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Androjen Baskilama Tedavisi(ADT)
[ Cerrahi Kastrasyon(Bilateral orisektomi)

J Medikal Kastrasyon
v" LHRH analoglari, LHRH antagonistler
v Total androjen blokaji( Antiandrojenlerin eklenmesi)

O Uygulama secenekleri
v' Continue androjen baskilanmasi
v’ Intermittan androjen baskilanmasi



Kastrasyona Duyarli Metastatik
Prostat Kanseri Tedavisi

e Charles Brenton Huggins(1901-1997)

e 1927’de Chicago Universitesinde Uroloji

kliniginde akademik kadro aldi

 Kopeklerde yaptigi deneylerle, prostat

hiicrelerinin bliyiimesinde testosteron

hormonuna bagiml oldugunu tespit etti

* Prostat kanseri olanlarda orisektomi ile tiimoriin
kugllduguni belirledi.

 Bu ¢alismalariyla 1966 Nobel 6diilii aldi

 Dr. Andrew V. Schally LHRH analogu kesfi ile
1977 Nobel odiilu aliyor
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Historical Perspective: Androgens &
Prostate Cancer

Studies on Prostatic Cancer

I. The Effect of Castration, of Estrogen and of Androgen
Injection on Serum Phosphatases in Metastatic
Carcinoma of the Prostate*

Charles Huggins, M.D., and Clarence V. Hodges, M.D.

(From the Department of Surgery, the University of Chicago, Chicago, Ulinois)

C. Huggins Cancer Res 1941;1:293-29
1966 Nobel Prize

« Seminal Observation: PCa is an androgen driven/dependent disease &

surgical or medical castration can induce significant regressions of PC.
— Role of acid phosphatase as a biomarker

« >90% of patients initially respond to androgen deprivation therapy (ADT),

however, most will progress to castration resistance with a median survival of
about 4 years.
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Phase 3 HERO Trial: Relugolix vs. Leuprolide

HERO
Phase 3 HERO Study Design

* A multinational phase 3 randomized, open-label, parallel group study to evaluate
the safety and efficacy of relugolix in men with advanced prostate cancer

* Primary Endpoint: Sustained castration through 48 weeks (< 50 ng/dL)

Relugolix

360 mg Loading Dose on Day 1

Men with 120 mg O;Ja_-l-lz Zcznce Daily Primary

Advanced 2:1 Endpoint
Prostate Cancer Week 48

N =934 Leuprolide Acetate Secondary

22.5* mg SC Injection Every 3 Months Endpoints
N =310 Castration D4, D15
Profound Castration D15

*11.25 mg in Japan and Taiwan "Fss‘:";:s:::::k"z‘:

Testosterone
- Recovery
N =184

SC, subcutaneous; D, day

Shore, et al. NEJM, 2020
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Phase 3 HERO Trial: Relugolix vs. Leuprolide

Primary Endpoint — Sustained Castration e
Key Secondary Endpoint — Noninferiority to Leuprolide

100 -

__ Primary Endpoint Success Criterion:
Relugolix lower bound of 95% Cl = 90%
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(P < 0.0001)
7.9%
4 | (4.1%; 11.8%)

o
o
1

H
o
1

Superiority
Threshold

]
v
R
T
o
v
w
c
o
a
w
0
o

N
o
1

Noninferiority

o

Relugolix ' Leuprolide

Shore, et al. NEJM, 2020
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Phase 3 HERO Trial: Relugolix vs. Leuprolide

B Mean Testosterone Level among All Patients

Relugolix (N=622) —e— Leuprolide (N=308)
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Shore, et al. NEJM, 2020
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Phase 3 HERO Trial: Relugolix vs. Leuprolide

Cumulative Incidence of MACE
at End of Wk 48 (95% Cl)
percent

Leuprolide 5.6 (3.5-8.9)
Relugolix 2.8 (1.8-4.5)

Hazard ratio with relugolix, 0.46 (95% Cl, 0.24-0.88)

Leuprolide
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Relugolix

T T T T T T T T 1
16 20 24 28 32 36 40 44 48
Weeks

No. at Risk

Leuprolide 308 305 303 298 298 293 292 288 281 279 278 269 259
Relugolix 622 621 616 610 605 596 595 588 582 575 563 559 538

Shore, et al. NEJM, 2020




Tedavi Kararinda Etkili Faktorler

Hastalikla iligkili
Faktorler

1- Yiiksek voliim/Dusuk
volim

2- De nova/metakron
metastaz

3-Metastaz bolgesi
4-Gleason skoru

5-Primer tumarin genetik
profil

Klinik Faktorler

1-Semptomatik olmasi
2-ECOG PS
3-Ek hastaliklar

4-Baska hastaliklar icin
aldigi tedaviler

5-Hastalik icin daha 6nce
aldigi tedaviler

Baslanacak tedavi
ile ilgili faktorler

1-Uygulama sekli

2-Etki etme mekanizmasi
3- Yan etkileri

4-ilac etkilesimi

5-Tedavi maliyeti




Tedavi kararinda etkili faktorler

Clinical Factors to Consider

Abiraterone Docetaxel AR Antagonists
N
| | Hypertension [ | Performance status | Fatigue/Falls
| | Edema | | Fatigue Rash

Hypokalemia Edema | Hypothyroidism
[ | Liver dysfunction | | Peripheral neuropathy | Drug-Drug Interactions
[ ] Concurrent prednisone [ ] Cytopenias

[ ] Hair loss

GNRH Antagonists

|| Obstructive urination
| | Cord compression

Mitigate CV risk

© National Comprehensive Cancer Network, Inc. 2023, All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form or
by any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.
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De Novo mHNPC is associated with a worse prognosis

120 Median OS

100 92 4 Bl Low volume
% 50 B High volume
£ 51.6 55.2
3 43.2
% 40
S

0
De novo M1 Prior local therapy

Retrospective analysis of 436 consecutive patients with M1 HSPC treated with ADT

between 1990 and 2013 at the Dana-Farber Institute
angress Francini E, et al. The Préétate 201.8.;78:8.89-95.
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Metastatic HSPC Trials — Clinical Risk Groups

ADT +
“(NSAA)

PRIMARY

ENDPOINT, OS 0.72 0.81 0.66 0.61 0.67 0.65
HR (95%, Cl) (0.59-0.89) (0.69-0.95) (0.56-0.78) (0.49-0.75) (0.52-0.86) (0.53-0.79)

Can clinical prognostic factors help guide treatment selection?

Denovo,
Low Volume

MN,

High Volume

: ; (rare) .
OS (median) OS (median) BEST OS (median)

Denovo = new diagnosis/untreated 1 . .
MN = metachronous diagnosis/previously treated Modified from :Francini et al, Prostate, 2018; Gravis et al, Eur Urol, 2018

ASCO Genitourinary
Cancers Symposium

#GU22 presented By: Dana Rathkopf, MD ASCO P —

CLINICAL ONCOLOGY
Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse. KNOWLEDGE CONQUERS CANCER
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CHAARTED: ADT +/- Docetaxel in mHSPC

Hazard ratio for death with ADT+docetaxel,
0.61 (95% Cl, 0.47—0.80) P=0.001

so (rmedian Svarai sarvan 57.6 mo) (N = 790, Median follow-up 53.7m )

60

A All Patients
100

- Long-Term Follow-up: High-Volume vs Low-Volume Disease
40 (rncdia: :-:':ull
survival, 44.0 mo)

Patients Surviving (%)

20

1 High-Volume Disease Low-Volume Disease
No. at Risk Mot
AoTuene ™ 330 3% 1@ BB : i

o
L

e ADT plus docetaxel . < m ADT plus docetaxel
ADT alone ADT alone
mOS, Mos

ADT + docetaxel 51.2
ADT alone 34.4

HR: 0.83 (95% CI: 0.50-
0.79; P <.001)

B Patients with High-Volume Disease

100 Hazard ratio for death with ADT +docetaxel,
0.60 (95%¢ Cl, 0.45-0.81) P=0.001

80 ADT +docetaxel

(median overall survival, 49.2 mo)

60

o
o
1

40
ADT alone
median overall
20 survival, 32.2 mo)

=
2
=
=
-
:
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=
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mOS§, Mos

ADT + docetaxel 63.5
ADT alone NR

HR: 1.04 (95% CI. 0.70-
1.55; P= 86)

1 T T v v v
o 12 24 36 48 60
Months

o
o
L

No. at Risk
ADT +docetaxel 263 213 123 56 31
ADT alene 250 193 92 40 14

Survival (proportion)
Survival (proportion)

