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Kastrasyona Duyarli Metastatik
Prostat Kanseri ADT Tedavisi

e Charles Brenton Huggins(1901-1997)

« 1927'de Chicago Universitesinde Uroloji

kliniginde akademik kadro aldi

 Kopeklerde yaptigi deneylerle, prostat

hiicrelerinin buylumesinde testosteron

hormonuna bagiml oldugunu tespit etti

* Prostat kanseri olanlarda orisektomi ile tiimoriin
kiugulduglinii belirledi.
 Bucalismalariyla 1966 Nobel odiili aldi

 Dr. Andrew V. Schally LHRH analogu kesfi ile
1977 Nobel odiilii aliyor




Kastrasyona Duyarli Metastatik
Prostat Kanseri ADT Tedavisi

Historical Perspective: Androgens &
Prostate Cancer

Studies on Prestatic Cancer

|. The Effect of Castration, of Estrogen and of Androgen
Injection oo Serum Phosphatases in Metastatic
Carcinoma of the Prostate®

Chartes Huggns MDD and Clarence V. Hooges, MD
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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.




Tedavi Kararinda Etkili Faktorler

Hastalikla iliskili
Faktorler

1- Yiksek volim/Duslik
volim

2- Denovo/metakron
metastaz

3-Metastaz bolgesi
4-Gleason skoru

5-Primer timorin genetik
profil

Klinik Faktorler

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

4-Baska hastaliklar icin
aldigi tedaviler

5-Hastalik icin daha once
aldig1 tedaviler

Baslanacak tedavi
ile ilgili faktorler

1-Uygulama sekli

2-Etki etme mekanizmasi
3- Yan etkileri

4-lac etkilesimi

5-Tedavi maliyeti




Tani Aninda Metastatik Hastalik Agresif Seyirli

De Novo mHNPC is associated with a worse prognosis

Median OS

92.4
516 95.2
) . -9.

De novo M1 Prior local therapy

Retrospective analysis of 436 consecutjveYatients with M1 HSPC treated with ADT
between 1990 and 2023 atYhe Dana-Farber Institute

Francini E, et al. The Prostate 2018;78:889-95.
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TANI ANINDA METASTATIK VE YUKSEK VOLUMLU HASTALIK
AGRESIF SEYIRLI

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%, CI) (0.59-0.89) (0.69-0.95) (0.56-0.78) (0.49-0.795) (0.52-0.86) (0.53-0.79)

Can clinical prognostic factors help guide treatment selection?

Denovo,
Denovo, Low Volume MN,
High MN, Low
Volume High Volume Volume

_ (rare)
OS (median) OS (median) BEST OS (median)

Denovo = new diagnosis/untreated : ;
MN = metachronous diagnosis/previously treated Modified from :Francini et al, Prostate, 2018, Gravis et al, Eur Urol, 2018
Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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ADT alan hastalarda metastaz bolgesine gore sagkalim

Clinical Outcomes in Metastatic Prostate Cancer:
STAMPEDE Experience with ADT
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James ND et al (2015) Eur Urol 67: 1028-1038
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STAMPEDE Control Arm

* Metastatic disease

* Accrued 10/2005-1/2014
* N=917

Yalniz ADT alanlarda 5-yillik sagkalim %30-40. Non-regional lenf nodu iyi prognoz ile iligkili




Metastaz bolgesine gore hastalik seyri farkl

Survival with Newly Diagnosed Metastatic Prostate Cancer in
the “Docetaxel Era”: Data from 917 Patients in the Control Arm
of the STAMPEDE Trial (MRC PRO8, CRUK/06/019)

Nicholas David James ™', Melissa R. Spears”, Noel W. Clarke®, David P. Deamaley *¢,
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.B. Parmar®, Alastair W.S. Ritchie®, J. Martin Russell™, Rato T. Strebel”,

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

EURCPEAN UROLOCY 67 |2015)1028-1038

Metastatic site

STAMPEDE CALISMASI; 917 KONTROL
KOLUNDE(ADT alan) BULUNAN M1
HASTALARIN SONUCLARI
Hastalarin %62 yalniz kemik ve %26
kemik+yumuska doku met.(lenf nodu
metastazi)
2 Yilhk sagkalim; yumusak doku met.%85
e Kemik met.%75
Yumusak doku+kemik met.%60
2yilik FFS; yumusak dokuda %54, kemik met
%28 , yumusak doku+kemik met.%18
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Kastrasyona Duyarli Metastatik
Prostat Kanseri Tedavisinin Seyri

