 82 35 17 10 6 3 1
=529 472 338 227 181 a7 41 18

Treatment

0 2 6 g 12 15 18 21
Time from Randomization (months)

1 0 0
3 1 0
27 'ZICI 33

Abbildung 45: UE jeglichen Schweregrads: Time to first occurence of SOC: Investigations;

PT: Blood alkaline phosphatase increased

SOC: Investigations
PT: Blood creatinine increased
Time to first occurence

UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 46: UE jeglichen Schweregrads: Time to first occurence of SOC: Investigations;

PT: Blood creatinine increased
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

S0OC: Investigations
PT: Blood lactate dehydrogenase increased
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Abbildung 47: UE jeglichen Schweregrads: Time to first occurence of SOC: Investigations;

PT: Blood lactate dehydrogenase increased

SOC: Investigations
PT: Weight decreased
Time to first occurence
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Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 48: UE jeglichen Schweregrads: Time to first occurence of SOC: Investigations;

PT: Weight decreased
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

S0C: Metabolism and nutrition disorders

PT: any
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Abbildung 49: UE jeglichen Schweregrads: Time to first occurence of SOC: Metabolism and

nutrition disorders; PT: any
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Abbildung 50: UE jeglichen Schweregrads: Time to first occurence of SOC: Metabolism and

nutrition disorders; PT: Decreased appetite
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Stand: 20.12.2022

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

S0OC: Metabolism and nutrition disorders
PT: Dehydration
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Abbildung 51: UE jeglichen Schweregrads: Time to first occurence of SOC: Metabolism and

nutrition disorders; PT: Dehydration
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PT: Hypercalcaemia
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Abbildung 52: UE jeglichen Schweregrads: Time to first occurence of SOC: Metabolism and

nutrition disorders; PT: Hypercalcaemia
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SOC: Metabolism and nutrition disorders
PT: Hyperglycaemia
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Abbildung 53: UE jeglichen Schweregrads: Time to first occurence of SOC: Metabolism and

nutrition disorders; PT: Hyperglycaemia

SOC: Metabolism and nutrition disorders
PT: Hyperkalaemia
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Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021

BRI e o e

Event-free survival
o o
n o
£ 2

o
i
o

Treatment

=+ BSC/BScC cnly

=+ Lu-PSMA-G17+BSC/BSoC only

0.00 -
0 3 8 9 12 15 18 21
Time from Randomization (months)

Number of patients at risk

=205 81 34 17 10 6 3 1
=529 478 333 223 148 84 39 17

Treatment

0 2 6 g 12 15 18 21
Time from Randomization (months)

1 0 0
3 1 0
27 20 23

Abbildung 54: UE jeglichen Schweregrads: Time to first occurence of SOC: Metabolism and

nutrition disorders; PT: Hyperkalaemia
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

SOC: Metabolism and nutrition disorders
PT: Hypoalbuminaemia
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 55: UE jeglichen Schweregrads: Time to first occurence of SOC: Metabolism and

nutrition disorders; PT: Hypoalbuminaemia
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Abbildung 56: UE jeglichen Schweregrads: Time to first occurence of SOC: Metabolism and

nutrition disorders; PT: Hypocalcaemia
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

SOC: Metabolism and nutrition disorders
PT: Hypokalaemia
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 57: UE jeglichen Schweregrads: Time to first occurence of SOC: Metabolism and

nutrition disorders; PT: Hypokalaemia
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Abbildung 58: UE jeglichen Schweregrads: Time to first occurence of SOC: Metabolism and

nutrition disorders; PT: Hyponatraemia
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

S0C: Metabolism and nutrition disorders

PT: Hypophosphataemia

Time to first occurence

LIE jeglichen Schweregrads

Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 59: UE jeglichen Schweregrads: Time to first occurence of SOC: Metabolism and

nutrition disorders; PT: Hypophosphataemia
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Abbildung 60: UE jeglichen Schweregrads: Time to first occurence of SOC: Musculoskeletal

and connective tissue disorders; PT: any
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

S0C: Musculoskeletal and connective tissue disorders
PT: Arthralgia

Time to first occurence

LIE jeglichen Schweregrads

Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 61: UE jeglichen Schweregrads: Time to first occurence of SOC: Musculoskeletal

and connective tissue disorders; PT: Arthralgia
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Abbildung 62: UE jeglichen Schweregrads: Time to first occurence of SOC: Musculoskeletal

and connective tissue disorders; PT: Back pain
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

S0OC: Musculoskeletal and connective tissue disorders
PT: Bone pain
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 63: UE jeglichen Schweregrads: Time to first occurence of SOC: Musculoskeletal

and connective tissue disorders; PT: Bone pain
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Abbildung 64: UE jeglichen Schweregrads: Time to first occurence of SOC: Musculoskeletal

and connective tissue disorders; PT: Flank pain
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

S0OC: Musculoskeletal and connective tissue disorders
PT: Groin pain
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 65: UE jeglichen Schweregrads: Time to first occurence of SOC: Musculoskeletal

and connective tissue disorders; PT: Groin pain
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Abbildung 66: UE jeglichen Schweregrads: Time to first occurence of SOC: Musculoskeletal

and connective tissue disorders; PT: Muscle spasms
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

Abbildung 67

Abbildung 68

S0OC: Musculoskeletal and connective tissue disorders
PT: Muscular weakness
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

S0OC: Musculoskeletal and connective tissue disorders
PT: Myalgia
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 69: UE jeglichen Schweregrads: Time to first occurence of SOC: Musculoskeletal

and connective tissue disorders; PT: Myalgia
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Abbildung 70: UE jeglichen Schweregrads: Time to first occurence of SOC: Musculoskeletal

and connective tissue disorders; PT: Neck pain
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Abbildung 71

Abbildung 72

S0OC: Musculoskeletal and connective tissue disorders
PT: Pain in extremity
Time to first occurence
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Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 20.12.2022

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

S0C: Nervous system disorders
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Abbildung 73: UE jeglichen Schweregrads: Time to first occurence of SOC: Nervous system
disorders; PT: any
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Abbildung 74: UE jeglichen Schweregrads: Time to first occurence of SOC: Nervous system
disorders; PT: Dizziness
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

SOC: Nervous system disorders
PT: Dysgeusia
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 75: UE jeglichen Schweregrads: Time to first occurence of SOC: Nervous system

disorders; PT: Dysgeusia
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Abbildung 76: UE jeglichen Schweregrads: Time to first occurence of SOC: Nervous system

disorders; PT: Headache
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Stand: 20.12.2022

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

SOC: Nervous system disorders
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Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 77: UE jeglichen Schweregrads: Time to first occurence of SOC: Nervous system

disorders; PT: Hypoaesthesia
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Abbildung 78: UE jeglichen Schweregrads: Time to first occurence of SOC: Nervous system

disorders; PT: Paraesthesia
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

SOC: Nervous system disorders
PT: Peripheral sensory neuropathy
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 79: UE jeglichen Schweregrads: Time to first occurence of SOC: Nervous system

disorders; PT: Peripheral sensory neuropathy
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Abbildung 80: UE jeglichen Schweregrads: Time to first occurence of SOC: Nervous system

disorders; PT: Spinal cord compression

(*""Lu)Lutetiumvipivotidtetraxetan (Pluvicto®)

Seite 62 von 234



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

SOC: Nervous system disorders
PT: Taste disorder
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 81: UE jeglichen Schweregrads: Time to first occurence of SOC: Nervous system

disorders; PT: Taste disorder

SOC: Psychiatric disorders
PT: any
Time to first occurence
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Abbildung 82: UE jeglichen Schweregrads: Time to first occurence of SOC: Psychiatric

disorders; PT: any
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Stand: 20.12.2022

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

S0C: Psychiatric disorders
PT: Anxiety
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 83: UE jeglichen Schweregrads: Time to first occurence of SOC: Psychiatric

disorders; PT: Anxiety

S0C: Psychiatric disorders

PT: Confusional state

Time to first occurence
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Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 84: UE jeglichen Schweregrads: Time to first occurence of SOC: Psychiatric

disorders; PT: Confusional state
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

SOC: Psychiatric disorders
PT: Depression
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 85: UE jeglichen Schweregrads: Time to first occurence of SOC: Psychiatric

disorders; PT: Depression

SOC: Psychiatric disorders
PT: Insomnia
Time to first occurence

UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 86: UE jeglichen Schweregrads: Time to first occurence of SOC: Psychiatric

disorders; PT: Insomnia
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

S0OC: Renal and urinary disorders

PT: any

Time to first occurence

LIE jeglichen Schweregrads

Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021

1.00-

Event-free survival
o o
n 5
] 2

o
i
o

Treatment

=+ BSC/BScC cnly

= Lu-PSMA-817+BSC/BSoC only

0.00-
0 2 & ] 12 15 18 21
Time from Randomization (months)

Number of patients at risk

=205 72 29 18 9 6 3 1
=529 443 299 195 122 7 35 16

Treatment

0 2 6 g 12 15 18 21
Time from Randomization (months)

1 0 0
2 0 0
27 'ZICI 33

Abbildung 87: UE jeglichen Schweregrads: Time to first occurence of SOC: Renal and

urinary disorders; PT: any

SOC: Renal and urinary disorders
PT: Acute kidney injury
Time to first occurence

UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 88: UE jeglichen Schweregrads: Time to first occurence of SOC: Renal and

urinary disorders; PT: Acute kidney injury
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

SOC: Renal and urinary disorders
PT: Dysuria
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 89: UE jeglichen Schweregrads: Time to first occurence of SOC: Renal and

urinary disorders; PT: Dysuria

SOC: Renal and urinary disorders
PT: Haematuria
Time to first occurence
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Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 90: UE jeglichen Schweregrads: Time to first occurence of SOC: Renal and

urinary disorders; PT: Haematuria
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

S0OC: Renal and urinary disorders
PT: Urinary incontinence
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 91: UE jeglichen Schweregrads: Time to first occurence of SOC: Renal and

urinary disorders; PT: Urinary incontinence

SOC: Renal and urinary disorders
PT: Urinary retention
Time to first occurence

UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 92: UE jeglichen Schweregrads: Time to first occurence of SOC: Renal and

urinary disorders; PT: Urinary retention
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

SOC: Reproductive system and breast disorders
PT: any
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 93: UE jeglichen Schweregrads: Time to first occurence of SOC: Reproductive

system and breast disorders; PT: any

S0C: Respiratory, thoracic and mediastinal disorders
PT: any

Time to first occurence

UE jeglichen Schweregrads

Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 94: UE jeglichen Schweregrads: Time to first occurence of SOC: Respiratory,

thoracic and mediastinal disorders; PT: any
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Stand: 20.12.2022