K
3

o
o
L

€ Patients with Low-Volume Disease

100 ADT+docetaxel T T T T T T T T T T T T T T T T T

ST S el 12 24 36 48 60 72 84 96 108 12 24 36 48 60 72 84 9 108
Time (months) Time (months)

80

60—

40

Patients Surviving (%)

Hazard ratio for death with ADT +docetaxel, Kyriakopoulos CE, et al. J Clin Oncol. 2018
20 0.60 (9526 CI, 0.32—1.13) P=0.11

T T ™ T
12 24 36 a8
Months

No. at Risk

ADT +docetaxel
ADT alane

4 120 66 33

13
143 125 76 31

Sweeney CJ et al. NEJM 2015

Yiiksek volimlii hastaligi olanlar; viseral organ metastazi olan yada 24 kemik lezyonu
olan ve en az 21 vertebra, pelvis disi kemiklerde metastaz olmali
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LATITUDE: ADT + Abiraterone/Prednisone or Placebo in
Newly Diagnosed High-Risk mHSPC

A Overall Survival

Abiraterone

Overall Survival (%)

Hazard ratio, 0.62 (95%6 Cl, 0.51—0.76)
P<0.001

T T T T
[ 12 18 24
Months
No. at Risk

Abiraterone 597 565 529 479 388
Placebo 602 564 504 432 332

B Radiographic Progression-free Survival

Placebo

Progression-free Survival (%)

Hazard ratio, 0.47 (959 Cl, 0.39-0.55)
P=0.001

4 8 12 16 20 24
Months
No. at Risk

Abiraterone 597 533 464 400 353 316 251 177 102
Placebo 602 488 367 289 214 168 127 81 41

OS rate at 3 years:
ADT + AA + P: 66%
ADT + placebos: 49%

Fizazi et al. NEJM 2017

En az 22 kotii risk grubuna sahip hastalar dahil edilmis; Gleason skoru28, 32 fazla kemik metastazi, Viseral metastaz

Median treatment exposure:
ADT + AAP: 25.8 months.
ADT + PBO: 14.4 months ADT + AAP, 53.3 months

No. of events:
ADT + AAP: 275 (46%)
ADT + PBO: 343 (57%)

HR 0.66, 95% C 0.56-0.78;
p <0.0001

T T
30 36

No. at risk Months

Median follow-up of 51.8 months
34% reduction in risk of death
Median OS was significantly longer for abiraterone +

ADT vs placebo + ADT

— 53.3 months vs 36.5 months
— HR = 0.66; p < 0.0001

Fizazi K et al. Lancet Oncol 2019;20(5):686-700

Dislama kriterleri; Daha dnce cerrahi, Radyoterapi ,Kemoterapi

Metastatik hastaliga baglh semptomu olanlarda RT ve Cerrahiye izin verilmis
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ERSESMD™“™  STAMPEDE: OS by risk group (LATITUDE)

Low risk High risk

Proportion surviving
b

2l HR 0.54 (0.43-0.69)

)| HR 0.55 (0.41-0.76)

p=0.00001 P<0.00001
| 0.00-
T T T T T T
0 1 2 3 4 5 6 7 8 0 1 2 3 Kl 6 7 8
0C soc
At-risk 222 213 191 165 146 100 62 29 1 Atrisk 232 206 152 106 73 56 28 6 0
Censored 0 2 3 4 5 14 50 77 101 Censored 0 2 5 5 6 13 33 51 54
0 7 28 53 " 99 10 16 120 Died 0 24 75 121 153 163 17 175 178
SOC+AAP SOC+AAP
Atnsk 214 1 192 172 161 149 95 N 5 Atrisk 241 21 191 154 124 m 66 19 1
Censored 0 0 2 5 5 6 44 106 132 Consored 0 2 2 3 5 9 39 79 05
Died 0 3 20 37 48 59 75 7 7 Died 0 18 48 84 12 121 136 143 145
HR 0.66 (0.44-0.98) HR 0.54 (0.41-0.70)

p=0.041 P<0.001
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EEEESMD " STAMPEDE: OS by disease burden (CHAARTED)

Low volume High volume

Proportion surviving
o
3

8 HR 0.59 (0.47-0.74)

HR 0.53 (0.38-0.74)

p p 0.00
T T T T T | [ T T T T T T
0 1 2 3 4 5 6 7 8 0 1 2 3 4 5 6 7 8
socC socC

Atrisk 106 190 172 145 126 95 54 24 1 At-risk 266 228 170 126 93 70 36 1" 0
Censored 0 2 4 5 6 14 46 72 02 Censored 0 2 4 A 5 13 37 56 63
Died 0 4 20 46 64 87 96 100 103 Diod 0 26 82 126 158 173 183 189 193

SOC+AAP SOC+AAP

Al-risk 206 203 189 168 156 144 92 29 5 Alisk 243 224 189 153 124 m 66 20 1
Censored 0 1 2 3 3 5 a7 108 132 Censored 0 1 2 5 7 10 35 74 01
Died 0 2 15 35 a7 57 67 69 69 Died 0 18 52 85 12 122 142 149 151
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Final Overall Survival (OS) Analyses: Enzalutamide for Metastatic
Hormone-Sensitive Prostate Cancer

Overall Survival
—

* Median follow-up of 68.0 months

* 30% reduction in risk of death

* Median OS was significantly longer

: : for enzalutamide + TS versus
testosterone : D standard NSAA + TS

suppression (TS) ol - : - Not reached vs 73.2 months

Monthe - HR=0.70; p <0.0001

ENZAMET!
Enzalutamide +

HR: 0.70 (95% CI:0.58 to 0.84)
P<.0001

2%

% Event-Free

Number at risk

531

Median follow-up of 44.6 months
34% reduction in risk of death

) Median OS was not reached for
enzalutamide plus ADT, but was 47.7
. months (95% Cl, 43.3 to not
Number of patients Censored (%) Event (%) Median 95%CI ' evaluable) for placebo pIUS ADT.

- ENZA + ADT 420 (73.2) 154(26.8) NE NE, NE

PBO + ADT 576 376(649)  202(351)  NE  49.74, NE L] - HR - 0_66; p< 0_001

| Stratified log-rank test: <0.0001
HR (95% CI):0.66 (0.53,0.81)

ARCHES?
Enzalutamide + ADT

Proportion of patients alive (%)

6 12 13 2 30 36

Time (months)

1. Davis ID et al. ASCO 2022;Abstract LBA5004; 2. Armstrong Al et al. J Clin Oncol 2022;40(15):1616-22.
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Overall survival: volume, M1 timing, docetaxel

% Event-Free

=+ Group=M1HV ENZA
~Group=M1HV ENZA+DOC
=+ Group=M1HV NSAA

% Event-Free

=+ Group=M1LV ENZA
Group=M1LV ENZA+DOC

~+Group=M1LV NSAA
Group=M1LV NSAA+DOC

Synchronous

Group=M1HV NSAA+DOC
) 3 12 18

Number at risk

% Event-Free

== Group=MOHV ENZA
Group=MOHV ENZA+DOC

=+~ Group=MOHV NSAA
Group=MOHV NSAA+DOC

Synchronous HV

24 30 a2 48 60 66 72

36
Months

% Event-Free

Metachronous H

0 [ 2 18

Number at risk

~+Group=MOLV ENZA
Group=MOLV ENZA+DOC

=+ Group=MOLV NSAA
Group=MOLV NSAA+DOC

30 3 42 48 54 60 66
Months

Metachronous LV

0 [ 12 18

Number at risk

2022 ASCO

ANNUAL MEETING

24 30 3% 42 48 54 60 66 72
Months

PRESENTED BY:
lan D Davis

[} 6 12 18

Number at risk

@Prof_lanD

#ENZAMET

3% 42 48 54 60 66 72
Months

Content of this presentation is the property of the
author, licensed by ASCO. Permission required for reuse.