Sagkalimi artiran kanit dizeyi yuksek calismalar

GETUG-AFU 15
CHAARTED Docetaxel + ADT Benefit in high-volume subgroup
STAMPEDE-C

ADT + docetaxel Similar benefits for recurrent

ARASENS Darolutamide + ADT + docetaxel il e ren e abaaatis lisadie
i Abiraterone +ADT + docetaxel ADT + docetaxel
FENGES (+/- prostate radiation) (+/- prostate radiation) ShSUE Ay

Gravis et al Lancet Oncol 2013; Sweeney et al NEJM 2015; James N et al Lancet 2015; Attard G et al Lancet Oncol 2023; Fizazi K et al NEJM 2017;
James et al NEJM 2017; Armstrong et al JCO 2021; Davis et al NEJM 2019; Chi KN et al NEJM 2019; Smith MR et al NEJM 2022; Fizazi K et al Lancet
2022




Hastalik Volimui Dosetaksel Tedavi Etkinligi icin Prediktif

A ANl Patients
h AT

CHAARTED: ADT +/- Docetaxel in mHSPC

(N = 790, Median follow-up 53.7m )

Long-Term Follow-up: High-Volume vs Low-Volume Disease

High-Volume Disease Low-Volume Disease
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Kyriakopoulos CE, et al. J Clin Oncol. 2018

20

Sweeney CJ et al. NEJM 2015

Yiiksek voliimlii hastaligi olanlar; viseral organ metastazi olan yada 24 kemik lezyonu olan
ve en az 21 vertebra, pelvis disi kemiklerde metastaz olmali



Hastalik Volimui Dosetaksel Tedavi Etkinligi icin Prediktif

CHAARTED and STAMPEDE: Lower OS benefit of
docetaxel in long-term analysis

100«
1.0 tomy ) e ADT plus docetaxel ’ HR 0.81
- ADT alona 1 1 = =
— 08 080 <
= Median OS (months)
(=]
+“ ADT plus docetaxel 576
2 0.6 ADTalone  47.2 040 -
24 3
E_ HR, 0.72 {85% Cl, 0.59 to 0.89); H
= P- 0018 5
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12 24 36 48 60 72 84 96 108
Time (months) Pas v
No. at risk: AMARDL T "o o Mmoo " "

ADT plus docetaxel 397 366 314 245 165 67 28 7 2 o
ADT alone 393 352 278 188 126 45 21 2 0 0

Kyriakopoulos CE, J Clin Oncol 2018 Clarke N, Ann Oncol. 2019

STAMPEDE tum hastalar de novo metastatik ve %41 high voliim, CHAARTED
¢alismasinda de novo metastaz orani %72 ve %66 high volim



Metastatik Kastrasyona Duyarli Prostat Kanserinde Dosetaksel Etkinl

Meta-Analysis of RCTs of Docetaxel in mCSPC

Overall Survival

A
Control Treatment Hazard ratio (95% Cl)
CHAARTED? 136/393  101/367 ¢——r- 0-61 (0-47-0-80)
GETUG-AFU 15%10 NA/193  NA/192 e 0-90 (0-69-1.81)
STAMPEDEE (SOC +/-Doc) 350/724  144/362 2~ —a— 076 (0-62-0-93)
STAMPEDE? (SOC+ZA +/-Doc) 170366 158/365 —_—— 0-85 (0-65-1-10)
Overall - 0.7 (0-68-0-87)
Heterogeneity: x’=4.80; df=3; p=0-187; I’=37.5% O'S - s
«— —

Favours SOC + docetaxel  Favours SOC

* Results based on 2993 men/2198 events
* 9% absolute improvement in survival at 4 years

Vale et al. Lancet Oncol 2016; 17(2):243-56
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Kastrasyona Duyarli Prostat Kanserinde
Dosetaksel karsi Abiraterone

STAMPEDE: Docetaxel vs Abiraterone Comparison

2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024 2025 2026

Standard of cam (S0C) « ADT («/HT) (+/-docetnnsl)
SOC + poledronic acd

SOC+docetasel

SOCoolecoxid

SOC .+« zoledrone aced+docetaxel

BOC+ roledrone acxd+calecoub

SOC «motiormn

HOC s rucaparty [HiobM + )

@ Pts in comparison A Ablraterone |
B Pts not in comparison # SOC+onzalutamide+abiraterona

"2008 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024 2025 2026
C = SOC+doc --> 189 pts
G = SOC+abi > 377 pts

sydes et al (2018) Annals of Oncology 29:1235-1248



Fadure-free
survival

Prograssion-free

survival

Metastatic

progression-free -

survival

Symplomatic skeletal
ovents

Cause-specific
survival

Overall survival

Kastrasyona Duyarli Prostat Kanserinde
Dosetaksel karsi Abiraterone

STAMPEDE: Docetaxel vs Abiraterone Comparison

Favours Favours
SOC+AAP G+ Do

——t

05 1.0 20
Hazard ratio

Sydes et al (2018) Annals of Oncology 29:1235-1248

Overall Survival

Overall Survival

1.0
0.8 \
0.6 -
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Kastrasyona Duyarli Metastatik
Prostat Kanseri Tedavisi