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

S0C: Respiratory. thoracic and mediastinal disorders
PT: Cough
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 95: UE jeglichen Schweregrads: Time to first occurence of SOC: Respiratory,

thoracic and mediastinal disorders; PT: Cough

SOC: Respiratory, thoracic and mediastinal disorders
PT: Dyspnoea
Time to first occurence

UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 96: UE jeglichen Schweregrads: Time to first occurence of SOC: Respiratory,

thoracic and mediastinal disorders; PT: Dyspnoea
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

S0OC: Respiratory, thoracic and mediastinal disorders
PT: Dyspnoea exertional
Time to first occurence

LIE jeglichen Schweregrads

Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 97: UE jeglichen Schweregrads: Time to first occurence of SOC: Respiratory,
thoracic and mediastinal disorders; PT: Dyspnoea exertional

SOC: Respiratory, thoracic and mediastinal disorders
PT: Pulmonary embolism
Time to first occurence

UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 98: UE jeglichen Schweregrads: Time to first occurence of SOC: Respiratory,
thoracic and mediastinal disorders; PT: Pulmonary embolism
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SOC: Skin and subcutaneous tissue disorders
PT: any
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 99: UE jeglichen Schweregrads: Time to first occurence of SOC: Skin and

subcutaneous tissue disorders; PT: any

S0OC: Skin and subcutaneous tissue disorders
PT: Rash
Time to first occurence
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Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 100: UE jeglichen Schweregrads: Time to first occurence of SOC: Skin and

subcutaneous tissue disorders; PT: Rash
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SOC: Vascular disorders
PT: any
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Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 101: UE jeglichen Schweregrads: Time to first occurence of SOC: Vascular
disorders; PT: any

S0C: Vascular disorders
PT: Hot flush
Time to first occurence

UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021

1.00-
i + +

e
~
n

Treatment

Event-free survival
o
n
£

=+ BSC/BScC cnly
=+ Lu-PSMA-B17T+B5C/BSoC only

o
i
o

0.00-
0 3 g 2 1‘2 1‘5 1‘8 EI1 Elé a7 20 22

Time from Randomization (months)

Number of patients at risk

S 205 773 B 106 3 1 1 1 0 0
= 529 467 34 213 135 79 3% 5 T 2 1 0
o 3 6 é 1‘2 1"? 1‘8 EI1 Elﬁ 27 'ZICI 33

Time from Randomization (months)

Abbildung 102: UE jeglichen Schweregrads: Time to first occurence of SOC: Vascular
disorders; PT: Hot flush
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SOC: Vascular disorders
PT: Hypertension
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 103: UE jeglichen Schweregrads: Time to first occurence of SOC: Vascular

disorders; PT: Hypertension

SOC: Vascular disorders
PT: Hypotension
Time to first occurence

UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 104: UE jeglichen Schweregrads: Time to first occurence of SOC: Vascular

disorders; PT: Hypotension
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Anhang 4-H.1.2: Schwere UE (CTCAE-Grad >3)
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Abbildung 105: CTCAE-Grad >3: Time to first occurence of SOC: any; PT: any

S0C: Blood and Iymphatic system disorders

PT: any

Time to first occurence
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Analysis Set: FAS Safety Analysis Set, data cut-off: 27-Jan-2021
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Abbildung 106: CTCAE-Grad >3: Time to first occurence of SOC: Blood and lymphatic

system disorders; PT: any
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S0OC: Blood and lymphatic system disorders
PT: Anaemia
Time to first occurence
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Abbildung 107: CTCAE-Grad >3: Time to first occurence of SOC: Blood and lymphatic
system disorders; PT: Anaemia

SOC: Blood and lymphatic system disorders
PT: Leukopenia
Time to first occurence
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Abbildung 108: CTCAE-Grad >3: Time to first occurence of SOC: Blood and lymphatic
system disorders; PT: Leukopenia
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

SOC: Blood and lymphatic system disorders
PT: Lymphopenia
Time to first occurence
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1.00 - e = -+

e - +

e
~
n

Treatment

Event-free survival
=]
n
]

=+ BSC/BScC cnly
= Lu-PSMA-817+BSC/BSoC only

o
i
]

0.00-
0 3 g 2 1‘2 1‘? 1‘8 Eli Elé 27 a0 33

Time from Randomization (months)

Number of patients at risk

S 205 83 3% AT 10 6 3 1 1 1 0 0
@ 529 460 316 212 139 82 39 A7 8 3 1 0
o 3 L’: é 1‘2 1"? 1‘8 EI1 Elﬁ 27 30 33

Time from Randomization (months)

Abbildung 109: CTCAE-Grad >3: Time to first occurence of SOC: Blood and lymphatic
system disorders; PT: Lymphopenia

SOC: Blood and lymphatic system disorders
PT: Neutropenia
Time to first occurence

CTCAE-Grad 23
Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 110: CTCAE-Grad >3: Time to first occurence of SOC: Blood and lymphatic
system disorders; PT: Neutropenia
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

SOC: Blood and lymphatic system disorders
PT: Thrombocytopenia
Time to first occurence
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Abbildung 111: CTCAE-Grad >3: Time to first occurence of SOC: Blood and lymphatic
system disorders; PT: Thrombocytopenia

SOC: Cardiac disorders
PT: any
Time to first occurence
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Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 112: CTCAE-Grad >3: Time to first occurence of SOC: Cardiac disorders; PT: any
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

SOC: Gastrointestinal disorders
PT: any
Time to first occurence
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Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 113: CTCAE-Grad >3: Time to first occurence of SOC: Gastrointestinal disorders;
PT: any

SOC: General disorders and administration site conditions
PT: any
Time to first occurence
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Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 114: CTCAE-Grad >3: Time to first occurence of SOC: General disorders and
administration site conditions; PT: any
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

S0OC: General disorders and administration site conditions
PT: Fatigue
Time to first occurence
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Abbildung 115: CTCAE-Grad >3: Time to first occurence of SOC: General disorders and
administration site conditions; PT: Fatigue

SOC: Infections and infestations
PT: any
Time to first occurence

CTCAE-Grad 23
Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 116: CTCAE-Grad >3: Time to first occurence of SOC: Infections and
infestations; PT: any

(*""Lu)Lutetiumvipivotidtetraxetan (Pluvicto®) Seite 80 von 234



Dossier zur Nutzenbewertung — Modul 4 A Stand: 20.12.2022

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

SOC: Infections and infestations
PT: Sepsis
Time to first occurence
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Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 117: CTCAE-Grad >3: Time to first occurence of SOC: Infections and
infestations; PT: Sepsis

SOC: Infections and infestations
PT: Urinary tract infection
Time to first occurence
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Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 118: CTCAE-Grad >3: Time to first occurence of SOC: Infections and
infestations; PT: Urinary tract infection
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

SOC: Injury, poisoning and procedural complications
PT: any
Time to first occurence
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Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 119: CTCAE-Grad >3: Time to first occurence of SOC: Injury, poisoning and
procedural complications; PT: any

SOC: Investigations
PT: any
Time to first occurence
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Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 120: CTCAE-Grad >3: Time to first occurence of SOC: Investigations; PT: any
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

SOC: Metabolism and nutrition disorders
PT: any
Time to first occurence
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Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 121: CTCAE-Grad >3: Time to first occurence of SOC: Metabolism and nutrition
disorders; PT: any

SOC: Metabolism and nutrition disorders
PT: Decreased appetite
Time to first occurence
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Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 122: CTCAE-Grad >3: Time to first occurence of SOC: Metabolism and nutrition
disorders; PT: Decreased appetite

(*""Lu)Lutetiumvipivotidtetraxetan (Pluvicto®) Seite 83 von 234



Dossier zur Nutzenbewertung — Modul 4 A Stand: 20.12.2022

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

SOC: Musculoskeletal and connective tissue disorders
PT: any
Time to first occurence

CTCAE-Grad =3
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Abbildung 123: CTCAE-Grad >3: Time to first occurence of SOC: Musculoskeletal and
connective tissue disorders; PT: any

SOC: Musculoskeletal and connective tissue disorders
PT: Back pain
Time to first occurence
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Abbildung 124: CTCAE-Grad >3: Time to first occurence of SOC: Musculoskeletal and
connective tissue disorders; PT: Back pain
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

S0OC: Musculoskeletal and connective tissue disorders
PT: Bone pain
Time to first occurence
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Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 125: CTCAE-Grad >3: Time to first occurence of SOC: Musculoskeletal and
connective tissue disorders; PT: Bone pain

SOC: Nervous system disorders
PT: any
Time to first occurence
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1.00-
Ly - +

T —r " ' +

e
~
n

Treatment

Event-free survival
o
n
£

=+ BSC/BScC cnly
=+ Lu-PSMA-B17T+B5C/BSoC only

o
i
o

0.00-
0 3 g 2 1‘2 1‘5 1‘8 EI1 Elé a7 20 22

Time from Randomization (months)

Number of patients at risk

S 205 B2 32 AT 9 6 3 1 1 1 0 0
= 529 474 329 26 M7 8 3/ 6 T 3 1 0
o 3 6 é 1‘2 1"? 1‘8 EI1 Elﬁ 27 30 33

Time from Randomization (months)

Abbildung 126: CTCAE-Grad >3: Time to first occurence of SOC: Nervous system disorders;
PT: any
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

SOC: Nervous system disorders
PT: Spinal cord compression
Time to first occurence
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Abbildung 127: CTCAE-Grad >3: Time to first occurence of SOC: Nervous system disorders;
PT: Spinal cord compression

SOC: Renal and urinary disorders
PT: any
Time to first occurence
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Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 128: CTCAE-Grad >3: Time to first occurence of SOC: Renal and urinary
disorders; PT: any
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

SOC: Renal and urinary disorders
PT: Acute kidney injury
Time to first occurence
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Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 129: CTCAE-Grad >3: Time to first occurence of SOC: Renal and urinary
disorders; PT: Acute kidney injury

SOC: Renal and urinary disorders
PT: Haematuria
Time to first occurence
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Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 130: CTCAE-Grad >3: Time to first occurence of SOC: Renal and urinary
disorders; PT: Haematuria
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

SOC: Respiratory, thoracic and mediastinal disorders
PT: any
Time to first occurence
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Abbildung 131: CTCAE-Grad >3: Time to first occurence of SOC: Respiratory, thoracic and
mediastinal disorders; PT: any