Abstract LBA5004

Enzalutamide
Enzalutamide + docetaxel
NSAA

NSAA + docetaxel

HV: high volume. LV: low volume

" AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER

22
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Enzalutamide

Vol by docetaxel

Low Vol, docetaxel 0.51(0.35t0
41/189 81 70/190 66
no 0.75)
Low Vol, docetaxel 0.61(0.33 to
18/73 78 27/71 67
HR (95% Cl) yes 1.10)
0.70 (0.58 t High Vol, docetaxel 0.69 (0.49 to
All participants 208/563 67 268/562 57 ( 0 g 59/121 57 75/122 47 (
0.84) no 0.97)
Concurrent High Vol, docetaxel 0.87 (0.66 to
90/180 54 96/179 51
docetaxel yes 1.17)
0.60 (0.47 to i i
No 100/310 72 145/312 58 0(78) M1 at diagnosis
‘ All M1, docetaxel T . e = 0.73(0.55 to
0.82(0.63 to
Yes 108/253 61 123/250 56 1(06) yes 0.99)
‘ Low Vol, docetaxel 0.57 (0.29 to
Volume of Disease yes 14/48 73 21/44 57 1.12)
(Vol)
High Vol, docetaxel 0.79 (0.57 to
0_54(0_39 to 65/133 55 75/137 51
Low 59/262 80 97/261 66 yes 1.10)
0.74)
_ 0.79 (0 .63 to
High 149/301 55 171/301 49 0.98)

Davis et al., J Clin Oncol 40, 2022 (suppl 17; abstr LBA5004) ASCO 2022
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ARCHES : Subgroup analysis.

Prior Docetaxel Inconclusive on Benefit

Armstrong et al ESMO 2021

ENZA + ADT/PBO + ADT

Subgroup N (E) Median (months) HR (95% CI)
All subgroups 574 (154)/576 (202) NR/NR e— 0.66 (0.53,0.81)
Age <65 years 148(39)/152(52) 54.2INR —— 0.58(0.38,0.88)
Age =65 years 426 (115)/424 (150) NR/NR —— 0.68 (0.54,0.87)
Geographic region - Europe 341 (100)/344(129) 54.2/NR e 0.70(0.54,0.90)
Geographic region - North America 86 (20)/77 (28) NR/S0.3 o 0.48 (0.27,0.85)
Geographic region - Rest of world 147 (34)/155 (45) NR/NR p—a—H 0.69 (0.44,1.08)
ECOG status 0 at baseline 448 (112)/443 (143) NR/NR e 0.67 (0.52,0.86)
ECOG status 1 at baseline 125 (42)1133 (59) NR/45.9 —— 0.65(0.44,097)
Gleason score at initial diagnosis <8 171(38)/187 (51) NR/NR F—e— 0.68 (0.44,1.04)
Gleason score at initial diagnosis =8 386 (108)/373 (145) NR/49.7 e 0.61(0.48,0.79)
Disease localization at baseline - bone only 268 (64)/245 (84) NR/NR -y 0.59(0.43,0.82)
Disease localization at baseline - soft tissue only 51(12)/45(9) NR/NR Pt 1.13(0.48, 2.69)
Disease localization at baseline - bone and soft tissue 217 (72)/241 (106) NR/44.3 t—o— 0.62(0.46,0.84)
Baseline PSA value at or below overall median 291(72)/303(97) NR/NR e 0.68(0.50,0.93)
Baseline PSA value above overall median 279 (82)/269 (105) NR/48.3 {=—— 0.63(0.47,0.84)
Low volume of disease 220(35)/203 (46) NR/NR el 0.66(0.43,1.03)
[==""TTgh volume of disease LX) = TB51052.083)
No prior docetaxel therapy 471 (124)1474(165) NR/NR e 0.64(0.51,0.81)
Prior docetaxel therapy 103(30)/102(37) NR/NR —e—— 0.74(0.46,1.20)
53501641515 (179) NR/NR == 067054 083)
No previous use of ADT or orchiectomy 39(10)/61 (23) NR/NR —e——1— 0.57(0.27,1.20)
Visceral metastases - yes 64 (28)/64 (24) 48.5/50.3 e e 1.16 (0.67, 2.00)
Visceral metastases - no 510(126)/512(178) NR/NR - 0.60 (0.48,0.76)

0.0 0.5 10 15 20
Favors Favors
ENZA + ADT PBO + ADT

M

Discussant Eleni Efstathiou MD PhD
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Figure 1. Forest Plot of rPFS* for Oligometastatic and Polymetastatic Disease
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Apalutamide for Metastatic, Castration-Sensitive Prostate Cancer

A Overall Survival

No. of at 24 Mo
Patients (95% <1) (95% C1)
mo %

Overal Sunvial (%)

Apalutamide s2s NE 82.4 (78.4-85.8)
Plac s27 NE 735 (68.7-77.8)

APA +ADT
Median not reached

atio for death, 0.67 (95% CI, 0.51-0.89)

Hazard ra
>=0.005

Hazard Ratio for Death
Apalutamide Placebo Apalutamide Placebo (95% €1)
no. of events/no. of patients median overall survival (mo)
83/525 117/527 NE NE : 0.68 (0.51-0.90)

PBO +ADT
Median, 52.2 mos

417328 60/343 NE NE - 0.71 (0.47-1.05)
42/197 s7/178 NE NE : 0.59 (0.40-0.89)

2373 29073 nE NE : 0.71 (0.40-1.25)
62/352 887354 NE NE : 0.66 (0.48-0.91)

287289 537269 NE ~E : 0.47 (0.30-0.75)
ss/236 617258 NE ~NE : 0.88 (0.61-1.26)

Overall Survival (%)

: 20 apAvs PBO
20756 25772 ~e ‘ 095 (©55-1.77) Hazard ratio for death, 0.65 (95% Cl, 0.53-0.79)

63/469 92/455 NE NE : 0.63 (0.46-0.87)

e e ne ; 036 ©33-097 P <0.0001

62/351 33/358 NE NE 0.73 (0.52-1.01)

11/58 9/55 NE NE - 1.27 (0.52-3.09) 12 18 24 30 36 42 48 54
72/467 1087472 NE NE 3 0.63 (0.47-0.85)

217149 437182 NE NE : 0.56 (0.33-0.94)

42/243 517232 NE NE - 0.73 (0.48-1.10)

o33 231s NE e : 074 041-135) ontns

587285 66/241 NE NE 1 0.68 (0.48-0.97)

257240 517286 NE NE : 0.56 (0.35-0.91)

- — % Median follow-up of 44.0 months

62/443 367442 NE NE : 0.69 (0.49-0.95)

e e % - 35% reduction in risk of death

437346 56/345 NE NE - 0.73 (0.49-1.09)

69/325 97/335 NE NE : 0.68 (0.50-0.92)
147200 207192 NE NE i 0.67 (0.34-1.32)

7/85 11/59 NE NE 3 0.40 (0.15-1.03)

I i * Median OS was significantly longer for
Ao e et oo apalutamide + ADT vs placebo + ADT:
. 8% difference in OS at 2 years - Not reached vs 52.2 months

+ Reduced risk of death by 33% - HR =0.65; p <0.0001

Chi KN et al NEJM 201€01) Chi KN et al. J Clin Oncol 2021



Kastrasyona Duyarli Metastatik
Prostat Kanseri Tedavisi

> EurJ Cancer. 2023 Aug 11;193:113290. doi: 10.1016/j.ejca.2023.113290. Online ahead of print.

Apalutamide plus androgen deprivation therapy in
clinical subgroups of patients with metastatic
castration-sensitive prostate cancer: A subgroup
analysis of the randomised clinical TITAN study

Axel S Merseburger _J Neeraj Agarwal 2 Amitabha Bhaumik 2, Florence Lefresne %,

Laurence | Karsh 2, Andrea J Pereira de Santana Gomes 2, Alvaro Juarez Soto 7, Robert W Given
Sabine D Brookman-May 2 Suneel D Mundle 19, Sharon A McCarthy L Hirotsugu Uemura =
Simon Chowdhury ¥, Kim N Chi ', Anders Bjartell 1>

8

Affiliations -+ expand
PMID: 37708629 DOI: 10.1016/j.ejca.2023.113290

Free article

Abstract

Background: Whether disease burden in patients with metastatic castration-sensitive prostate cancer
(MmCSPC) predicts treatment outcomes is unknown. We assessed apalutamide treatment effect in
TITAN patients with mCSPC by disease volume, metastasis number and timing of metastasis

presentation.