LATITUDE: ADT + Abiraterone/Prednisone or Placebo in
Newly Diagnosed High-Risk mHSPC

A Oeurull Survivs
100

Modian treatmant axposure:
ADT » AAP; 25 8§ monihs
ADT « PBO 14 4 months

Overal Sarval 1)

. No, of events:
ADT + AAP; 275 (48%) ADT + PBO, 36,5 months

ADT + PBO: 343 (57%)

N b Wisk
e

HR 066, 95% C1 0.56-0.78;
p <0.0001

« Median follow-up of 51.8 months
 34% reduction in risk of death
= Median OS was significantly longer for abiraterone +
ADT vs placebo + ADT
3 - 53.3 months vs 36.5 months
Al Al AN ~ HR = 0.66; p < 0.0001
ADT + placebos: 49%
i Fizazi et al. NEJM 2017 Fizazi K et al. Lancet Oncol 2019;20(5) 686-700

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

Dislama kriterleri; Daha 6nce cerrahi, Radyoterapi ,Kemoterapi

Metastatik hastaliga bagh semptomu olanlarda RT ve Cerrahiye izin verilmis



Proportion surviving

Yeni nesil androjen yolagi inhibitorleri
riskten bagimsiz etkili

ERRESMD " STAMPEDE: OS by risk group (LATITUDE)

Low risk

1.00 4

— SOC+AAP

— SOC

| HR 0.55 (0.41-0.76)

p=0.00001
0 1 2 3 ; 5 6 7 8
sOC
At-nisk 222 213 101 165 146 100 62 20 1
Censored 0 2 3 4 5 14 50 7 101
Diod 0 7 28 53 7 99 10 116 120
SOC+AAP
Alrisk 214 1 192 172 161 149 95 N 5
Ceonsorod 0 0 2 5 5 6 44 106 132
Died 0 3 20 37 48 59 75 77 7
HR 0.66 (0.44-0.98)

p=0.041

High risk

— SOC+AAP
— SOC

l| HR 0.54 (0.43-0.69)

P<0.00001
N T A e B T
socC
Atrisk 232 206 152 106 73 56 28 6 0
Ceonsored 0 2 5 5 0 13 33 51 54
Died 0 24 75 121 153 163 171 175 178
SOC+AAP
Atrisk 241 221 101 154 124 1 66 19 1
Ceonsorod 0 2 2 3 5 9 30 79 95
Died 0 18 48 B4 12 121 136 143 145
HR 0.54 (0.41-0.70)
P<0.001



Yeni nesil androjen yolagi inhibitorleri
tumor yukunden bagimsiz etkili

EERESMD™° " STAMPEDE: OS by disease burden (CHAARTED)

Low volume High volume

~— SOC+AAP
— SOC

— SOC+AAP
— SOC

8 HR 0.59 (0.47-0.74)
P=0.000011

ol HR 0.53 (0.38-0.74) i
| p=0.000058

0.00 0.00 4
p ! T A T 1 ) T T T A | T T
0 1 2 3 4 5 6 ) 8 0 1 2 3 4 5 6 7 8
socC SOC

Atnsk 106 190 172 145 126 95 54 24 1 Atrigk 256 228 170 126 93 70 36 " 0
Censored 0 2 4 5 6 14 46 72 92 Censored 0 2 4 4 5 13 37 56 63
Died 0 gl 20 46 64 87 96 100 103 Died 0 26 82 126 158 173 183 189 193

SOC+AAP SOC+AAP

Al-risk 206 203 189 168 156 144 92 29 5 Al-risk 243 224 189 153 124 m 66 20 1
Consored 0 1 2 3 3 ) a7 108 132 Censored 0 1 2 k) 7 10 35 74 o1
Died 0 2 15 35 47 57 67 69 69 Died 0 18 52 85 12 122 142 149 151



Kastrasyona Duyarli Metastatik
Prostat Kanseri Tedavisi

Final Overall Survival (OS) Analyses: Enzalutamide for Metastatic
Hormone-Sensitive Prostate Cancer

ENZAMET?
Enzalutamide +
testosterone
suppression (TS)

ARCHES?
Enzalutamide + ADT

Cvarall Survivad
—

HR. 0,70 (95% C1-0.53 w0 0.84)
Pe 0001

ws=Comrol
== Enzalidamios

Progention of patkents oive X

4
20 ENZA + ATIT
15 4 RO+ ADS

133

Nurhe: of patieres  Censoead {X]  [vent (%) Medon 95X
0TI 1A Hr »

Staind g ok test: <D000)

{ R (95 % CIJ.0.66 0,52 081)
- - v

v - - v
s L AL M LY %

Time (monthe)

Median follow-up of 68.0 months
30% reduction in risk of death
Median OS was significantly longer
for enzalutamide + TS versus
standard NSAA + TS
- Not reached vs 73.2 months
HR = 0.70; p < 0.0001

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% CI, 43.3 to not
evaluable) for placebo plus ADT.