SOC: Vascular disorders
PT: any
Time to first occurence
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Abbildung 132: CTCAE-Grad >3: Time to first occurence of SOC: Vascular disorders; PT:
any
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

SOC: Vascular disorders
PT: Hypertension
Time to first occurence
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Abbildung 133: CTCAE-Grad >3: Time to first occurence of SOC: Vascular disorders; PT:

Hypertension
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Anhang 4-H.1.3: Schwerwiegende UE
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Abbildung 134: Schwerwiegende UE: Time to first occurence of SOC: any; PT: any

SOC: Blood and lymphatic system disorders
PT: any
Time to first occurence
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Abbildung 135: Schwerwiegende UE: Time to first occurence of SOC: Blood and lymphatic
system disorders; PT: any
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S0OC: Blood and lymphatic system disorders
PT: Anaemia
Time to first occurence

Schwerwiegende UE
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 136: Schwerwiegende UE: Time to first occurence of SOC: Blood and lymphatic
system disorders; PT: Anaemia

SOC: Gastrointestinal disorders
PT: any
Time to first occurence
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Abbildung 137: Schwerwiegende UE: Time to first occurence of SOC: Gastrointestinal
disorders; PT: any
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S0C: General disorders and administration site conditions
PT: any
Time to first occurence
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Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021

1.00- -Ilﬁ|

e
~
n

Treatment

Event-free survival
=]
n
]

o
i
o

=+ BSC/BScC cnly

= Lu-PSMA-817+BSC/BSoC only

0.00-
0 3 & ;] 12 15 18 21 24
Time from Randomization (months)
Number of patients at risk

S = 205 83 3 6 9 6 3 1 1
@ 529 479 33 28 151 BT 41 18 8
o 3 6 é 1‘2 1"? 1‘8 EI1 Elﬁ

Time from Randomization (months)

Abbildung 138: Schwerwiegende UE: Time to first occurence of SOC:

administration site conditions; PT: any

SOC: Infections and infestations
PT: any
Time to first occurence
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Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 139: Schwerwiegende UE: Time to first occurence of SOC: Infections and

infestations; PT: any
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SOC: Infections and infestations
PT: Sepsis
Time to first occurence
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Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021

- e

Event-free survival
o o
n 5
] 2

o
i
o

Treatment
=+ BSC/BScC cnly

= Lu-PSMA-817+BSC/BSoC only

0.00-
0 2 & ] 12 15 18 21
Time from Randomization (months)

Number of patients at risk

=205 83 35 17 10 6 3 1
=529 481 339 229 180 85 40 18

Treatment

0 2 6 g 12 15 18 21
Time from Randomization (months)

1 0 0
3 1 0
27 'ZICI 33

Abbildung 140: Schwerwiegende UE: Time to first occurence of SOC: Infections and

infestations; PT: Sepsis

SOC: Infections and infestations
PT: Urinary tract infection
Time to first occurence
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Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 141: Schwerwiegende UE: Time to first occurence of SOC: Infections and

infestations; PT: Urinary tract infection
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SOC: Injury, poisoning and procedural complications
PT: any
Time to first occurence
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Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 142: Schwerwiegende UE: Time to first occurence of SOC: Injury, poisoning and
procedural complications; PT: any

SOC: Metabolism and nutrition disorders
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Time to first occurence
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Abbildung 143: Schwerwiegende UE: Time to first occurence of SOC: Metabolism and
nutrition disorders; PT: any
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SOC: Musculoskeletal and connective tissue disorders
PT: any
Time to first occurence
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Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 144: Schwerwiegende UE: Time to first occurence of SOC: Musculoskeletal and
connective tissue disorders; PT: any

SOC: Nervous system disorders
PT: any
Time to first occurence

Schwerwiegende UE
Analysis Set FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 145: Schwerwiegende UE: Time to first occurence of SOC: Nervous system
disorders; PT: any
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SOC: Nervous system disorders
PT: Spinal cord compression
Time to first occurence

Schwerwiegende UE
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 146: Schwerwiegende UE: Time to first occurence of SOC: Nervous system
disorders; PT: Spinal cord compression

SOC: Renal and urinary disorders
PT: any
Time to first occurence

Schwerwiegende UE
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Abbildung 147: Schwerwiegende UE: Time to first occurence of SOC: Renal and urinary
disorders; PT: any
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S0OC: Renal and urinary disorders
PT: Haematuria
Time to first occurence

Schwerwiegende UE
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 148: Schwerwiegende UE: Time to first occurence of SOC: Renal and urinary

disorders; PT: Haematuria

SOC: Respiratory, thoracic and mediastinal disorders
PT: any
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Abbildung 149: Schwerwiegende UE: Time to first occurence of SOC: Respiratory, thoracic

and mediastinal disorders; PT: any
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SOC: Vascular disorders
PT: any
Time to first occurence

Schwerwiegende UE
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 150: Schwerwiegende UE: Time to first occurence of SOC: Vascular disorders;
PT: any
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Anhang 4-H.2: Unerwiinschte Ereignisse von besonderem Interesse
Anhang 4-H.2.1: UE jeglichen Schweregrads

AESI: Dry mouth
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Abbildung 151: AESI jeglichen Schweregrads: Time to first occurence of AESI: Dry mouth

AESI: Fatigue
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Abbildung 152: AESI jeglichen Schweregrads: Time to first occurence of AESI: Fatigue
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AESI: Hepatotoxicity

Time to first occurence

AESI jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 153: AESI jeglichen Schweregrads: Time to first occurence of AESI:
Hepatotoxicity

AESI: Hypersensitivity
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Abbildung 154: AESI jeglichen Schweregrads: Time to first occurence of AESI:
Hypersensitivity
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AESI: Intracranial haemorrhage

Time to first occurence

AESI jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 155: AESI jeglichen Schweregrads: Time to first occurence of AESI: Intracranial
haemorrhage

AESI: Late renal toxicity
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Abbildung 156: AESI jeglichen Schweregrads: Time to first occurence of AESI: Late renal
toxicity
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AESI: Medication error

Time to first occurence

AESI jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 157: AESI jeglichen Schweregrads: Time to first occurence of AESI: Medication
error

AESI: Myelosuppression
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Abbildung 158: AESI jeglichen Schweregrads: Time to first occurence of AESI:
Myelosuppression
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AESI: Nausea and Vomiting
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Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021

1.00-

e
~
n

Treatment

Event-free survival
=]
n
]

=+ BSC/BScC cnly
= Lu-PSMA-817+BSC/BSoC only

o
i
o

0.00-
0 3 & ;] 12 15 18 21 24 27 30 33
Time from Randomization (months)
Number of patients at risk

S = 205 T2 12 8 5 2 1 1 1 0 0
@ 529 337 219 135 89 48 2 M 5 2 0 0
o 3 6 é 1‘2 1"? 1‘8 EI1 Elﬁ 27 30 33

Time from Randomization (months)

Abbildung 159: AESI jeglichen Schweregrads: Time to first occurence of AESI: Nausea and
Vomiting

AESI: QT prolongation
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Abbildung 160: AESI jeglichen Schweregrads: Time to first occurence of AESI: QT
prolongation
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AESI: Radiotoxicity including inadvertent exposure

Time to first occurence
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Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 161: AESI jeglichen Schweregrads: Time to first occurence of AESI:
Radiotoxicity including inadvertent exposure

AESI: Renal effects
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Abbildung 162: AESI jeglichen Schweregrads: Time to first occurence of AESI: Renal effects
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AESI: Reproductive toxicity
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Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 163: AESI jeglichen Schweregrads: Time to first occurence of AESI:
Reproductive toxicity

AESI: Second primary malignancies
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Abbildung 164: AESI jeglichen Schweregrads: Time to first occurence of AESI: Second
primary malignancies
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Anhang 4-H.2.2: Nicht-schwere UE (CTCAE-Grad 1-2)
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Abbildung 165: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: Dry mouth

AESI: Fatigue
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Abbildung 166: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: Fatigue
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Abbildung 167: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: Hepatotoxicity

AESI: Hypersensitivity
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Abbildung 168: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: Hypersensitivity
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AESI: Intracranial haemorrhage
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AESI (CTCAE-Grad 1-2)
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 169: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: Intracranial
haemorrhage

AESI: Late renal toxicity
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Abbildung 170: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: Late renal
toxicity
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AESI: Myelosuppression
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Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021
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Abbildung 171: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI:
Myelosuppression

AESI: Nausea and Vomiting
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Abbildung 172: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: Nausea and
Vomiting
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Abbildung 173: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: QT prolongation
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AESI: Radiotoxicity including inadvertent exposure
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Abbildung 174: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: Radiotoxicity

including

inadvertent exposure
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Abbildung 175: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: Renal effects
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Abbildung 176: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: Second primary
malignancies
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Anhang 4-H.2.3: Schwere UE (CTCAE-Grad >3)
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Abbildung 177: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Fatigue

AESI: Hepatotoxicity
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Abbildung 178: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Hepatotoxicity
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AESI: Hypersensitivity
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Abbildung 179: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Hypersensitivity

AESI: Intracranial haemorrhage
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Abbildung 180: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Intracranial

haemorrhage
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AESI: Late renal toxicity
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Abbildung 181: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Late renal
toxicity

AESI: Medication error
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Abbildung 182: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Medication error
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AESI: Myelosuppression
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Abbildung 183: AESI (CTCAE-Grad >3): Time to first occurence of AESI:
Myelosuppression

AESI: Nausea and Vomiting
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Abbildung 184: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Nausea and
Vomiting
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AESI: QT prolongation

Time to first occurence

AESI (CTCAE-Grad =3)
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021

1.00 - R e e e e S S

e
~
n

Treatment

Event-free survival
=]
n
]

=+ BSC/BScC cnly
= Lu-PSMA-817+BSC/BSoC only

o
i
o

0.00-
0 3 g é 1‘2 1‘? 1‘8 Eli Elé 27 a0 33

Time from Randomization (months)

Number of patients at risk

S 205 83 3% AT 10 6 3 1 1 1 0 0
@ 529 479 333 29 149 86 40 1T 8 3 1 0
o 3 6 é 1‘2 1"? 1‘8 EI1 Elﬁ 27 'ZICI 33

Time from Randomization (months)

Abbildung 185: AESI (CTCAE-Grad >3): Time to first occurence of AESI: QT prolongation

AESI: Radiotoxicity including inadvertent exposure
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Abbildung 186: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Radiotoxicity
including inadvertent exposure
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AESI: Renal effects
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AESI (CTCAE-Grad =3)
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Abbildung 187: AESI (CTCAE-Grad >3): Time to first occurence of AESI: R.