Kastrasyona Duyarli Metastatik Prostat
Kanseri Tedavisi

Y Synchronous/high-volume B Synchronous/low-volume
100+ 100 =
b Apalutamuas, NR
804 80 4 Wi
Apalutamide. NR -
= 604 = 60 4
> SRS charisees Y
S 404 e S 404
20 4 20 -
HR =0.68; 95% Cl: 0.53-0.87 HR = 0.65; 95% CI: 0.40-1.05
& p = 0002 p p =008
- T T v r T T v 1 ) v - T T T - T v .
0 6 12 18 24 30 36 a2 48 54 0 6 12 18 24 30 38 a2 48 5
Tine since randomisason. mo Time since randomisason, mo
o @ risk No, 3t risk
132 127 126 777 28

ipduvtamide 273 266 248 223 202 184 164 a4 9 Apalutamede 138

294 282 255 229 184 162 141 7 10 142 140 138 128

Metachronous/high-volume

N

100 +
80+
= &0 1 Y Apalutamldo. NR
‘; ------------------ et e e et .- —-— e —— :t;l ........ e e S ——
S 404
20
HR =06%; 95% CI- 0.33-1.44 HR =022; 95% CI- 0.09-0.55
p=032 P =000
0 . T . L 4 L 4 L T v . o L L8 L ). < . L L4
0 3 12 18 24 30 36 42 48 54 ) 6 12 18 o4 30 s 42
Twme since randomisason, mo Time sinca randomisanon, mo
Io. ot risk No
52 51 51 29 12

26 23 22

ipalutamide 32 N 31 28 24 21 19 13
: ’ 30

28 27 26 23 19 15 15 10 cot

Merseburger A at al, European Journal of Cancer 2023
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Patients who achieved reduction of PSA
<0.2 ng/mL by 3 months

Time to mCRPC

1004

Patients Without Event (%)

20+

— Yes HR: 0.34 (0.25-0.47; p<0.0001)

— No

L e LI e e e ]
0 3 6 9 12 15 18 21 24 27 30 33 36
Meonths From Randomization
Number at risk
Yes 267 262 259 251 233 222 195 137 78 39 10 2 O
No 258 232 206 176 157 138 121 75 47 9 1 0 0

100+

80

60

401

Patients Without Event (%)

204

Time to Radiographic progression

e HR: 0.33 (0.23-0.47; p<0.0001)

Overall survival

Number at risk
Yes
No

Data from the TITAN study: Chi K et al. N Engl J Med. 2019 Jul 4,381(1):13-24.
Chi KN, et al. Oral presentation at AUA Annual Meeting (Virtual), September 10-13, 2021

(Qa)

0 3 6 9 12 15 18 21 24 27 30 33 36

Months From Randomization

267 262 252 242 224 195 189 117 64

258 236 217 192 165 131 126 77

25

20
1

2
0

1
0

100 -moogy_—d—a- ~ PSA < 0.2 ng/m
LR . A, Median: NR
80 ",
-
— 60 .
X _
g | o T
40 *e
Without PSA < 0.2 ng/mL ]
20{ Median: 30.0 mo
HR: 0.17 (95% CI, 0.13-0.23); P < 0.0001 |
0 3 6 9 1215182124 27303336 394245 485154 57
Patients at risk Months
356 356356353350 343338334331325 316306300270194121 51 15 3 0
0 169163157147139 12611410494 87 78 70 62 51 33 18 1 0 O 0

0
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ERESMD“"  Should we count the metastases for decision
making about systemic treatment? No !!!

Docetaxel Hormonal agents  STAMPEDE (Abi)
nj Lowrisk  59/220 41/208 [ ] { 0,657 (0.438-0.983) 0.041
Low burden - H;x.whri:k 136/232 94/241 l - WLI
I TITAN (Apa)
m Disease volume i
- High 109325 173335 NE 9 =
— Low B0 58192 NE 30.5| i !
High burden
ENZAMET (Enza)
Volume of disease :
Low 2 46/265 —— 043 (0.26-0.72)
High 80/291 97/297 059-1.07

Clarke N, Ann Oncol 2019 —— .~ === " ~ Hoyle A, ESMO 2018; Chi K, NEJM 2019, Davis |, NEJM 2019
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High level summary of all HR(OS) and 95% CI

TS +/ - potent ARi mMHSPC data: Consistent!

M1 HSPC High Volume/risk Low Volume/risk Metachronous
(mostly low volume)

LATITUDE-Abi  0.66 0.62 0.72
(All de novo)  0.58-0.178 (0.52-0.74) (0.47-1.10)

STAMPEDE-Abi 0.60 0.54 0.55

(All de novo)  (0.49-0.71) (0.43-0.69) (0.41-0.76) N/A
ENZAMET-Enza 0.67 0.53 0.39 0.72

(45% conc doc) (0.52-0.86) (0.42-1.09) (0.21-0.71) (0.47-1.09)
TITAN-Apa 0.68 0.68 0.67 0.4

(10% prior doc) 0.51-0.90 (0.50-0.92) (0.34-1.32) (0.15-1.03)
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Does type of metastasis matter in mHNPC?
Results from new hormonal treatments in mHNPC according visceral mets

ENZAMET
Subgroup Enzalutamide - Standard Care Hazard Ratio (95% C1)
no. of evertstotal ro.
Visceral metastases
Yes 18/62 18/67 —_—— 1.05 (0.54-2.02)
No Mol 125495 3 062(047-082)

rr1rrr
0.2 06 1.0 20

Enzalutamide Better Standard Care Better

LATITU D E Median (months)
AA+P  Placebo+P HR(95%Cl)
Visceral disease at entry s
Yes n9 83 —— 079 (0-59-1-05)
No 71 n3 i 069 (0-58-0-82)
I I I 1
05 075 1 15
FavoursAAsP Favours placebo+P

ENZA + ADT/PBO + ADT
Subgroup N(E) Median {months) HR(95% C1T)
|
No previous use of ADT or orchlectomy 3910061 (23) NRINR —— 057{027,1.20)
Visceral metastases - yes B4 (28)/64 (24) 485503 —t— 1.16{0567,200)
Visceral metastases - no 510(126V512(178) NR/NR . 0.60{048,0.76)
00 05 10 15 20
Favors Favoes
ENZA+ADT  PBO+ADT

Apalutamide Placebo

Apalutamide Placebo
median overall survival (mo)

no. of events no. of patients

Visceral disease and bone metastasis

Subgroup

[
I
|
|

at baseline
Yes 0% BN NE 265 et 0.99(0.55-177)
No 63/469 92455 NE NE o] ) 0.63 (0.46-0.87)

Gleason score at diagnosis

mcnngress

1. Davis |, et al. NEJM 2019;381:121-131 2. Armstrong A, et al. ESMO 2021 oral comm. abstract LBA25 3. Chi K, et al. NEJM 2019;381:13-24 4. Fizazi K, et al. Lancet Oncol. 2019 May;20(5):686-700.
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Survival with Newly Diagnosed Metastatic Prostate Cancer in
the “Docetaxel Era”: Data from 917 Patients in the Control Arm
of the STAMPEDE Trial (MRC PR0S8, CRUK/06/019)

Nicholas David James®’, Melissa R. Spears”, Noel W. Clarke®, David P. Dearnaley *<,
Johann S. De Bono®*, Joanna Gale’, John Hetherington®, Peter J. Hoskin ", Robert J. jones’,
Robert Laing!, Jason F. Lester®, Duncan McLaren®, Christopher C. Parker®-?,

Mahesh K.E. Parmar®, Alastair W.S. Ritchie®, J. Martin Russell™, Rato T. Strebel ",

George N. Thalmann®, Malcolm D. Mason *, Marthew R. Sydes”

EUROFEAN UROLOCY 67 [2015) 1028-1038

Metastatic site
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Kaplan-Meier plots displaying overall survival in 1827 metastatic prostate cancer (mPCa) patients with visceral
metastases, regardless of presence of lymph node and/or bone metastases: (A) in the overall population; (B) according

to location of visceral metastatic sites.

Qverall Survival = PGa patients with visceral metastasas Overall Survival Visceral lung — Visceral liver — Visceral brain — At least two visceral sites.
1.00 100! Median OS:
Lung only visceral metastases: 33 months
1,827 mPCa patients with visceral metastases, median OS: 22 months ;iwir nnlly Vijscerﬂllmtasmses: llﬁémﬂnt']:s
rain only visceral metastases: months
Visceral metastases in =2 sites (either lung, or liver, or brain): 15 months
0.75 075
=
=1
@
]
L) I ik i el s I it il 1 [ 0501  mmmmmmmmmm oo
: 2
H =
H =
0.25 : @ 025/ P <0.001
0.00
0.00
L] 6 12 18 24 30 386
Months 3 6 12 Ma1na|hs 24 30 a6
Number at risk Number at risk
- jumber at ris
z o 37
pationts wi viscaral mesastases | 1827 1315 929 659 489 ars 281 H wisosrst wer| 457 ;?5 ?33 128 33531 248 14
E vecoratbrain {131 84 58 40 31 18
1) e 3 e Fn £ £ é At laast b visoaial sites 195 131 94 59 31 22
Months ] 0 [ £ %

Kaplan-Meier plots displaying overall survival of 323 metastatic prostate cancer (mPCa) patients with visceral
metastases with concomitant lymph node metastases only: (A) in the overall population; (B) according to location of
visceral metastatic sites.