« -HR =0.66; p< 0.001

1. Davis ID et al. ASCO 2022;Abstract LBAS004; 2. Armstrong Al et al. J Clin Oncol 2022;40(15):1616-22.



Kastrasyona Duyarli Metastatik
Prostat Kanseri Tedavisi

Apalutamide for Metastatic, Castration-Sensitive Prostate Cancer

.............

........

APA + ADT
Median not reached

......

o
>
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J
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Months

» Median follow-up of 44.0 months
35% reduction in risk of death

Median OS was significantly longer for
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. J Clin Oncol 2021

Chi KN et 2. NEJM 201£ ™



Kastrasyona Duyarli Metastatik
Prostat Kanseri Tedavisi

Metastatic HSPC Trials —Docetaxel Triplet

ADT +
*(*NSAA)

PRIMARY
ENDPOINT, OS
HR (95%, CI)

DISEASE VOLUME

HIGH (%)
HR (95% Cl)

LOW (%)
HR (95% CI)

DOC EXPOSURE (%)
HR (95% Cl)

Modified from: Armstrong AJ et al, JCO 2019; Armstrong AJ et al, ESMO 2021, Davis ID et al, NEJM 2019; Sweeney C et al, Eur Urol, 2021; Chi K et al, NEJM
2019; ChiK et al, JCO 2021; Frzazi K et al, ASCO 2021; Fizazi et al, ESMO 2021; Smith et al, GU ASCO 2022

ASCO Genitourinary
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Lancers dymoosium

#GU22

ENZA
SOC = +/- DOC

Secondary
endpoint
0.66
(0.53-0.81)

63%
0.66 (0.52-0.83)

37%
0.66 (0.43-1.03)

£ 1 et

ENZA*
SOC = +/- DOC

0.67
(0.52-0.86)

52%
0.80 (0.59-1.07)

48%
0.43(0.26-0.72)

Concurrent
0.90(0.62-1.31)
Interim analysis

mesenres we Dana Rathkopf, MD

APA
SOC = +/- DOC

0.65
(0.53-0.79)

63%
0.70 (0.56-0.88)

37%
0.52 (0.35-0.79)

1.12(0.59-2.12)

PEACE-1
N=710*

ABI

SOC* = DOC (+/- RT)

0.75
(0.59-0.95)

64%
0.72 (0.55-0.95)

36%

I 083(050-1.38) i
| Data Immatyre _

100%
Concurrent

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

ARASENS
N=1306

DAROLUTAMIDE
SOC = DOC

0.675
(0.568 — 0.801)

100%
Concurrent




ENZAMET calismasi de novo yliksek volumde
uclu tedavi etkili

Overall survival: volume, M1 timing, docetaxel

Enzalutamide
Enzalutamide + docetaxel
NSAA

NSAA + docetaxe!

20.22 ASCO m - -k;::.;.ts SFrof_lanD  SENZAMET  Abstract LBASOOM e St o £5505 P gt b ASCO .
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Kastrasyona Duyarli Metastatik
Prostat Kanseri Tedavisi

Metastatic HSPC Trials — Disease Volume

ADT + DOC
“(NSAA)

Primary Endpoint,
0s 072
HR (95%, CI) (0.58-0.89)

De novo, M1 (%) 73%
HR (95% CI) 0.68 (0.54-0.85)

Metachronous (%) 27%
HR (95% CI) 0.97 (0.58-1.62)

Disease Volume

HIGH (%) 65%
HR (95% Cl)

0.63 (0.50<0.79!

LOW (%) 35%

HR (95% ClI)

1.04 (0.70-1 551

1 VOLUME: CHAARTED- visceral mets and/or 2

DOC ABI

0.81 0.66
(0.69-0.95) (0.56-0.78)

95% 100%
0.66 (0.56-0.78)

NA

43% 100%
0.81(0.64-1.02) 0.66 (0.56-0.78)

33%
0.76 (0.54-1.07)

WRASTY L I

4 bone mets at least one outside the vert/pelvis, LATIT

ABI

061
(0.49-0.75)

> 90%

NA

52%
0.54 (0.41-0.70)

48%
0.66 (0.44-0.98)

LATITLOS cotewe el

VOT- 20V S

ENZA*

067
(0.52-0.86)

72%
0.69(0.52-0.91)

28%
0.56 (0.29-1.06)