AESI: Reproductive toxicity
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Abbildung 188: AESI (CTCAE-Grad >3): Time to first occurence of AESI: R.
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AESI: Second primary malignancies
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Abbildung 189: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Second primary
malignancies
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Anhang 4-H.2.4: Schwerwiegende UE
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Abbildung 190: Schwerwiegende AESI: Time to first occurence of AESI: Fatigue

AESI: Hepatotoxicity
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Abbildung 191: Schwerwiegende AESI: Time to first occurence of AESI: Hepatotoxicity

(*""Lu)Lutetiumvipivotidtetraxetan (Pluvicto®) Seite 119 von 234



Dossier zur Nutzenbewertung — Modul 4 A Stand: 20.12.2022

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

1.00-

Event-free survival
o o
n 5
] 2

o
i
o

AESI: Hypersensitivity

Time to first occurence

Schwerwiegende AESI
Analysis Set: FAS Safety Analysis Set, data cut-off. 27-Jan-2021

B e e O e e +

Treatment
=+ BSC/BScC cnly
=+ Lu-FSMAE1T+ESC/BSOC only

0.00-

Treatment

0 3 g é 1‘2 1‘? 1‘8 Eli Elé 27 a0 33

Time from Randomization (months)
Number of patients at risk

205 8 3% 17T 10 6 3 1 1 1 0 0
£29 482 340 229 161 8T 41 18 8 3 1 0
o 3 6 é 1‘2 1"? 1‘8 EI1 Elﬁ 27 'ZICI 33

Time from Randomization (months)

Abbildung 192: Schwerwiegende AESI: Time to first occurence of AESI: Hypersensitivity
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Abbildung 193: Schwerwiegende AESI: Time to first occurence of AESI: Intracranial
haemorrhage
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Abbildung 194: Schwerwiegende AESI: Time to first occurence of AESI: Late renal toxicity
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Abbildung 195: Schwerwiegende AESI: Time to first occurence of AESI: Medication error
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Abbildung 196: Schwerwiegende AESI: Time to first occurence of AESI: Myelosuppression
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Abbildung 197: Schwerwiegende AESI: Time to first occurence of AESI: Nausea and

Vomiting
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Abbildung 198: Schwerwiegende AESI: Time to first occurence of AESI: QT prolongation
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Abbildung 199: Schwerwiegende AESI: Time to first occurence of AESI: Renal effects
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AESI: Reproductive toxicity
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Abbildung 200: Schwerwiegende AESI: Time to first occurence of AESI: Reproductive
toxicity
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Abbildung 201: Schwerwiegende AESI: Time to first occurence of AESI: Second primary
malignancies
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Anhang 4-H.3: Ergebnisse zum Datenschnitt vom 28. Juni 2021

Anhang 4-H.3.1: Gesamtraten UE
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Abbildung 202: UE jeglichen Schweregrads: Time to first occurence of SOC: any; PT: any
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Abbildung 203: CTCAE-Grad >3: Time to first occurence of SOC: any; PT: any
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Abbildung 204: Schwerwiegende UE: Time to first occurence of SOC: any; PT: any
(*""Lu)Lutetiumvipivotidtetraxetan (Pluvicto®) Seite 127 von 234



Dossier zur Nutzenbewertung — Modul 4 A Stand: 20.12.2022

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

SOC: any
PT: any
Time to first occurence

Abbruch beide
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021

Treatment

Event-free survival
=]
n
]

=+ BSC/BScC cnly
= Lu-PSMA-817+BSC/BSoC only

o
i
o

0.00-
0 2 & 2 12 1 18 21 24 27 20 23
Time from Randomization (months)

Number of patients at risk

S 205 B3 AT 10 6 3 1 1 1 0 0
@ 529 479 33 209 161 8T 41 18 8 3 1 0
o 3 6 é 1‘2 1"? 1‘8 EI1 24 27 'ZICI 33

Time from Randomization (months)

Abbildung 205: Abbruch beide: Time to first occurence of SOC: any; PT: any
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Abbildung 206: Abbruch mind. eine: Time to first occurence of SOC: any; PT: any
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Anhang 4-H.3.2: Gesamtraten UE ohne Beriicksichtigung der UE, die im Rahmen eines
symptomatischen skelettbezogenen Ereignisses auftraten
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Abbildung 207: UE jeglichen Schweregrads: Time to first occurence of SOC: any; PT: any
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Abbildung 209: Schwerwiegende UE: Time to first occurence of SOC: any; PT: any
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Anhang 4-H.3.3: Unerwiinschte Ereignisse von besonderem Interesse
Anhang 4-H.3.3.1: UE jeglichen Schweregrads

AESI: Dry mouth

Time to first occurence

AESI jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off: 28-Jun-2021
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Abbildung 210: AESI jeglichen Schweregrads: Time to first occurence of AESI: Dry mouth

AESI: Fatigue
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Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021

1.00-

e
~
n

T "~ - +

Treatment

Event-free survival
o
n
£

=+ BSC/BScC cnly
=+ Lu-PSMA-B17T+B5C/BSoC only

o
i
o

0.00-
0 3 g é 1‘2 1‘5 1‘8 EI1 Elé a7 20 22

Time from Randomization (months)

Number of patients at risk

S 205 88 24 138 5 3 1 1 1 0 0
= 529 32 202 126 8 43 2 12§ 3 1 0
o 3 6 é 1‘2 1"? 1‘8 EI1 Elﬁ 27 'ZICI 33

Time from Randomization (months)

Abbildung 211: AESI jeglichen Schweregrads: Time to first occurence of AESI: Fatigue
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AESI: Hepatotoxicity

Time to first occurence

AESI jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 212: AESI jeglichen Schweregrads: Time to first occurence of AESI:
Hepatotoxicity

AESI: Hypersensitivity
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AESI jeqglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 213: AESI jeglichen Schweregrads: Time to first occurence of AESI:
Hypersensitivity
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AESI: Intracranial haemorrhage

Time to first occurence

AESI jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 214: AESI jeglichen Schweregrads: Time to first occurence of AESI: Intracranial
haemorrhage

AESI: Late renal toxicity
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Abbildung 215: AESI jeglichen Schweregrads: Time to first occurence of AESI: Late renal
toxicity
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AESI: Medication errors

Time to first occurence

AESI jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 216: AESI jeglichen Schweregrads: Time to first occurence of AESI: Medication

errors
AESI: Myelosuppression
Time to first occurence
AESI jeqglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 217: AESI jeglichen Schweregrads: Time to first occurence of AESI:
Myelosuppression
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AESI: Nausea and Vomiting

Time to first occurence

AESI jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 218: AESI jeglichen Schweregrads: Time to first occurence of AESI: Nausea and
Vomiting

AESI: QT prolongation
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Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 219: AESI jeglichen Schweregrads: Time to first occurence of AESI: QT
prolongation
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AESI: Radiotoxicity including inadvertent exposure

Time to first occurence

AESI jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 220: AESI jeglichen Schweregrads: Time to first occurence of AESI:
Radiotoxicity including inadvertent exposure

AESI: Renal toxicity
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Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021

1.00- h

e
~
n

Treatment

Event-free survival
o
n
£

=+ BSC/BScC cnly
=+ Lu-PSMA-B17T+B5C/BSoC only

o
i
o

0.00-
0 3 g é 1‘2 1‘5 1‘8 EI1 Elé a7 20 22

Time from Randomization (months)

Number of patients at risk

S 205 813 AT 10 6 3 1 1 1 0 0
= 529 467 36 20 M2 79 I 5 T 2 0 0
o 3 6 é 1‘2 1"? 1‘8 EI1 Elﬁ 27 30 33

Time from Randomization (months)

Abbildung 221: AESI jeglichen Schweregrads: Time to first occurence of AESI: Renal
toxicity
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AESI: Reproductive toxicity

Time to first occurence

AESI jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 222: AESI jeglichen Schweregrads: Time to first occurence of AESI:
Reproductive toxicity

AESI: Second primary malignancies
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Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 223: AESI jeglichen Schweregrads: Time to first occurence of AESI: Second
primary malignancies
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Anhang 4-H.3.3.2: Nicht-schwere UE (CTCAE-Grad 1-2)

AESI: Dry mouth
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AESI (CTCAE-Grad 1-2)
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Abbildung 224: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: Dry mouth

AESI: Fatigue
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Abbildung 225: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: Fatigue
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AESI: Hepatotoxicity
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Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 226: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: Hepatotoxicity

AESI: Hypersensitivity
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Abbildung 227: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: Hypersensitivity
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AESI: Intracranial haemorrhage

Time to first occurence

AESI (CTCAE-Grad 1-2)
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 228: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: Intracranial
haemorrhage

AESI: Late renal toxicity

Time to first occurence

AESI (CTCAE-Grad 1-2)
Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021

LT e e
_—

e
~
n

Treatment

Event-free survival
o
n
£

=+ BSC/BScC cnly
=+ Lu-PSMA-B17T+B5C/BSoC only

o
i
o

0.00-
0 3 g é 1‘2 1‘5 1‘8 EI1 Elé a7 20 22

Time from Randomization (months)

Number of patients at risk

S = 205 83 3 AT 10 6 3 1 1 1 0 0
= 529 481 333 23 M6 B4 3B/ 16 8 3 1 0
o 3 6 é 1‘2 1"? 1‘8 EI1 Elﬁ 27 'ZICI 33

Time from Randomization (months)

Abbildung 229: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: Late renal
toxicity
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AESI: Myelosuppression

Time to first occurence

AESI (CTCAE-Grad 1-2)
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 230: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI:
Myelosuppression

AESI: Nausea and Vomiting
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Abbildung 231: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: Nausea and
Vomiting
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AESI: QT prolongation
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Abbildung 232: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: QT prolongation
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AESI: Radiotoxicity including inadvertent exposure
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Abbildung 233: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: Radiotoxicity

including

inadvertent exposure
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AESI: Renal toxicity

Time to first occurence

AESI (CTCAE-Grad 1-2)
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 234: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: Renal toxicity
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AESI: Second primary malignancies
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Abbildung 235: AESI (CTCAE-Grad 1-2): Time to first occurence of AESI: Second primary
malignancies
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

Anhang 4-H.3.3.3: Schwere UE (CTCAE-Grad >3)