Overall Survival — Concomitant lymph n stases Overall Survival — Visceral lung — Visceral liver —— Viscoral brain — At least two viscoral sites
Median 08:

1.00 1.00 Lung only visceral metastases 57 months
323 mPCa patients with visceral metastases and concomitant bone. Liver only visceral metastases: 17 months
metastases only, median 0S: 33 months Brain only visceral metastases: 19 months

Visceral metastases in 22 sites (either lung, or liver, or brain): 16 months

075 0.75

=
E
@
o
S
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@
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] 6 12 18 ) 30 36 ) 3 m B Er ER) 35
Months Months
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Tappero S, at al. Clinical Genitourinary Cancer 2023
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Role of Effective Systemic Therapy
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Clinical trials in mHNPC STAMPEDE ENZAMET®

Arm G (abiraterone) | (enzalutamide)
? [4
LATITUDE® TITAN®
o - (abiraterone) | (apalutamide)
I ¢
1941 2013 2014 2015 2017 2019 2020 2021

CHAARTED? (docetaxel) ARCHES PEACE-110

(enzalutamide) (ADT+ docetaxel

+/- abiraterone
+/- radiotherapy

1. Huggins C, et al. Cancer Res 1941:1:293-297. 2 Gravis G, et al. Lancet Oncol 2013;14: 149-58. 3, Sweeney CJ, et al. NEJM 2015:373:737-746. 4. James ND, et al. Lancet 2016 387:1163

1177. 5. Fizazi K, et al. NEJM 2017;377:352-360. 6. James ND, et al. NEJM 2017;377:338-351. 7. Armstrong AJ, et al. JCO 2019;37:2974-86 8. Chi KN, et al. NEJM 2019,381:13-24 9. Davis
ID. et al. NEJM 2019;381:121-131. 10. Fizazi K, et al (oral communication at ASCO.2021), abstract. 5000

EEM™

STAMPEDE
GETUG 152 (docetaxel) Arm C* (docetaxel)
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Triplet #1: PEACE-1: ADT + Abiraterone/Prednisone in De Novo mHSPC
ulation

Radiographic PFS O

Radiographic
progression-free suvival (%)

Number at ris
SOC withou

without abiraterone groups
—— SOC plus abiraterone groups

A  Overall population
100

80

HR 0-54 (99-9% Cl 0-41-0-71); p<0-0001

S in Overall and ADT with Docetaxel Po

B ADT with docetaxel population

HR 0-50 (99:9% CI 0-34-0-71); p<0-0001

T T T T T T
1 2 3 4 S 6

K

t S89 453 274 158 72 31 7

biraterone groups

SOC plus 583 495 35S 230 119 47 12
biraterone groups

C Overall population

100

Overallsurvival (%)

80
60
40

20
HR 0-82 (95-1% CI 0-69-0-98); p=0-030

1 2 3 4 S
355 274

355 303

D ADT with docetaxel population

HR 0-75 (95-1% CI 0-59-0-95); p=0-017

T T T

T T T
1 2 3 4 S 6

Number at risk

SOCwithout 589 556 480 334 207 101 37
iraterone groups

SOC plus 583 541 470 340 230 111 47

abiraterol

100 —

Overall survival (%)

T T T T T
e = = " =

355 329 281 172 78 18

355 328 287 183 o8 2S5

E ADT with docetaxel population with
low-volume metastatic burden

80
60 —

40 —

HR 0-83 (95-1% Cl 0-50-1-39); p=0-66

F ADT with docetaxel population with
high-volume metastatic burden

HR 0-72 (95-1% CI 0-55-0-95); p=0-019

Number at risk

SOC without

1 2 3 <t
Time since randomisation (years)
123

biraterone groups

SOC plus

131 127 116 80 41 S

abiraterone groups

1 2 3 R
Time since randomisation (years)

171 101 39

224 201 171 103 57 16
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PEACE-1: Adverse Events
| |ADTwithDocetaxel | ADTwithoutDocetaxel |

SOC + Abi SOC (+/- RT) SOC + Abi SOC (+/- RT)
(+/- RT) (+/- RT)
Any AE 346 (100%) 349 (100%) 226 (100%) 233 (99%)
Severe (grade >3) 217 (63%) 181 (52%) 149 (66%) 97 (41%)
Fatal (grade 5) 7 (2%) 3 (1%) 8 (4%) 5 (2%)
Frequent severe AEs
Hypertension 76 (22%) 45 (13%) 66 (29%) 38 (16%)
Neutropenia 34 (10%) 32 (9%) 0 0
Hepatotoxicity 20 (6%) 2 (1%) 14 (6%) 3 (1%)
Febrile Neutropenia 18 (5%) 19 (5%) 2 (1%) 1(<1%)
Fatigue 10 (3%) 15 (4%) 3 (1%) 0
Peripheral neuropathy 4 (1%) 6 (2%) 1 (<1%) 0

Fizazi et al, Lancet, 2022
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ASCO Genitourinary “BE
Cancers Symposium .

Efficacy and safety of abiraterone acetate plus prednisone and
androgen deprivation therapy +/- docetaxel in older patients (2
70 years), with de novo metastatic castration sensitive prostate
cancer, compared to younger patients (< 70 years), in the
PEACE-1 trial Abst#20

Mourey L', Boyle H?, Roubaud G2, McDermott R>, Supiot S®, Tombal B’, Flechon A?, Berthold D8 Ronchin P°, Kacso
G'°, Berdah J-F'", Calabro F'?, Gravis G'3, Palumbo S'4, Gil T', Vie B'®, Ribault H'?, Fizazi K'8, Foulon S'&, Carles J'°.

TInstitut Universitaire du Cancer-Oncopole, Toulouse, France; 2Centre Leon Bérard, Lyon, France; 3Institut Bergonié, Bordeaux, France;
5St. Vincent's University Hospital, Dublin, Ireland; €Institut de Cancerologie de I'Ouest-Rene Gauducheau, Nantes, France; 7Cliniques
Universitaires Saint-Luc, Brussels, Belgium; 8Centre Hospitalier Universitaire Vaudois, Lausanne, Switzerland; °Centre Azuréen
d’Oncologie, Mougins, France; °luliu Hatieganu University Cluj Napoca, Romania; "'Clinique Sainte Marguerite, Toulon, France; '2San
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Belgium; *SInstitut Jules Bordet, Brussels, Belgium;'® Centre Armoricain Radiothérapie Imagerie Oncologie, Plerin, France; 7Unicancer,
18]nstitut Gustave Roussy, Villejuif, France; 1°Vall d'Hebron University Hospital, Barcelona, Spain
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Results (1)

Overall population

Overall survival (%)

Radiographic progression-free survival (%)

T T T
2 2 3 4

Time from randomization (in years) Time from randomization (in years)

»»»»»» <70 No abiraterone <70 Abiraterone
rrrrr 70+ No abiraterone 70+ Abiraterone

------ <70 No abiraterone <70 Abiraterone
------ 70+ No abiraterone 70+ Abiraterone

Number at risk (censored) Number at risk (censored)

<70 No abiraterone 387(0) 295(4) 175(26) 87(64) 39(100) <70 No abiraterone 387(0) 366(5) 313(9) 217(56) 129(110) 64(159)
<70 Abiraterone 354(0) 3NE) 231(31) 143(81) 73(141) 8 <70 Abiraterone 354(0) 337(3) 294(4) 205(66) 132(117) 60(180)
70+ No abiraterone 202(0) 158(1) 109(11) 74(27) 36(48) 6 70+ No abiraterone 202(0) 190(1) 167(1) 117(23) 78(44) 37(75)
70+ Abiraterone 229(0) 184(5) 137(19) 101(39) 62(65) 27(93 70+ Abiraterone 229(0) 204(5) 176(8) 135(24) 98(44) 51(79)

Age 2 70: HR 0.65, 95%CI (0.42-1.01) Age 2 70: HR 0.95, 95%CI (0.72-1.25)
Age <70: HR 0.49, 95%CI (0.35-0.69) Age <70: HR 0.73, 95%ClI (0.58-0.92)

p-value of the interaction test 0.08 p-value of the interaction test 0.15

Benefit of AA+P on rPFS and OS may decrease with age

. - g Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse. ,
ASCO Genlfourlnary e presentep By: Loic Mourey MD ASCO AMERICAN SOCIETY OF

1 CLINICAL ONCOLOGY
Cancers Symposium

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CONQUERS CANCER
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Results (2)