52%
0.80 (0.59-1.07)

48%
0.43(0.26-0.72)

FAARTED craees

0.65
(0.53-0.79)

81%
0.68 (0.55-0.85)

19%
0.39(0.22-0.69)

63%
0.70 (0.56-0.88)

37%
0.52 (0.35-0.79)

OWVWARTED o

sions on bone scan, and visceral mets




ENZAMET yiiksek voliim hasta grubu uzun donem alt grup analizi

PROGNOSTIC FACTORS WITHIN HV SUBGROUPS

O8 in Synch HV. Bone mets location
(VI invikscben shacmr Al Aing Bver offver)

O8S in Synch HV. High bone burden

SYNCH HV (ADT+ENZA) BY BONE BURDEN AND DOCETAXEL
OF » Synan WY ENZA-DOC Low bone Durden OB » Synan WY ENZA#-DOC  ragh Done rden

[ 1 —ﬁt\\:\{ ——
WA NS ALY e WA RO AT e
” N - Y - -
L e el Mot “es ceem
R Norte v e

Fig 3. OS i Symch 1V (TSENIA arm) by COCOtased 1 DOMY SurDen (OOt NOL FANSMIed)

OUTCOMES OF LV SUBGROUP WITH 24 BONE METASTASES
WITHIN VERTEBRAL BODIES AND PELVIS

Fig 4. OS in LV with 24 bone mets (vertebras/pelvis)

ESMO 2024: Clinical Prognostic Factors Within the High-Volume Subgroup of Metastatic Hormone Sensitive Prostate Cancerin ENZAMET (ANZUP 1304)



Yeni nesil androjen yolagi inhibitorleri

viseral metastazda etkinligi

e e

diisuk

Does type of metastasis matter in mHNPC?
Results from new hormonal treatments in mHNPC according visceral mets

ENZAMET
Subgroup Enzalutamide Standard Care Hazard Ratio (35% CI)
0. of everts atal mo.
Visceral metastases
Yes 18/62 18/67 —— 1.0 (0.54-2.02)
No MS00 125745 - 062 (047-082)
)
0.2 06 1.0 20
- >
Enzalutamide Better Standard Care Better
LATITUDE Median (months)
AA+P  Placebo+P HR{(95%C)
Visceral disease at entry !
Yes ng 83 H—&—H 079 (0-59-105)
No 71 123 ‘ 0-69(0-58-0-82)
r T T 1
05 075 1 15
FavoursAAsP  Favours placebo+P

ARCHES
ENZA + ADT/PBO + ADT
Subgroup N(E) Median (months) ; HR(95% C1)
Nowmmmofmuu(hlx{my 33(10)61(23) NR/NR ——— 057(027,1.20)
Visceral metastases - yes 64128)/64 (24) 4850503 —_—— 1.16{067,200)
Visceral metostases - no 510(126)512{178) NR/NR ) 060{048,0.76)
00 05 10 15 20
Favors Fovors
ENZASADT PO+ ADT
Subgroup Apalutamide Placebo Apalutamide Placebo TITAN

no. of events/no. of patients  median overall survival (mo)

Visceral disease and bone metastasis
at baseline
Yes 20/56
NO 63,469

Gleason score at diagnosis

i

[l

Bm NE 2656

92/455 NE NE

0.99 (0.55-1.77)
0.63 (0.46-087)

BBV

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.




Viseral metastaz tanimi

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

to location of visceral melastalic sites.
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Clinical trials in mHNPC STAMPEDE ENZAMET®

Arm G° (abiraterone) . (enzalutamide)
fo) : [~
LATITUDE® TITANS
T .(abiratTerOne-) | | (apalutamide)
I ¢
1941 2013 2014 2015 2017 2019 2020 2021

CHAARTED? (docetaxel) ARCHES? PEACE-110

(enzalutamide) (ADT+ docetaxel
+/- abiraterone
+/- radiotherapy

STAMPEDE
GETUG 152 (docetaxel) Arm C* (docetaxel)

1. Huggins C, et al. Cancer Res 1941;1:293.297. 2 Gravis G, ot al. Lancet Oncol 2013;14: 149-58, 3. Sweeney CJ, ot al. NEJM 2015:373:737-746. 4. James ND, ot 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 2018;37:2074-86 8. Chi KN, et al. NEJM 2019;381:13-24 9. Davis
1D, et al. NEJM 2019.381:121-131. 10, Fizazi K, et al (oral communication at ASCO.2021), abstract, 5000

12N |



Kastrasyona Duyarli Metastatik
Prostat Kanseri Uclii Kombinasyon

Triplet #1: PEACE-1: ADT + Abiraterone/Prednisone in De Novo mHSPC
Radiographic PFS S in Overall and ADT with Docetaxel Population