AESI: Fatigue

Time to first occurence

AESI| (CTCAE-Grad 23)
Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021

1.00- w

Event-free survival
o o
n o
£ 2

o
i
o

Treatment
=+ BSC/BScC cnly

=+ Lu-PSMA-G17+BSC/BSoC only

0.00-

0 3 g 2 12 15 18 21

Time from Randomization (months)

Number of patients at risk

S 205 B3 AT 10 6 3 1
o= 529 471 333 21 M 82 39 18
o 3 6 é 1‘2 1"? 1‘8 EI1

Time from Randomization (months)

1 1 0
8 3 1
24 27 20

29

a3

Abbildung 236: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Fatigue

AESI: Hepatotoxicity
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Abbildung 237: AESI (CTCAE-Grad >3): Time to first occurence of AESI
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: Hepatotoxicity
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

AESI: Hypersensitivity
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Abbildung 238: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Hypersensitivity

AESI: Intracranial haemorrhage
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Abbildung 239: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Intracranial
haemorrhage
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AESI: Late renal toxicity
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Abbildung 240: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Late renal
toxicity

AESI: Medication errors
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Abbildung 241: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Medication errors
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

AESI: Myelosuppression

Time to first occurence

AESI (CTCAE-Grad =3)
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Abbildung 242: AESI (CTCAE-Grad >3): Time to first occurence of AESI:
Myelosuppression

AESI: Nausea and Vomiting
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Abbildung 243: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Nausea and
Vomiting
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

AESI: QT prolongation
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Abbildung 244: AESI (CTCAE-Grad >3): Time to first occurence of AESI: QT prolongation

AESI: Radiotoxicity including inadvertent exposure
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Abbildung 245: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Radiotoxicity
including inadvertent exposure
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

AESI: Renal toxicity
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Abbildung 246: AESI (CTCAE-Grad >3): Time to first occurence of AESI: R.

AESI: Reproductive toxicity
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Abbildung 247: AESI (CTCAE-Grad >3): Time to first occurence of AESI: R.
toxicity
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AESI: Second primary malignancies
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Abbildung 248: AESI (CTCAE-Grad >3): Time to first occurence of AESI: Second primary
malignancies

Treatment

(*""Lu)Lutetiumvipivotidtetraxetan (Pluvicto®) Seite 152 von 234
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Anhang 4-H.3.3.4: Schwerwiegende UE
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Abbildung 249: Schwerwiegende AESI: Time to first occurence of AESI: Fatigue

AESI: Hepatotoxicity
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Abbildung 250: Schwerwiegende AESI: Time to first occurence of AESI: Hepatotoxicity
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Abbildung 251: Schwerwiegende AESI: Time to first occurence of AESI: Hypersensitivity

1.00-

Event-free survival
o =
n o
3 7

=
ia
o

AESI: Intracranial haemorrhage

Time to first occurence

Schwerwiegende AESI
Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021

B e B s e o +

Treatment
=+ BSC/BScC only
= Lu-PSMA-B17+B5SC/BSoC only

0.00-

Treatment

0 3 8 5 12 15 18 21 24 27 20 a3

Time from Randomization (manths)

Number of patients at risk

205 8 3% 17T 10 6 3 1 1 1 0 0
29 480 340 229 181 8T 41 18 8 3 1 0
o 3 8 é 1IE 1‘? 1‘8 EI1 EI4 27 'ZICI 33

Time from Randomization (months)

Abbildung 252: Schwerwiegende AESI: Time to first occurence of AESI: Intracranial
haemorrhage
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Abbildung 253: Schwerwiegende AESI: Time to first occurence of AESI: Late renal toxicity
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Abbildung 254: Schwerwiegende AESI: Time to first occurence of AESI: Medication errors
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Abbildung 255: Schwerwiegende AESI: Time to first occurence of AESI: Myelosuppression
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Abbildung 256: Schwerwiegende AESI: Time to first occurence of AESI: Nausea and

Vomiting
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Abbildung 257: Schwerwiegende AESI: Time to first occurence of AESI: QT prolongation
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Abbildung 258: Schwerwiegende AESI: Time to first occurence of AESI: Renal toxicity
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AESI: Reproductive toxicity
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Abbildung 259: Schwerwiegende AESI: Time to first occurence of AESI: Reproductive
toxicity
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Abbildung 260: Schwerwiegende AESI: Time to first occurence of AESI: Second primary
malignancies
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Anhang 4-H.3.4: Unerwiinschte Ereignisse nach System Organ Class und Preferred
Term

Anhang 4-H.3.4.1: UE jeglichen Schweregrads
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Abbildung 261: UE jeglichen Schweregrads: Time to first occurence of SOC: any; PT: any

SOC: Blood and lymphatic system disorders
PT: any
Time to first occurence

UE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off: 28-Jun-2021
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Abbildung 262: UE jeglichen Schweregrads: Time to first occurence of SOC: Blood and
lymphatic system disorders; PT: any
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

S0OC: Blood and lymphatic system disorders
PT: Anaemia
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 263: UE jeglichen Schweregrads: Time to first occurence of SOC: Blood and

lymphatic system disorders; PT: Anaemia

S0C: Blood and lymphatic system disorders

PT: Leukopenia
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Abbildung 264: UE jeglichen Schweregrads: Time to first occurence of SOC: Blood and

lymphatic system disorders; PT: Leukopenia
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Stand: 20.12.2022

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

SOC: Blood and lymphatic system disorders
PT: Lymphopenia
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 265: UE jeglichen Schweregrads: Time to first occurence of SOC: Blood and

lymphatic system disorders; PT: Lymphopenia

SOC: Blood and lymphatic system disorders
PT: Neutropenia
Time to first occurence

UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 266: UE jeglichen Schweregrads: Time to first occurence of SOC: Blood and

lymphatic system disorders; PT: Neutropenia
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Stand: 20.12.2022

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

SOC: Blood and lymphatic system disorders
PT: Thrombocytopenia
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021

0.75-

Event-free survival
=]
n
]

o
i
o

1.00- ‘Iﬁ
- i N2 +

Treatment

=+ BSC/BScC cnly

= Lu-PSMA-817+BSC/BSoC only

0.00-
0 2 & ] 12 15 18 21
Time from Randomization (months)

Number of patients at risk

=205 79 35 17 10 6 3 1
=529 448 n 213 142 81 39 18

Treatment

0 2 6 g 12 15 18 21
Time from Randomization (months)

1 0 0
3 1 0
27 'ZICI 33

Abbildung 267: UE jeglichen Schweregrads: Time to first occurence of SOC: Blood and

lymphatic system disorders; PT: Thrombocytopenia

SOC: Cardiac disorders
PT: any
Time to first occurence

UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 268: UE jeglichen Schweregrads: Time to first occurence of SOC: Cardiac

disorders; PT: any
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Stand: 20.12.2022

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

SOC: Ear and labyrinth disorders
PT: any
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 269: UE jeglichen Schweregrads: Time to first occurence of SOC: Ear and

labyrinth disorders; PT: any

SOC: Ear and labyrinth disorders
PT: Vertigo
Time to first occurence

UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 270: UE jeglichen Schweregrads: Time to first occurence of SOC: Ear and

labyrinth disorders; PT: Vertigo
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 20.12.2022

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

SOC: Eye disorders
PT: any
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 271: UE jeglichen Schweregrads: Time to first occurence of SOC: Eye disorders;
PT: any

SOC: Eye disorders
PT: Dry eye
Time to first occurence

UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 272: UE jeglichen Schweregrads: Time to first occurence of SOC: Eye disorders;
PT: Dry eye

(*""Lu)Lutetiumvipivotidtetraxetan (Pluvicto®) Seite 164 von 234



Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

S0C: Gastrointestinal disorders

PT: any

Time to first occurence

LIE jeglichen Schweregrads

Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 273: UE jeglichen Schweregrads: Time to first occurence of SOC: Gastrointestinal

disorders; PT: any

S0C: Gastrointestinal disorders
PT: Abdominal pain
Time to first occurence

UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 274: UE jeglichen Schweregrads: Time to first occurence of SOC: Gastrointestinal

disorders; PT: Abdominal pain
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

SOC: Gastrointestinal disorders
PT: Abdominal pain upper
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 275: UE jeglichen Schweregrads: Time to first occurence of SOC: Gastrointestinal

disorders; PT: Abdominal pain upper

SOC: Gastrointestinal disorders
PT: Constipation
Time to first occurence

UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 276: UE jeglichen Schweregrads: Time to first occurence of SOC: Gastrointestinal

disorders; PT: Constipation
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

S0C: Gasfrointestinal disorders
PT: Diarrhoea
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 277: UE jeglichen Schweregrads: Time to first occurence of SOC: Gastrointestinal

disorders; PT: Diarrhoea

30C: Gastrointestinal disorders
PT: Dry mouth
Time to first occurence

UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 278: UE jeglichen Schweregrads: Time to first occurence of SOC: Gastrointestinal

disorders; PT: Dry mouth
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

SOC: Gastrointestinal disorders
PT: Dyspepsia
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 279: UE jeglichen Schweregrads: Time to first occurence of SOC: Gastrointestinal

disorders; PT: Dyspepsia

SOC: Gastrointestinal disorders
PT: Gastrooesophageal reflux disease
Time to first occurence

UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 280: UE jeglichen Schweregrads: Time to first occurence of SOC: Gastrointestinal

disorders; PT: Gastrooesophageal reflux disease
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Stand: 20.12.2022

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

S0C: Gastrointestinal disorders

PT: Nausea

Time to first occurence

LIE jeglichen Schweregrads

Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 281: UE jeglichen Schweregrads: Time to first occurence of SOC: Gastrointestinal

disorders; PT: Nausea

30C: Gastrointestinal disorders
PT: Vomiting
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Abbildung 282: UE jeglichen Schweregrads: Time to first occurence of SOC: Gastrointestinal

disorders; PT: Vomiting
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

S0C: General disorders and administration site conditions
PT: any
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Abbildung 283: UE jeglichen Schweregrads: Time to first occurence of SOC: General

disorders and administration site conditions; PT: any

S0C: General disorders and administration site conditions
PT: Asthenia
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Abbildung 284: UE jeglichen Schweregrads: Time to first occurence of SOC: General

disorders and administration site conditions; PT: Asthenia
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Stand: 20.12.2022

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

S0C: General disorders and administration site conditions
PT: Fatigue
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Abbildung 285: UE jeglichen Schweregrads: Time to first occurence of SOC: General
disorders and administration site conditions; PT: Fatigue