Docetaxel population

Overall survival (%)

Radiographic progression-free survival (%)

T T
2 2
Time from randomization (in years)

Time from randomization (in years)

------ <70 No abiraterone <70 Abiraterone

—————— <70 No abiraterone <70 Abiraterone
70+ No abiraterone 70+ Abiraterone

------ 70+ No abiraterone 70+ Abiraterone

Number at risk (censored) Number at risk (censored)
<70 No abiraterone 250(0) 196(3) 104(24) 41(61) <70 No abiraterone 250(0) 234(4) 200(6) 126(53)
<70 Abiraterone 239(0) 210(2) 149(29) 75(76) <70 Abiraterone 239(0) 226(2) 201(2) 123(62)

70+ No abiraterone 105(0) 79(1) 45(11) 22(27) 70+ No abiraterone 105(0) 95(1) 81(1) 46(23)

70+ Abiraterone 116(0) 93(2) 63(16) 41(34) 70+ Abiraterone 116(0) 102(2) 86(4) 60(19)

Age = 70: HR 0.55, 95%CI (0.29-1.04) Age 2 70: HR 0.80, 95%CI (0.53-1.2)
Age < 70: HR 0.50, 95%CI (0.33-0.78) Age <70: HR 0.71, 95%ClI (0.52-0.95)

p-value of the interaction test 0.67 p-value of the interaction test 0.63

« rPFS benefit of AA+P was comparable in older and younger patients
« OS benefit difficult to assess (insufficient number of older patients/events)
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Kastrasyona Duyarli Metastatik
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ARASENS Study Design

Global, randomized, double-blind, placebo-controlled phase Ill study (NCT02799602)

Primary: OS

Secondary
* Time to CRPC
« Time to pain progression
« SSE-free survival
(N=1305%)  Time to first SSE

« Time to initiation of subsequent

systemic antineoplastic therapy

Stratification
» Extent of disease: e 4 | l2C€bO twice daily + ADT

M1a vs M1b vs M1c Time to worsening of disease-
* ALP <vs 2 ULN Docetaxel x 6 related physical symptoms

FPFV: Nov 2016 002:32 ;u;-oc;f: Time to mltlatlop of opioid use
LPFV: June 2018 ) for 27 consecutive days
Safety

Patients (N=1306)
* mHSPC s 4 Darolutamide 600 mg twice daily + ADT |
« ECOGPSOor1
« Candidates for ADT 1:1

and docetaxel randomization

IS

Primary analys

» The primary analysis was planned to occur after ~509 deaths
* Secondary efficacy endpoints were tested hierarchically

*One enrolled patient was excluded from all analysis sets because of Good Clinical Practice violations. ALP, alkaline phosphatase; CRPC, castration-resistant prostate cancer; ECOG PS, Eastern Cooperative
Oncology Group performance status; FPFV, first patient first visit; LPFV, last patient first visit; M1a, nonregional lymph node metastases only; M1b, bone metastases + lymph node metastases; M1c, visceral
metastases + lymph node or bone metastases; Q3W, every 3 weeks; SSE, symptomatic skeletal event; ULN, upper limit of normal.
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Kastrasyona Duyarli Metastatik
Prostat Kanseri Tedavisi

Baseline Demographics and Disease Characteristics
Patient demographics and disease characteristics Darolutamide + ADT + docetaxel Placebo + ADT + docetaxel
(n=651) (n=654*)
Age, median (range), y 67 (41-89) 67 (42-86)
Region, n (%) North American 125 (19.2) 119 (18.2)
Asia Pacific 229 (35.2) 244 (37.3)

Rest of World 297 (45.6) 291 (44.5)
EGOG performance status, n (%) | 0/1 466 (71.6)/185 (28.4) 462 (70.6)/190 (29.1)
Gleason score 28 at initial diagnosis, n (%) 505 (77.6) 516 (78.9)

=

B =3
o

Metastatic stage at initial
diagnosis, n (%)

558 (85.7) 566 (86.5)
86 (13.2) 82 (12.5)
7(1.1) 6 (0.9)
23 (3.5) 16 (2.4)
517 (79.4) 520 (79.5)
111 (17.1) 118 (18.0)
Serum PSA, median (range), ng/mLt 30.3 (0.0-9219.0) 24.2 (0.0-11,947.0)
Serum ALP, median (range), U/Lt 148 (40—4885) 140 (36-7680)

ALP stratification, n (%)t 361 (55.5) 363 (55.5)

*One patient randomized to placebo but who received darolutamide was included in the placebo group for the full analysis set. fCentrally assessed; samples were collected while patients were receiving ADT.
PSA, prostate-specific antigen.
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ARASENS Primary Endpoint*: Overall Survival
Darolutamide significantly reduced the risk of death by 32.5%

100 4 oo

-

90 ~

a & S Darolutamide + ADT + docetaxel
80 O Median, NE (95% CI, NE-NE)

70 g : _
60 Placebo + ADT + docetaxel a%
Median, 48.9 months (95% CI, 44.4-NE)
50 -
40

30

Patients Who Survived (%)

Hazard ratio for death,
0.68 (95% ClI, 0.57-0.80)
P<0.001

T T T T T T T T T

0 3 21 24 27 30 33 36 39

Months Since Randomization
No. at Risk

Darolutamide 651 645 637 627 608 593 570 548 525 509 486 468 452 436 402 267 139
Placebo 654 646 630 607 580 565 535 510 488 470 441 424 402 383 340 218 107

*Primary analysis occurred after 533 deaths (darolutamide, 229; placebo, 304). Cl, confidence interval; NE, not estimable.
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Kastrasyona Duyarli Metastatik
Prostat Kanseri Tedavisi

Overall Survival By Metastatic Stage at Initial Diagnosis

De novo metastatic disease Recurrent metastatic disease

=

Placebo + ADT + docetaxel

Patients Who Survived (%)

g
°
@
2
-
5
(22}
(<}
£
=
®
8
€
2
]
©
o

Hazard ratio for death, | Hazard ratio for death,
0.71 (95% ClI, 0.59-0.85) 0.61 (95% ClI, 0.35-1.05)

T T T T T T T T T T T T T T T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 6 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 5

Months Since Randomization Months Since Randomization

No. at Risk No. at Risk
Darolutamide 558 553 547 539 520 505 485 466 445 433 412 396 383 367 334 220 116 45 Darolutamide 86 85 83 81 81 81 78 76 74 70 68 66 63 63 62 43 20 11
Placebo 566 558 546 526 503 490 461 438 420 403 378 362 344 328 292 190 93 33 Placebo 82 82 78 75 72 70 69 67 64 63 59 58 54 51 45 26 12 4
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Triplet #2: ARASENS: ADT + Docetaxel + Darolutamide vs Placebo
Overall Survival

Darolutamide

Placebo

o
9
2
2
3
0
0
5
"
4
£
3
-
IJ
a
G
0
0
)
Il
3
c
]
v
-
]
a

| Hazard ratio for death, 0.68 (95% C1, 0.57-0.80)
P<0.001

] T T T T T T T T T T | S T T T T LI 1
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 S1 54 57 60
Months since Randomization

No. at Risk
Darolutamide 651 645 637 627 608 593 570 548 525 509 486 468 452 436 402 267139 56 9 0
1

0
Placebo 654 646 630 607 580 565 535 510 488 470 441 424 402 383 340 218 107 37 6 0

Smith et al. NEJM 2022

Darolutamide
Placebo

Median Survival
(95%C1)
mo
NE
489 (44-NE)

A Time to Castration-Resistant Prostate Cancer

Percentage of Patients Who Did Not
Have Disease Progression

No. at Risk

1004

Darolutamide

o,
"“\-cn‘““‘ Placebo
Whitaichs

| Hazard ratio for disease progression, 0.36 (95% C1, 0.30-0.42)
<

L S S S S S S S S S S S S e s s
3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Months since Randomization

Darolutamide 651 616 567 537 496 465 433 401 380 358 340 325 308 292 211 132 54 18 5 O

Placebo

654 613 533 425 348 289 242 215 185 165 143 134120105 79 38 14 4 1 0

Median Time to
Castration-Resistant
Prostate Cancer
(95% C1)
mo
Darolutamide NE
Placebo 19.1 (16.5-21.8)

B Time to Pain Progression

Percentage of Patients Free from Event

No. at Risk

Darolutamide 651 447 401 363 327 284 265 249 228 211 202 189 175 159 106 67 31 6
1

Placebo

100-y

Darolutamide

S
e 30-0.0-0
Placebo

| Hazard ratio for pain progression, 0.79 (95% Cl, 0.66-0.95)
=001

T T T T T T T T T T T T T T T
3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Months since Randomization
[
0