DL WARTVOUT ADAF AT O (0 LS
e SOC plus aAbiraterone groups

A Overall population B AOT with docetaxel population
100
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SOC without S89
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PEACE-1: Adverse Events
| |AoTwithDocetaxel  |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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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 B7, Flechon A?, Berthold D%, Ronchin P?, Kacso
G'°, Berdah J-F'"!, Calabro F'2, Gravis G'3, Palumbo S', Gil T'5, Vie B'®, Ribault H'?, Fizazi K'8, Foulon S8, Carles J'°,

'Institut Universitaire du Cancer-Oncopole, Toulouse, France; 2Centre Leon Bérard, Lyon, France; Institut 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
Camillo and Forlanini Hospitals, Rome, Italy; '3Institut Paoli-Calmettes, Marseille, France; “Pdle Hospitalier Jolimont, La Louviére,
Belgium, Sinstitut Jules Bordet, Brussels, Belgium;'® Centre Armoricain Radiothérapie Imagerie Oncologie, Plerin, France; ""Unicancer,
8institut Gustave Roussy, Villejuif, France; '%Vall d'Hebron University Hospital, Barcelona, Spain
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Results (7)

Overall population

=
i

Overall survival (%)

Radiographic progression-free survival (%)
o .
-
"

T T r
3 5 D 1 2 3 4

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

<70 No abiraerone - «70 Abiraterons -= =« <70 No abiralarone <70 Abieaterone
70+ No abiratesone 10+ Abiratercoe | 10+ No abraterons 70+ Abeaterona

Number at risk (censored) Number at risk (consored)
<70 No abiraterone J87{0) 295(4) 175(26 57 (64 IN100) o 12 <70 No abiraterone 357(0) ¥6(5) 313(9) 217(56) 129(110) 64(158)
<70 Abiraterone 3540) L ER K] FERR) 14381) T3141) /178 <70 Abiratarone 354(0) 337(3) 294(4) 205(66) 1321117)

1544

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%Cl (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

ASCO Genitourinary Coantent.of this presentation is the Property of the author, licensed by ASCO. Permission required for reuse. ASCO

presewten o Loic Mourey MD

Lancers Sympaosium J > Presemston w sraperty of the 35ty and A% rrEacn 35180 Ay wow comad purusouGeRcs oy IWLEOGE CONQUERS CANCER
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Results (2 Docetaxel population

o
a
1

Overall survival (%)
o
-

Radiographic progression-free survival (%)

3

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

<70 No abiraterone <70 Abiraterane e<--- <70 No abiraterone - <70 Abiralerane
70+ No abirmerone 70+ Abiraterone 70+ No abiraterone — 70+ Abiraterone

Number at risk {censored) Number at risk {censored)
<70 No abirsterone 250(0 196(3) 10424 41(61) 287 <70 No abiraterone 250(0) 234(4) 200¢6) 126(53)
<70 Abirsterone 2390 210(2) 4%29 1%76) 20(11 <70 Abiraterone 239(0 226(2) 201(2 123(62)
8647

70+ Ablraterons

Age 2 70: HR 0.55, 95%Cl (0.29-1.04) Age 2 70: HR 0.80, 95%Cl (0.53-1.2)
Age < 70: HR 0.50, 95%CI (0.33-0.78) Age < 70: HR 0.71, 95%CI (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
» 0OS benefit difficult to assess (insufficient number of older patients/events)

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Triplet PEACE-1 OS results in the context of recent data [ .

ADT alone

ADT+docetaxel

ADT+abiraterone

Median Overall Survival
(de novo High-Volume mCSPC)

33 m CHAARTED (Xynakopaukos CE JC0 2018)
_ u m GETUG-15 “rﬂm (-) Eu' L‘nl N’HI
35 m STAMPEDE (Ciarka NW,_ Ann Oncol 2016)
40 m STAMPEDE doce (Clarka Ann Oncol 201%)

44 m GETUG-15 (Grawvis G Eur Urct 2018)

48 m CHAARTED (Kynakopodos CE JCO 2018)

53 m LATITUDE (Fzazi X Lancat Oncol 2019)
53 m? STAMPEDE Abi (James N £5M0 2020)

1AM |
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ARASENS Study Design

Global, randomized, double-blind, placebo-controlled phase |l study (NCT02799602)
Endpoints
| Docetaxel <6 | i

Patients (N=13086)
+ mHSPC o 4 D2rolutamide 600 mg twice daily + ADT -
« ECOGPSODor1

Secondary

* Time to CRPC

* Time to pain progression

+ SSE-free survival

Time to first SSE

Time to initiation of subsequent

Stratification
« Extent of disease: e 4 | 2CeDbO twice daily + ADT systemic antineoplastic therapy