S0C: General disorders and administration site conditions
PT: Influenza like iliness
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Abbildung 286: UE jeglichen Schweregrads: Time to first occurence of SOC: General
disorders and administration site conditions; PT: Influenza like illness
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Stand: 20.12.2022

S0C: General disorders and administration site conditions
PT: Malaise
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Abbildung 287: UE jeglichen Schweregrads: Time to first occurence of SOC: General
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Abbildung 288: UE jeglichen Schweregrads: Time to first occurence of SOC: General
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

S0C: General disorders and administration site conditions
PT: Pain
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Abbildung 289: UE jeglichen Schweregrads: Time to first occurence of SOC: General

disorders and administration site conditions; PT: Pain
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PT: Peripheral swelling
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Abbildung 290: UE jeglichen Schweregrads: Time to first occurence of SOC: General
disorders and administration site conditions; PT: Peripheral swelling
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

S0C: General disorders and administration site conditions
PT: Pyrexia
Time to first occurence
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Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 291: UE jeglichen Schweregrads: Time to first occurence of SOC: General

disorders and administration site conditions; PT: Pyrexia
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Abbildung 292: UE jeglichen Schweregrads: Time to first occurence of SOC: Hepatobiliary

disorders; PT: any
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

S0OC: Infections and infestations
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Abbildung 293: UE jeglichen Schweregrads: Time to first occurence of SOC: Infections and

infestations; PT: any
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PT: Nasopharyngitis
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Abbildung 294: UE jeglichen Schweregrads: Time to first occurence of SOC: Infections and

infestations; PT: Nasopharyngitis
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

SOC: Infections and infestations
PT: Pneumonia
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 295: UE jeglichen Schweregrads: Time to first occurence of SOC: Infections and

infestations; PT: Pneumonia

SOC: Infections and infestations
PT: Sepsis
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Abbildung 296: UE jeglichen Schweregrads: Time to first occurence of SOC: Infections and

infestations; PT: Sepsis
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

SOC: Infections and infestations
PT: Upper respiratory tract infection
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 297: UE jeglichen Schweregrads: Time to first occurence of SOC: Infections and

infestations; PT: Upper respiratory tract infection

SOC: Infections and infestations
PT: Urinary tract infection
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Abbildung 298: UE jeglichen Schweregrads: Time to first occurence of SOC: Infections and

infestations; PT: Urinary tract infection
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

SOC: Injury, poisoning and procedural complications
PT: any

Time to first occurence

LIE jeglichen Schweregrads

Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 299: UE jeglichen Schweregrads: Time to first occurence of SOC: Injury,

poisoning and procedural complications; PT: any
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Abbildung 300: UE jeglichen Schweregrads: Time to first occurence of SOC: Injury,

poisoning and procedural complications; PT: Contusion
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

SOC: Injury, poisoning and procedural complications
PT: Fall
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LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 301: UE jeglichen Schweregrads: Time to first occurence of SOC: Injury,

poisoning and procedural complications; PT: Fall
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Abbildung 302: UE jeglichen Schweregrads: Time to first occurence of SOC: Investigations;

PT: any
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

S0OC: Investigations
PT: Alanine aminotransferase increased
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Abbildung 303: UE jeglichen Schweregrads: Time to first occurence of SOC: Investigations;

PT: Alanine aminotransferase increased

SOC: Investigations
PT: Aspartate aminotransferase increased
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Abbildung 304: UE jeglichen Schweregrads: Time to first occurence of SOC: Investigations;

PT: Aspartate aminotransferase increased
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

S0OC: Investigations
PT: Blood alkaline phosphatase increased
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Abbildung 305: UE jeglichen Schweregrads: Time to first occurence of SOC: Investigations;

PT: Blood alkaline phosphatase increased

SOC: Investigations
PT: Blood creatinine increased
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Abbildung 306: UE jeglichen Schweregrads: Time to first occurence of SOC: Investigations;

PT: Blood creatinine increased
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

S0OC: Investigations
PT: Blood lactate dehydrogenase increased
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Abbildung 307: UE jeglichen Schweregrads: Time to first occurence of SOC: Investigations;

PT: Blood lactate dehydrogenase increased

SOC: Investigations
PT: Weight decreased
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Abbildung 308: UE jeglichen Schweregrads: Time to first occurence of SOC: Investigations;

PT: Weight decreased
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

S0C: Metabolism and nutrition disorders

PT: any
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Abbildung 309: UE jeglichen Schweregrads: Time to first occurence of SOC: Metabolism and

nutrition disorders; PT: any
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Abbildung 310: UE jeglichen Schweregrads: Time to first occurence of SOC: Metabolism and

nutrition disorders; PT: Decreased appetite
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

S0OC: Metabolism and nutrition disorders
PT: Dehydration
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Abbildung 311: UE jeglichen Schweregrads: Time to first occurence of SOC: Metabolism and

nutrition disorders; PT: Dehydration
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Abbildung 312: UE jeglichen Schweregrads: Time to first occurence of SOC: Metabolism and

nutrition disorders; PT: Hypercalcaemia
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Stand: 20.12.2022

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

SOC: Metabolism and nutrition disorders
PT: Hyperglycaemia
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Abbildung 313: UE jeglichen Schweregrads: Time to first occurence of SOC: Metabolism and

nutrition disorders; PT: Hyperglycaemia
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Abbildung 314: UE jeglichen Schweregrads: Time to first occurence of SOC: Metabolism and

nutrition disorders; PT: Hyperkalaemia
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

SOC: Metabolism and nutrition disorders
PT: Hypoalbuminaemia
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Abbildung 315: UE jeglichen Schweregrads: Time to first occurence of SOC: Metabolism and

nutrition disorders; PT: Hypoalbuminaemia
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Abbildung 316: UE jeglichen Schweregrads: Time to first occurence of SOC: Metabolism and

nutrition disorders; PT: Hypocalcaemia
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

SOC: Metabolism and nutrition disorders
PT: Hypokalaemia
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 317: UE jeglichen Schweregrads: Time to first occurence of SOC: Metabolism and

nutrition disorders; PT: Hypokalaemia
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Abbildung 318: UE jeglichen Schweregrads: Time to first occurence of SOC: Metabolism and

nutrition disorders; PT: Hyponatraemia
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Stand: 20.12.2022

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

S0C: Metabolism and nutrition disorders

PT: Hypophosphataemia
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Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 319: UE jeglichen Schweregrads: Time to first occurence of SOC: Metabolism and

nutrition disorders; PT: Hypophosphataemia

S0OC: Musculoskeletal and connective tissue disorders
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Abbildung 320: UE jeglichen Schweregrads: Time to first occurence of SOC.:

Musculoskeletal and connective tissue disorders; PT: any
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Stand: 20.12.2022

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

S0C: Musculoskeletal and connective tissue disorders
PT: Arthralgia

Time to first occurence

LIE jeglichen Schweregrads

Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 321: UE jeglichen Schweregrads: Time to first occurence of SOC:
Musculoskeletal and connective tissue disorders; PT: Arthralgia
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Abbildung 322: UE jeglichen Schweregrads: Time to first occurence of SOC.:
Musculoskeletal and connective tissue disorders; PT: Back pain
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

S0OC: Musculoskeletal and connective tissue disorders
PT: Bone pain
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 323: UE jeglichen Schweregrads: Time to first occurence of SOC:
Musculoskeletal and connective tissue disorders; PT: Bone pain
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Abbildung 324: UE jeglichen Schweregrads: Time to first occurence of SOC.:
Musculoskeletal and connective tissue disorders; PT: Flank pain
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Stand: 20.12.2022

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

S0OC: Musculoskeletal and connective tissue disorders
PT: Groin pain
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 325: UE jeglichen Schweregrads: Time to first occurence of SOC:
Musculoskeletal and connective tissue disorders; PT: Groin pain
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UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021

1.00- -Ilh
i na +

Event-free survival
o o
n o
£ 2

o
i
o

Treatment

=+ BSC/BScC cnly

=+ Lu-PSMA-G17+BSC/BSoC only

0.00 -
0 3 8 9 12 15 18 21
Time from Randomization (months)

Number of patients at risk

=205 80 32 16 10 6 3 1
=529 473 328 219 142 81 38 18

Treatment

0 2 6 g 12 15 18 21
Time from Randomization (months)

1 0 0
3 1 0
27 20 23

Abbildung 326: UE jeglichen Schweregrads: Time to first occurence of SOC.:
Musculoskeletal and connective tissue disorders; PT: Muscle spasms
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

S0OC: Musculoskeletal and connective tissue disorders
PT: Muscular weakness
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 327: UE jeglichen Schweregrads: Time to first occurence of SOC:
Musculoskeletal and connective tissue disorders; PT: Muscular weakness
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PT: Musculoskeletal chest pain
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Abbildung 328: UE jeglichen Schweregrads: Time to first occurence of SOC:
Musculoskeletal and connective tissue disorders; PT: Musculoskeletal chest pain
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

S0OC: Musculoskeletal and connective tissue disorders
PT: Myalgia
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 329: UE jeglichen Schweregrads: Time to first occurence of SOC:
Musculoskeletal and connective tissue disorders; PT: Myalgia
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PT: Neck pain
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Abbildung 330: UE jeglichen Schweregrads: Time to first occurence of SOC.:
Musculoskeletal and connective tissue disorders; PT: Neck pain
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S0OC: Musculoskeletal and connective tissue disorders
PT: Pain in extremity
Time to first occurence
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Abbildung 331: UE jeglichen Schweregrads: Time to first occurence of SOC:

Musculoskeletal and connective tissue disorders; PT: Pain in extremity

SOC: Neoplasms benign, malignant and unspecified (incl cysts and polyps)
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Abbildung 332: UE jeglichen Schweregrads: Time to first occurence of SOC: Neoplasms
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

S0C: Nervous system disorders

PT: any
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Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 333: UE jeglichen Schweregrads: Time to first occurence of SOC: Nervous system

disorders; PT: any
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Abbildung 334: UE jeglichen Schweregrads: Time to first occurence of SOC: Nervous system

disorders; PT: Dizziness
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Stand: 20.12.2022

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

SOC: Nervous system disorders
PT: Dysgeusia
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 335: UE jeglichen Schweregrads: Time to first occurence of SOC: Nervous system

disorders; PT: Dysgeusia
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PT: Headache
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Abbildung 336: UE jeglichen Schweregrads: Time to first occurence of SOC: Nervous system

disorders; PT: Headache
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Stand: 20.12.2022