1
654 442 395 332 288 255 221 188 160 134 119 107 93 86 62 35 8 0

Median Time to
Pain Progression
(95% Cl)
mo
Darolutamide  NE (30.5-NE)
Placebo  27.5 (22.0-36.1)
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ARASENS Overall Survival: Subgroup Analyses

Darolutamide + ADT + Placebo + ADT + Hazard Ratio (95% CI)
LIVEVE Docetaxel
No. of Events/No. of Patients
Overall 229/651 304/654 0.69 (0.58-0.82)

Extent of disease (eCRF)
Nonregional lymph node metastasis 5/23 5/16 0.65 (0.19-2.25)
Bone metastasis 1711517 2371520 0.67 (0.55-0.81)
Visceral metastasis 53/111 62/118 0.79 (0.55-1.14)
ificati
Below upper limit of normal 62/290 93/291 0.64 (0.46-0.88)
At or above upper limit of normal 167/361 211/363 0.69 (0.56-0.85)
Age (years)

<65 yr 80/243 1171234 0.59 (0.45-0.79)
65-74 yr 107/303 1241306 0.82 (0.63-1.06)
75-84 yr 40/102 60/110 0.61 (0.41-0.90)

285 yr 2/3 3/4

Race
White 131/345 173/333 0.63 (0.50-0.79)
Asian 74/230 93/245 0.84 (0.62-1.14)
Black or African American 8/26 16/28 0.46 (0.20-1.08)
Other or not reported 16/50 22/48 0.58 (0.30-1.11)

North America 42/125 56/119 0.61 (0.41-0.91)
Asia Pacific 741229 92/244 0.85 (0.63-1.15)
Rest of the world 113/297 156/291 0.61 (0.48-0.78)

PSA at baseline
Below median 110/315 142/337 0.77 (0.60-0.98)
At or above median 119/336 162/316 0.62 (0.49-0.78)
ECOG at baseline

0 150/466 188/462 0.75 (0.61-0.93)

1 79/185 115/190 0.58 (0.43-0.77)

I{

<8 33/122 44/118 0.65 (0.42-1.03)

28 187/505 248/516 0.71 (0.59-0.86)

M1 (de novo) 206/558 271/566 0.71 (0.59-0.85)
MO (recurrent) 22/86 30/82 0.61 (0.35-1.05)

Darolutamide Better Placebo Better
eCRF, electronic case report form.
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Adverse Events of Special Interest for AR Pathway Inhibitors

AEs associated with AR pathway Darolutamide + ADT + docetaxel Placebo + ADT + docetaxel
inhibitor therapy (n=652) (n=650)

Patients, n (%) EAIR/100 PY* Patients, n (%) EAIR/100 PY*

216 (33.1) 12.5 214 (32.9) 17.8

Bone fracture 49 (7.5) 2.8 33 (5.1) 2l
43 (6.6) 2.5 30 (4.6) 25

Rashf 108 (16.6) 6.2 88 (13.5) 7.3
Diabetes mellitus and hyperglycemia#* 99 (15.2) 5.7 93 (14.3) T4 f

Weight decreased 22 (3.4) 1.3 35 (5.4) 2.9
Vasodilatation and flushing 133 (20.4) T4 141 (21.7) 11.7
Breast disorders/gynecomastia# 21 (3.2) 1.2 10 (1.5) 0.8
Hypertension#® 89 (13.7) 5.1 60 (9.2) 5.0
Cardiac disorder* 71 (10.9) 4.1 76 (11.7) 6.3
Cerebral ischemia 8(1.2) 0.5 8(1.2) 0.7
Mental impairment disorder® 23 (3.5) 1.3 15 (2.3) 1.2
Depressed mood disorder* 21 (3.2) 1.2 24 (3.7) 2.0
4 (0.6) 0.2 1(0.2) 0.1

*EAIR is the number of patients with a given AE divided by the total darolutamide/placebo treatment duration of all patients in years and expressed in 100 PY. 1This category combines the following MedDRA
terms: rash, maculopapular rash, drug eruption, pruritic rash, erythematous rash, macular rash, papular rash, follicular rash, pustular rash, and vesicular rash. ¥This category is a MedDRA High-Level Group
Term. EAIR, exposure-adjusted incidence rate; PY, patient year.

ASCO Genitourinary
Cancers Symposium

eresentenBy: Matthew R. Smith, MD, PhD ASCO AMERICAN SOCIETY OF

CLINICAL ONCOLOGY

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse. KNOWLEDGE CONQUERS CANCER



Kastrasyona Duyarli Metastatik
Prostat Kanseri Tedavisi

ARASENS VOLUME Subgroups: Overall Survival

High-volume mHSPC Low-volume mHSPC

Darolutamide + ADT + docetaxel
Median, NR (95% Cl: NR-NR)

BT

©

(=]
1

©

(=)
1

=

syl o

o
Placebo + ADT + docetaxel o, Ve
Median, NR (95% CIl: NR-NR)

=] ~ [o-]
o o [=]
1 1 1
D ~ [=-]
o (=] [=]
L L 1

(53}
(=]
1
o
[=]
L

Placebo + ADT + docetaxel
Median, 42.4 mo (95% Cl: 39.7-46.0)

e
(=]

1
£
<

w
o
L

Patients Who Survived (%)
w
(=]
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=
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=
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Hazard ratio, 0.69 Hazard ratio, 0.68
(95% CI: 0.57-0.82) (95% Cl: 0.41-1.13)

T T T T T T T T T T T T T T T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 0 3 6 9 12 15 18 21 24 27 3 33 36 39 42 45 4
Months Months
Number of high-volume patients at risk Number of low-volume patients at risk

Darolutamide 497 494 486 479 462 449 429 408 389 378 356 341 326 312 285 193 103 43 6 0 0 Darolutamide 154 151 151 148 146 144 141 140 136 131 130 127 126 124 117 74 36
Placebo 508 502 491 469 444 430 401 378 358 341 319 304 286 269 233 153 72 23 4 10 Placebo 146 144 139 138 136 135 134 132 130 129 122 120 116 114 107 65 35

Analysis by unstratified Cox regression model. Cl, confidence interval; NR, not reached.
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ARASENS RISK Subgroups: Overall Survival

High-risk mHSPC Low-risk mHSPC
Darolutamide + ADT + docetaxel
Median, NR (95% CI: NR-NR)
Placebo + ADT + docetaxel e 00000+ 0.0

@ ©
(=] o
1 L
o] ©
(=] o
1 L

-~
(=]
1
~
(=]
1

Placebo + ADT + docetaxel s
Median, 43.2 mo (95% CI: 40.0-48.9) '

Reoc: Ll

£
o
[
i=
<
=
7]
o
F
=
0
L
[
=
=
®
o

Patients Who Survived (%)

Hazard ratio, 0.71 Hazard ratio, 0.62
(95% CI: 0.58-0.86) (95% ClI: 0.42-0.90)

T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Months Months
Number of high-risk patients at risk Number of low-risk patients at risk
Darolutamide 452 450 443 437 419 407 389 369 352 344 322 308 294 282 257 177 99 42 6 0 Darolutamide 199 195 194 190 189 186 181 179 173 165 164 160 158 154 145 S0 40 14 3 0 0O
Placebo 460 453 443 423 400 392 367 346 330 313 290 277 261 245 215 148 72 24 3 0 Placebo 194 193 187 184 180 173 168 164 158 157 151 147 141 138 125 70 35 13 2] 1 0
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: 2x2: SoC; abiraterone; RT; both. ADT + docetaxel

Agent | comperstoe e T RT arms collapsed for analysis. + darolutamide / placebo
Docetaxel 45% (concurrent) 60% (concurrent) 100% (concurrent)

rPFS: 0.50 (0.40-0.62) .
Primary endpoint: HR (Cl) 0S:0.70 (0.58-0.84) 0s: 0.82 (0.69-0.98) 0S:  0.68 (0.57-0.80)

Med OS: NRvs 73.2mo Improved OS

Med rPFS:  4.5vs 2.0

Relevant “triplet” outcome 3yr0S:  80%vs 72% ear ety Improved secondary endpoints

Med OS: 5.7 vs 4.7yr

Syr0OS:  67%vs 57% Similar toxicity

Prior ADT Up to 3mo Up to 3mo Up to 12 weeks
Anti-androgen with ADT Both arms No Experimental arm only
Synchronous M1 67% 100% 86%

Visceral metastases 11% 11% 17%

Volume/burden of disease (high | low) 53% | 47% 57% | 43% 77% high volume, 70% high risk



Evre IV Kastrasyona Duyarli Prostat Kanseri
Ucli Kombinasyonlar

Phase Il Trial: Triplets (ARAT+ Docetaxel + ADT) vs. Docetaxel + ADT

Key Eligibility Criteria
Castration sensitive
Distant metastatic disease by 2 1 lesion ARAT

on bone scan R +Docetaxel - .
ECOG PS 0 or 1 A +ADT Efficacy end points
On-Study Requirement N b
Continuous ADT g
Permitted M
ADT £ 6 mo for mCSPC or < 3 yr for 1
local disease zZ Placebo
Local treatment completed > 1 yr prior E
D +Docetaxel
Stratification + ADT

Gleason score at diagnosis (< 7 vs = 8)
Volume of disease

Region (NA and EU vs all other
countries)

ECOG PS, Eastern Cooperative Oncology Group performance status; ART, Androgen receptor
targeted therapy; NA, North America; PSA, prostate-specific antigen; OS, Overall survival; rPFS,
radiographic progression-free survival.