M1a vs M1b vs Mic Time to worsening of disease-
* ALP<vs 2 ULN related physical symploms
Data cut-of Time to initiation of oploid use
FPFV: Nov 2016
LPFV: Ju‘:,v,_. 2018 Oct 25,2021 for 27 consecutive days
Safety

« Candidates for ADT 11

and docetaxel randomization
(N=1305%)

Primary analysis

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

One arvoled patient was exchied from all anatysin sety because of Good Cinlcal Practice viilations. ALP, alkaline phosphatase, CRPC, castratonresistant prostate cancer; ECOG PS, Eastern Coopearalive
Onoology Geoup permarmance status; FPEY, first patient Beat visit, LPFV, last pationt feat vl M1, nanregional lymah node motastases only; M1D, bone metastases £ lymph node metastaeses; M1, viscars
metastases » lymph node of bone metimiases: QIW, every 3 weeks: SSE, symplomatic shefetal event; ULN, woper il of normal

ASCO Lenitourinary 7 oy Matthew R. Smith, MD, PhD
Cancers Symposium 2 5 U ——"
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Baseline Demographics and Disease Characteristics

Patient demographics and disease characteristics Darolutamide + ADT + docetaxel Placebo + ADT + docetaxel
{n=061) (n=654")

Age, median (range), ¥ 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 (%) | 011 466 (71.6)185 (28.4) 462 (70.6)Y190 (29.1)
I Gleason score 28 at initial diagnosis, n (%) 505 (77.6) 516 (78.9)
Metastatic stage at initial M1 558 (85.7) 566 (86.5)
diagnosis, n (%) MO 86 (13.2) 82 (12.5)
| Mx 7(1.1) 6(0.9)
Metastatic stage at screening,n | Mia 23 (3.5) 16 (2.4)
(%) M1b 517 (79.4) 520 (79.5)
| M1c 111 (17.1) 118 (18.0)
I Serum PSA, median (range), ng/mL?* 30.3 (0.0-9219.0) 24.2 (0.0-11,947.0)
W Serum ALP, median (range), U/L! 148 (40-4885) 140 (36-7680)
"ALP stratification, n (%) 2ULN 361 (55.5) 363 (55.5)

ASCO Genitourinary - s Matihew R Smith, MO, PhD ASCO =z

Cal".ce.’s Sy’rlﬁpOSIUHY e g v be - - CHNOWLIDGE COMGUERS CANCER
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ARASENS Primary Endpoint*: Overall Survival
Darolutamide significantly reduced the risk of death by 32.5%

r———tt e ~
- S

\ Darolutamide + ADT + docetaxel
: S Median, NE (35% CI, NE-NE)
"~ ‘ \“\

————

Placebo + ADT ¢ docetaxel o
Median, 48.9 months (95% Cl, 44 4-NE)

Hazard ratio for death,
| 0.68 (95% CI, 0.57-0.80)
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Overall Survival By Metastatic Stage at Initial Diagnosis

(%)

Patients Who Survive

ASCO ¢

21
C

101
YMPosium

De novo metastatic disease

\\\ Darolutamide « ADT « docetaxe!
N "\\

N

-~

o R N

- —

Hazard ratio for death,
0.71 (95% CI, 0.56-0.85)

Ince Randomization

’

wnitenr. Matthow R. Senith, MD, PhD

Patients Who Survived (%)

Recurrent metastatic disease

——y
B T DY

RS Darolutamide + ADT + docetaxel
;'

\ “

Hazard ratio for doath,

71 0,61 (95% C1, 0.35-1,08)

Months Since Randomization
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ARASENS Overall Survival: Subgroup Analyses

Darolutamide » ADT + Placebo » ADT » Hazard Ratio (95% C1)
Docetaxsl Docetaxel
No. of Eventa/No. of Patients
Ovorall 229/651 104654 0.69 (0.58-0.82)
Extont of diseane (eCRF)
Noaregional lymph node metastasis 823 ik ! 0.65(0,18-2.2%)
Bone metastasis s 3 0.67 (0.55-0.81)
Vinceral metastanin s & 3 0.79 (0.55-1.14)
ALP stratification tactor (eCRF)
Below upper lime of normal 82290 sam 0.64 (0.46-0 88)
At or above upper limit of normal 1677381 3 ; 0.69 (0.56-0.55)
Age (ymaral
<68 yr 80243 fr 058 (045070
65-T4 yr 107303 L ' | 082 (0.63-1.06)
75-84 yr 401102 80111 4 0.61 (0.41-0.90)
245 yr N
al e
White 1317345 I - 063 (0.50-0.79)
Asian T4230 5 0.54 (0.62-1.14)
Black or African American 0/26 W21 ’ ) 0.48 (0.20-1.00)
Other or not reportad 16/50 : 0.58 (0.30-1.11)
Gecgraphical region
North Amarica A1N2S 56 061 (04100
Asia Pacific 74229 ' ' 0.85 (0.63-1.15)
Rest of the world 115297 2 061 (0.45-0.78)
PSA at baseling
Below median 110115 ! 337 0.77 (0.60-0.9%)
At or above median 1197336 837316 } - 0.62 (0.49-0.70)
£COG at baseling
0 150/466& a 1 0.75 (0.61-0.9))
1 91858 " 0.58 (04307
Gleason score
<8 nnn ’ 0.65 (0.42-103)
28 187/505 $ 0.71 (0.59-0.86)
Metastatc stage at sl diagnosis
M1 (de novo) 206/354 T1/566 i 0.71 (0.59.0.285)
MO (recurrent) [ -8 0.61 (0.35-1.08)