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

SOC: Nervous system disorders
PT: Hypoaesthesia
Time to first occurence
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Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 337: UE jeglichen Schweregrads: Time to first occurence of SOC: Nervous system

disorders; PT: Hypoaesthesia
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Abbildung 338: UE jeglichen Schweregrads: Time to first occurence of SOC: Nervous system

disorders; PT: Paraesthesia
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Stand: 20.12.2022

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

SOC: Nervous system disorders
PT: Peripheral sensory neuropathy
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 339: UE jeglichen Schweregrads: Time to first occurence of SOC: Nervous system

disorders; PT: Peripheral sensory neuropathy
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PT: Spinal cord compression
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Abbildung 340: UE jeglichen Schweregrads: Time to first occurence of SOC: Nervous system

disorders; PT: Spinal cord compression
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Stand: 20.12.2022

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

SOC: Nervous system disorders
PT: Taste disorder
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Abbildung 341: UE jeglichen Schweregrads: Time to first occurence of SOC: Nervous system

disorders; PT: Taste disorder
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PT: any
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Abbildung 342: UE jeglichen Schweregrads: Time to first occurence of SOC: Psychiatric

disorders; PT: any

(*""Lu)Lutetiumvipivotidtetraxetan (Pluvicto®)

Seite 199 von 234



Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

S0C: Psychiatric disorders
PT: Anxiety
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 343: UE jeglichen Schweregrads: Time to first occurence of SOC: Psychiatric

disorders; PT: Anxiety

S0C: Psychiatric disorders

PT: Confusional state

Time to first occurence
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Abbildung 344: UE jeglichen Schweregrads: Time to first occurence of SOC: Psychiatric

disorders; PT: Confusional state
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Stand: 20.12.2022

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

SOC: Psychiatric disorders
PT: Depression
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021

T T < T O e e
o
_ 075
m
=
I
3
]
@ 0.50
by
S Treatment
i

o
i
o

=+ BSC/BScC cnly

= Lu-PSMA-817+BSC/BSoC only

0.00-
0 2 & ] 12 15 18 21 24
Time from Randomization (months)

Number of patients at risk

S 205 82 3% AT 10 6 3 1 1
@ 529 475 335 24 4B 86 41 18 8
o 3 6 é 1‘2 1"? 1‘8 EI1 24

Time from Randomization (months)

1 0 0
3 1 0
27 'ZICI 33

Abbildung 345: UE jeglichen Schweregrads: Time to first occurence of SOC: Psychiatric

disorders; PT: Depression

S0C: Psychiatric disorders

PT: Insomnia

Time to first occurence

UE jeglichen Schweregrads

Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 346: UE jeglichen Schweregrads: Time to first occurence of SOC: Psychiatric

disorders; PT: Insomnia
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

S0OC: Renal and urinary disorders

PT: any

Time to first occurence

LIE jeglichen Schweregrads

Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 347: UE jeglichen Schweregrads: Time to first occurence of SOC: Renal and

urinary disorders; PT: any

SOC: Renal and urinary disorders
PT: Acute kidney injury
Time to first occurence

UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 348: UE jeglichen Schweregrads: Time to first occurence of SOC: Renal and

urinary disorders; PT: Acute kidney injury
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

SOC: Renal and urinary disorders
PT: Dysuria
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 349: UE jeglichen Schweregrads: Time to first occurence of SOC: Renal and

urinary disorders; PT: Dysuria

SOC: Renal and urinary disorders
PT: Haematuria
Time to first occurence

UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 350: UE jeglichen Schweregrads: Time to first occurence of SOC: Renal and

urinary disorders; PT: Haematuria
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Stand: 20.12.2022

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

S0OC: Renal and urinary disorders
PT: Urinary incontinence
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 351: UE jeglichen Schweregrads: Time to first occurence of SOC: Renal and

urinary disorders; PT: Urinary incontinence

SOC: Renal and urinary disorders
PT: Urinary retention
Time to first occurence

UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 352: UE jeglichen Schweregrads: Time to first occurence of SOC: Renal and

urinary disorders; PT: Urinary retention
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Stand: 20.12.2022

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

SOC: Reproductive system and breast disorders
PT: any
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 353: UE jeglichen Schweregrads: Time to first occurence of SOC: Reproductive

system and breast disorders; PT: any

S0C: Respiratory, thoracic and mediastinal disorders
PT: any

Time to first occurence

UE jeglichen Schweregrads

Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021

1.00-

e
~
n

Event-free survival
o
n
£

o
i
o

Treatment

=+ BSC/BScC cnly

=+ Lu-PSMA-G17+BSC/BSoC only

0.00 -
0 3 8 9 12 15 18 21
Time from Randomization (months)

Number of patients at risk

=205 72 29 14 8 6 3 1
=529 422 276 176 113 59 29 12

Treatment

0 2 6 g 12 15 18 21
Time from Randomization (months)

1 0 0
1 0 0
27 20 23

Abbildung 354: UE jeglichen Schweregrads: Time to first occurence of SOC: Respiratory,

thoracic and mediastinal disorders; PT: any
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Stand: 20.12.2022

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

S0C: Respiratory. thoracic and mediastinal disorders
PT: Cough
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 355: UE jeglichen Schweregrads: Time to first occurence of SOC: Respiratory,

thoracic and mediastinal disorders; PT: Cough

SOC: Respiratory, thoracic and mediastinal disorders
PT: Dyspnoea
Time to first occurence

UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021

Treatment

Event-free survival
o
n
£

o
i
o

=+ BSC/BScC cnly

=+ Lu-PSMA-G17+BSC/BSoC only

0.00-

0 3 g 2 12 15 18 21 24

Time from Randomization (months)

Number of patients at risk

S 205 77 3% 6 10 6 3 1 1
= 529 460 321 216 140 7T 3 T 8
o 3 6 é 1‘2 1"? 1‘8 EI1 24

Time from Randomization (months)

1 0 0
3 1 0
27 20 23

Abbildung 356: UE jeglichen Schweregrads: Time to first occurence of SOC: Respiratory,

thoracic and mediastinal disorders; PT: Dyspnoea
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

S0OC: Respiratory, thoracic and mediastinal disorders
PT: Dyspnoea exertional
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 357: UE jeglichen Schweregrads: Time to first occurence of SOC: Respiratory,
thoracic and mediastinal disorders; PT: Dyspnoea exertional

SOC: Respiratory, thoracic and mediastinal disorders
PT: Pulmonary embolism
Time to first occurence

UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 358: UE jeglichen Schweregrads: Time to first occurence of SOC: Respiratory,
thoracic and mediastinal disorders; PT: Pulmonary embolism
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

SOC: Skin and subcutaneous tissue disorders
PT: any
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 359: UE jeglichen Schweregrads: Time to first occurence of SOC: Skin and

subcutaneous tissue disorders; PT: any

S0OC: Skin and subcutaneous tissue disorders
PT: Rash
Time to first occurence

UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021

R
—_ .

Event-free survival
o o
n o
£ 2

o
i
o

Treatment

=+ BSC/BScC cnly

=+ Lu-PSMA-G17+BSC/BSoC only

0.00 -
0 3 8 9 12 15 18 21
Time from Randomization (months)

Number of patients at risk

=205 83 35 17 10 6 3 1
=529 474 N 223 146 83 39 18

Treatment

0 2 6 g 12 15 18 21
Time from Randomization (months)

1 0 0
3 1 0
27 20 23

Abbildung 360: UE jeglichen Schweregrads: Time to first occurence of SOC: Skin and

subcutaneous tissue disorders; PT: Rash
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

S0OC: Vascular disorders

PT: any

Time to first occurence

LIE jeglichen Schweregrads

Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 361: UE jeglichen Schweregrads: Time to first occurence of SOC: Vascular
disorders; PT: any

S0C: Vascular disorders
PT: Hot flush
Time to first occurence

UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 362: UE jeglichen Schweregrads: Time to first occurence of SOC: Vascular
disorders; PT: Hot flush
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SOC: Vascular disorders
PT: Hypertension
Time to first occurence

LIE jeglichen Schweregrads
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 363: UE jeglichen Schweregrads: Time to first occurence of SOC: Vascular

disorders; PT: Hypertension

SOC: Vascular disorders
PT: Hypotension
Time to first occurence

UE jeglichen Schweregrads
Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 364: UE jeglichen Schweregrads: Time to first occurence of SOC: Vascular

disorders; PT: Hypotension
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Anhang 4-H.3.4.2: Schwere UE (CTCAE-Grad >3)
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Abbildung 365: CTCAE-Grad >3: Time to first occurence of SOC: any; PT: any

S0C: Blood and Iymphatic system disorders

PT: any
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Abbildung 366: CTCAE-Grad >3: Time to first occurence of SOC: Blood and lymphatic

system disorders; PT: any
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S0OC: Blood and lymphatic system disorders
PT: Anaemia
Time to first occurence
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Abbildung 367: CTCAE-Grad >3: Time to first occurence of SOC: Blood and lymphatic
system disorders; PT: Anaemia

SOC: Blood and lymphatic system disorders
PT: Leukopenia
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CTCAE-Grad 23
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Abbildung 368: CTCAE-Grad >3: Time to first occurence of SOC: Blood and lymphatic
system disorders; PT: Leukopenia
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SOC: Blood and lymphatic system disorders
PT: Lymphopenia
Time to first occurence

CTCAE-Grad =3
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Abbildung 369: CTCAE-Grad >3: Time to first occurence of SOC: Blood and lymphatic
system disorders; PT: Lymphopenia

SOC: Blood and lymphatic system disorders
PT: Neutropenia
Time to first occurence
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Abbildung 370: CTCAE-Grad >3: Time to first occurence of SOC: Blood and lymphatic
system disorders; PT: Neutropenia
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 20.12.2022

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

SOC: Blood and lymphatic system disorders
PT: Thrombocytopenia
Time to first occurence

CTCAE-Grad =3
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 371: CTCAE-Grad >3: Time to first occurence of SOC: Blood and lymphatic
system disorders; PT: Thrombocytopenia

SOC: Cardiac disorders
PT: any
Time to first occurence
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Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 372: CTCAE-Grad >3: Time to first occurence of SOC: Cardiac disorders; PT: any
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

SOC: Gastrointestinal disorders
PT: any
Time to first occurence
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Abbildung 373: CTCAE-Grad >3: Time to first occurence of SOC: Gastrointestinal disorders;
PT: any

SOC: General disorders and administration site conditions
PT: any
Time to first occurence
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Abbildung 374: CTCAE-Grad >3: Time to first occurence of SOC: General disorders and
administration site conditions; PT: any
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 20.12.2022