Evre IV Kastrasyona Duyarli Prostat Kanseri
Ucli Kombinasyonlar

This trial has not been done yet:

Triplet (Docetaxel + ARAT + ADT) versus ARAT + ADT

Key Eligibility Criteri

C;:-:stranon sensn!ue . , Tl
Distant metastatic disease by > 1 lesion

on bone scan
ECOGPSOor1

On-Study Requirement
Continuous ADT

+ARAT

Efficacy end points

Primary:
+ADT

Permitted

ADT < 6 mo for mCSPC or < 3 yr. for
local disease

Local treatment completed > 1 yr. prior

R
A
N
D
o]
M
‘-|: Placebo
E

D

+ARAT

Stratification

Gleason score at diagnosis (€7 vs > 8)
Volume of disease

Region (NA and EU vs all other
countries)

+ADT

ECOG PS, Eastern Cooperative Oncology Group performance status; ART, Androgen receptor
targeted therapy; NA, North America; PSA, prostate-specific antigen; OS, Overall survival; rPFS,
radiographic progression-free survival.



Tedavi sonrasi ideal PSA degeri ne olmali

Overall Survival after Androgen Deprivation in New Metastatic Prostate Cancer

Median
100 At Risk Deaths in Months
g — PSA=0.2 602 199 75
80 — -——-02<PSA<40 360 166 44
-—-=- PSA>4.0 383 322 13
i P < .0001
g 60 —
c
= i
e
i 40 —
20 —
i Ly
I‘h’—m"'_'_"""-1.I— ----- —“u
T | 1 | | 1 I | T T 1 | T L] T | 1 L T |
0 24 48 72 96 120
Months After End of Induction
At risk:
PSA<0.2ng/mL 453 210 63
02<PSA<40 219 77 20
PSA>4.0 g2 17 7

Fig 2. Overall survival by prostate-specific antigen (PSA, ng/mL) status at end of induction
Maha Hussain: Journal of Clinical Oncology 2006; 24 3984-3990.

Courtesy of Simon Chowdhury, MD, PhD
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Objective: Undetectable (<0.2) PSA Levels

100 -
m Darolutamide

m Placebo
80 -

67,3

Patients achieving undetectable PSA, %

24 weeks 36 weeks 52 weeks At any time
post-baseline

CHUM



Event-Free Probability

Kastrasyona Duyarli Metastatik
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Results: Overall Survival

Undetectable PSA at 24 and 36 weeks was associated with a
53% and 63% reduction in the risk of death

2 o =2 o =2 =2 2 o o =
- N W B M Y N e W o

o
=

Darolutamide + ADT + docetaxel

Undetectable vs detectable PSA at 24 weeks

Hazard ratio for death,
0.47 (95% CI, 0.35-0.63)

Undetectable PSA at 24 weeks
Median, NE (95% CI, NE-NE)

00

T r T T T T T T
0 3 6 9 12 15 18 21
Number of patients at risk

1 317 317 317 315 313 311 305 296 287 279 273 267 260 255 243 157 83 27
2 320 320 320 312 295 282 265 252 238 230 213 201 192 131 159 10 56 29

Months

Saad et al. AUA 2022

24 27 30 33 36 39 42 45 48 51 54 &7

5 0
4 0

Event-Free Probability
S o o o= o
[

s = =
= S K

[ o~
s ' 1 ' |

Undetectable vs detectable PSA at 36 weeks

Undetectable PSA at 36 weeks
Median, NE (95% CI, NE-NE)

Hazard ratio for death,
0.37 (95% Cl, 0.28-0.49)

0 3 6 & 12 15 18 21 24 21 30 33 36 39 42 45 43 51 54 &7

Number of patients at risk Months
1 370 370 370 370 368 366 360 350 339 330 322 34 307 30 284 191 100 35 T
2 257 257 257 257 240 227 210 198 186 179 184 154 145 135 18 7 39 25 2

CHUM
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LIBERTAS Trial: Phase 3 Trial Design

Efficacy end points

Key Eligibility Criteria .
- Diagnosis of prostate cancer prior _ Primary:
to screening with histologically or Apalutamide ~ 18-Months Radiographic
cytologically confirmed +ADT Progression-free Survival
adenocarcinoma (from Day 1 of Cycle (rPFS)
7 up to at least 18 — Severity of Adjusted Hot

scan) and/or next-generation

— Second Progression-free

R

A
Metastatic prostate cancer disease g months) Flash Score at 18 Months
documented by conventional 0 Secondary
imaging (example, computed M — Severity Adjusted Hot
tomography [CT], magnetic | Analtamid Flash Score and Hot Flash
resonance imaging [MRI], or bone y4 paianae Frequency

E intermittent ADT

D

imaging [NGI] demonstrating
greater than equal (>=) 2 distinct
extraprostatic sites of metastasis

ECOGOor1(ECOG 2 or 3 are
eligible for the study if the ECOG
PS score is related to stable
physical limitations)

(from Day 1 of Cycle
7 up to at least 18
months)

www.clinicaltrials.gov: NCT05884398

Survival (PFS2)
— Overall Survival

— Prostate Cancer-specific
Survival

— Serum PSA Evaluations
— Duration of Time on ADT
— Time to First A" ~rt
— TimetoReer T
Testosteron S

%Y @neerajaiims

Presented by: Neeraj Agarwal, MD K 'tt?i&‘,‘*‘ ;:E
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NCCN Guidelines Index

National . . .
Comprehensive NCCN GUIdEhneS VGI‘SIOI'I 4.2023
W ¥ Can P r Table of Contents
NCCN Nzt\ﬁgrk"’ Prostate Cancer Discussion
SYSTEMIC THERAPY FOR CASTRATION-SENSITIVE PROSTATE CANCER™
Monitoring (preferred)
MQsst —— |or >
ADTU:uU
Studies g%;.temic
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» Apalutamide (category 1)4 imaging every
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ADTY with EBRTP to the primary tumor for low
metastatic burden M1bP
:BTu,uu,ccc




Tedavi Kararinda Etkili Faktorler

Hastalikla iligkili
Faktorler

1- Yiiksek voliim/Dusuk
volim

2- De nova/metakron
metastaz

3-Metastaz bolgesi
4-Gleason skoru

5-Primer tumarin genetik
profil

Klinik Faktorler

1-Semptomatik olmasi
2-ECOG PS
3-Ek hastaliklar

4-Baska hastaliklar icin
aldigi tedaviler

5-Hastalik icin daha 6nce
aldigi tedaviler

Baslanacak tedavi
ile ilgili faktorler

1-Uygulama sekli

2-Etki etme mekanizmasi
3- Yan etkileri

4-ilac etkilesimi

5-Tedavi maliyeti




Sonug

LADT+yeni nesil androjen yolagi inhibitort/ ADT+yeni nesil androjen yolagi+dosetaksel
karsilastirmasi yok

QUcli tedavi

Viseral metastaz, de nova, yuksek volim, geng, yasam beklentisi uzun hastalarda 6n planda
dusunulebilir

Qikili kombinasyon

CHARTED kriterlerine gére dusik volim, metakron metastaz, non-regioneal lenf nodu,
akciger metastazi olan hastalarda ikili kombinasyon dusindilebilir

QYeni nesil androjen yolagi inhibitord, hastanin ek hastaligl, ilac etkilesimi ve yan etki
profiline gore secilmesi onerilir

U Gelecek donem PSA yanitina gore tedavi yogunlugunda azaltma ya da yogunlugunu artirma
bir secenek olabilir
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