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

S0OC: General disorders and administration site conditions
PT: Fatigue
Time to first occurence
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Abbildung 375: CTCAE-Grad >3: Time to first occurence of SOC: General disorders and
administration site conditions; PT: Fatigue

SOC: Infections and infestations
PT: any
Time to first occurence

CTCAE-Grad 23
Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021

1.00 -
et * +
+i H +

—0.75
m
=
P
3
E
S o050
=
a
S Treatment
i

=+ BSC/BScC cnly
=+ Lu-PSMA-B17T+B5C/BSoC only

o
i
o

0.00-
0 3 g 2 1‘2 1‘5 1‘8 EI1 Elé a7 20 22

Time from Randomization (months)

Number of patients at risk

S 205 82 3 AT 10 6 3 1 1 1 0 0
= 529 468 327 214 137 80 I AT T 3 1 0
o 3 6 é 1‘2 1"? 1‘8 EI1 Elﬁ 27 30 33

Time from Randomization (months)

Abbildung 376: CTCAE-Grad >3: Time to first occurence of SOC: Infections and
infestations; PT: any
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 20.12.2022

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

SOC: Infections and infestations
PT: Sepsis
Time to first occurence

CTCAE-Grad =3
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 377: CTCAE-Grad >3: Time to first occurence of SOC: Infections and
infestations; PT: Sepsis

SOC: Infections and infestations
PT: Urinary tract infection
Time to first occurence

CTCAE-Grad 23
Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 378: CTCAE-Grad >3: Time to first occurence of SOC: Infections and
infestations; PT: Urinary tract infection
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 20.12.2022

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

SOC: Injury, poisoning and procedural complications
PT: any
Time to first occurence

CTCAE-Grad =3
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 379: CTCAE-Grad >3: Time to first occurence of SOC: Injury, poisoning and

procedural complications; PT: any

SOC: Investigations
PT: any
Time to first occurence
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Abbildung 380: CTCAE-Grad >3: Time to first occurence of SOC: Investigations; PT: any
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

SOC: Metabolism and nutrition disorders
PT: any
Time to first occurence

CTCAE-Grad =3
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 381: CTCAE-Grad >3: Time to first occurence of SOC: Metabolism and nutrition
disorders; PT: any

SOC: Metabolism and nutrition disorders
PT: Decreased appetite
Time to first occurence
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Abbildung 382: CTCAE-Grad >3: Time to first occurence of SOC: Metabolism and nutrition
disorders; PT: Decreased appetite
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

S0OC: Musculoskeletal and connective tissue disorders
PT: any

Time to first occurence
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Abbildung 383: CTCAE-Grad >3: Time to first occurence of SOC: Musculoskeletal and
connective tissue disorders; PT: any

SOC: Musculoskeletal and connective tissue disorders
PT: Back pain
Time to first occurence

CTCAE-Grad 23
Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 384: CTCAE-Grad >3: Time to first occurence of SOC: Musculoskeletal and
connective tissue disorders; PT: Back pain
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

S0OC: Musculoskeletal and connective tissue disorders
PT: Bone pain
Time to first occurence
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Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 385: CTCAE-Grad >3: Time to first occurence of SOC: Musculoskeletal and
connective tissue disorders; PT: Bone pain

SOC: Nervous system disorders
PT: any
Time to first occurence

CTCAE-Grad 23
Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 386: CTCAE-Grad >3: Time to first occurence of SOC: Nervous system disorders;
PT: any
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

SOC: Nervous system disorders
PT: Spinal cord compression
Time to first occurence
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Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 387: CTCAE-Grad >3: Time to first occurence of SOC: Nervous system disorders;
PT: Spinal cord compression

SOC: Renal and urinary disorders
PT: any
Time to first occurence
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Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 388: CTCAE-Grad >3: Time to first occurence of SOC: Renal and urinary
disorders; PT: any
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

SOC: Renal and urinary disorders
PT: Acute kidney injury
Time to first occurence
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Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 389: CTCAE-Grad >3: Time to first occurence of SOC: Renal and urinary
disorders; PT: Acute kidney injury

SOC: Renal and urinary disorders
PT: Haematuria
Time to first occurence

CTCAE-Grad 23
Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 390: CTCAE-Grad >3: Time to first occurence of SOC: Renal and urinary
disorders; PT: Haematuria
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

SOC: Respiratory, thoracic and mediastinal disorders
PT: any
Time to first occurence
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1.00- M

e
~
n

Treatment

Event-free survival
=]
n
]

=+ BSC/BScC cnly
= Lu-PSMA-817+BSC/BSoC only

o
i
]

0.00-
0 3 g 2 1‘2 1‘? 1‘8 Eli Elé 27 a0 33

Time from Randomization (months)

Number of patients at risk

S 205 82 34 % 10 6 3 1 1 1 0 0
@ 529 469 331 25 148 83 39 T 9 3 1 0
o 3 L’: é 1‘2 1"? 1‘8 EI1 Elﬁ 27 30 33

Time from Randomization (months)

Abbildung 391: CTCAE-Grad >3: Time to first occurence of SOC: Respiratory, thoracic and
mediastinal disorders; PT: any

SOC: Vascular disorders
PT: any
Time to first occurence
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Abbildung 392: CTCAE-Grad >3: Time to first occurence of SOC: Vascular disorders; PT:
any

(*""Lu)Lutetiumvipivotidtetraxetan (Pluvicto®) Seite 224 von 234



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

SOC: Vascular disorders
PT: Hypertension
Time to first occurence

CTCAE-Grad =3
Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021

1.00- -Ilm-

Event-free survival
o o
n 5
] 2

o
i
o

i - +

Treatment
=+ BSC/BScC cnly

= Lu-PSMA-817+BSC/BSoC only

0.00-
0 2 & ] 12 15 18 21
Time from Randomization (months)

Number of patients at risk

=205 82 34 17 10 6 3 1
=529 475 333 222 149 85 40 18

Treatment

0 2 6 g 12 15 18 21
Time from Randomization (months)

Abbildung 393: CTCAE-Grad >3: Time to first occurence of SOC: Vascular disorders; PT:

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

Anhang 4-H.3.4.3: Schwerwiegende UE
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Abbildung 394: Schwerwiegende UE: Time to first occurence of SOC: any; PT: any

S0C: Blood and Iymphatic system disorders
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Time to first occurence

Schwerwiegende UE
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Abbildung 395: Schwerwiegende UE: Time to first occurence of SOC: Blood and lymphatic
system disorders; PT: any
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Analysis Set: FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 396: Schwerwiegende UE: Time to first occurence of SOC: Blood and lymphatic
system disorders; PT: Anaemia

SOC: Gastrointestinal disorders
PT: any
Time to first occurence

Schwerwiegende UE
Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 397: Schwerwiegende UE: Time to first occurence of SOC: Gastrointestinal
disorders; PT: any
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Abbildung 398: Schwerwiegende UE: Time to first occurence of SOC:

administration site conditions; PT: any

SOC: Infections and infestations
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Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 399: Schwerwiegende UE: Time to first occurence of SOC: Infections and

infestations; PT: any
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Abbildung 400: Schwerwiegende UE: Time to first occurence of SOC: Infections and

infestations; PT: Sepsis

SOC: Infections and infestations
PT: Urinary tract infection
Time to first occurence

Schwerwiegende UE
Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 401: Schwerwiegende UE: Time to first occurence of SOC: Infections and

infestations; PT: Urinary tract infection
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Abbildung 402: Schwerwiegende UE: Time to first occurence of SOC: Injury, poisoning and
procedural complications; PT: any

SOC: Metabolism and nutrition disorders
PT: any
Time to first occurence

Schwerwiegende UE
Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 403: Schwerwiegende UE: Time to first occurence of SOC: Metabolism and
nutrition disorders; PT: any
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Abbildung 404: Schwerwiegende UE: Time to first occurence of SOC: Musculoskeletal and

connective tissue disorders; PT: any

SOC: Musculoskeletal and connective tissue disorders
PT: Back pain
Time to first occurence

Schwerwiegende UE
Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021

100 "mmn—m-mmq—r

r

Event-free survival
o o
n o
£ 2

o
i
o

Treatment

Ny +

=+ BSC/BScC cnly

=+ Lu-PSMA-G17+BSC/BSoC only

0.00 -
0 3 8 9 12 15 18 21
Time from Randomization (months)

Number of patients at risk

=205 83 34 17 10 6 3 1
=529 480 339 229 180 87 42 19

Treatment

0 2 6 g 12 15 18 21
Time from Randomization (months)

1 0 0
3 1 0
27 20 23

Abbildung 405: Schwerwiegende UE: Time to first occurence of SOC: Musculoskeletal and

connective tissue disorders; PT: Back pain
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Abbildung 406: Schwerwiegende UE: Time to first occurence of SOC: Nervous system
disorders; PT: any

SOC: Nervous system disorders
PT: Spinal cord compression
Time to first occurence

Schwerwiegende UE
Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 407: Schwerwiegende UE: Time to first occurence of SOC: Nervous system
disorders; PT: Spinal cord compression
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Abbildung 408: Schwerwiegende UE: Time to first occurence of SOC: Renal and urinary
disorders; PT: any

SOC: Renal and urinary disorders
PT: Haematuria
Time to first occurence
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Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021

B i o e evm—— —
— = -~

e
~
n

Treatment

Event-free survival
o
n
£

=+ BSC/BScC cnly
=+ Lu-PSMA-B17T+B5C/BSoC only

o
i
o

0.00-
0 3 g 2 1‘2 1‘5 1‘8 EI1 Elé a7 20 22

Time from Randomization (months)

Number of patients at risk

S e 205 83 3 AT 10 6 3 1 1 1 0 0
= 529 478 33 26 150 8T 41 18 8 3 1 0
o 3 6 é 1‘2 1"? 1‘8 EI1 Elﬁ 27 'ZICI 33

Time from Randomization (months)

Abbildung 409: Schwerwiegende UE: Time to first occurence of SOC: Renal and urinary
disorders; PT: Haematuria
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Abbildung 410: Schwerwiegende UE: Time to first occurence of SOC: Respiratory, thoracic

and mediastinal disorders; PT: any

SOC: Vascular disorders
PT: any
Time to first occurence
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Analysis Set FAS Safety Analysis Set, data cut-off. 28-Jun-2021
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Abbildung 411: Schwerwiegende UE: Time to first occurence of SOC: Vascular disorders;

PT: any
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