Darolutamide Better Placebo Better

ASCO Genitourinary reesouren v Matthew R. Smith, MO, PhO

<
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Adverse Events of Special Interest for AR Pathway Inhibitors

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

Patients, n (%) EAIR/100 PY* Patients, n (%) EAIR/100 PY*
Fatigue 216 (33.1) 12.5 214 (32.9) 178
&M fracture 49 (7.5) 28 33(5.1) 2.7

Falls 43 (6.6) 25 30 (4.6) 2.5
Rash! 108 (16.6) 6.2 88 (13.5) 73

Diabetes mellitus and hyperglycemia® 99 (15.2) 5.7 93 (14.3) 7.7

Weight decreased 22(34) 13 35 (54) 2.9
.A\Iusodllaumon and Nushlng 133 (20.4) 7.7 141 (21.7) 1.7

Breast disorders/gynecomastia! ’ 21(3.2) 12 10 (1.5) 0.8
| Hypertension? 89 (13.7) 51 60 (9.2) 50
‘Cardiac disordert 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) 13 15(2.3) 1.2
'_.Dcpvessod mood disorder® 21(3.2) 1.2 24 (3.7)

4 (0.6) 0.2 1(0.2)

ASCO Genitourinary

Cancers Symposium

misonnn e Matthew R Smath, MD, PhD ASCO NS GNOORSOY
£ COMOUIRS CANCES
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ARASENS VOLUME Subgroups: Overall Survival
High-volume mHSPC Low-volume mHSPC
y 3 : = Darolutamide + ADT + docetaxel
. Median, NR (95% Cl: 50.3 mo-NR) ) ; = -

Placebo + ADT + docetaxel e
Median, NR (95% CI: NR-NR)

£
°
<
>
s
-
-
@
o
£
=
o
2
c
2
B
L
[

Patients Who Survived (%)

Hazard ratio, 0.69 o4 Hazard ratio, 0.68
(95% Cl: 0.57-0.82) _ (95% CI: 0.41-1.13)

T T
30 33 36 42 45 4 9 57 0 0 3 6 9 12 15 1 29 24 27 30

Months Months

Number of low-velume patisnts s rsk

Dacoltamide 897 { 486 479 462 440 429 408 380 I8 356 341 26 312 78S 103 3 6 0 0 Derclutamide 154 151 151 148 48 144 141 180 138 131

Placebo 508 S0 491 489 444 430 401 378 358 341 210 304 205 280 233 153 2 23 { 0 Placedo 146 144 138 135 136 135 134 132 130 129 12

r of gh-vokema patients at 1isk

Anatysis by unstratified Cox regression model, Cl, confidence interval; NR, not

raesenten sy Maha Hussain, MD, FACP, FASCO
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ARASENS RISK Subgroups: Overall Survival

High-risk mHSPC Low-risk mHSPC

‘\_"_?‘—H-_‘.\_\_ Darolutamide + ADT + docetaxel
R \\\_‘ Median, NR (95% Ci: NR-NR)

=

L
L

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

Patients Who Survived (%)

= 7
-]
[
£
>
Z
-
- Jom
2
=,
- |
[
2
=
(%

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

v

T
15 1¢ 2 27 D A: : 2 45 B 34 0 3 6 1 5 18 & 2 ! 30
Months

Number of hgh Narer of low—1sk pabernts al r,

Darotamide 452 0

15 Darchtamida t0p 195 104 190 € v 8 179 73 %5 184 160 158 154 145
Flacebo 50 433 443

Flacebo 196 183 187 184 180 173 188 16 52 157 151 147 141 138 125

mesenen &y Maha Hussain, MD, FACP, FASCO
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. 2x2: SoC; abiraterone; RT; both. ADT + docetaxel

Agent | comparstos Fnisutamide | N3AA 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 e Improved secondary endpoints

Med OS: 5.7 vs 4.7yr

Syr0S:  67%vs57% 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



Viseral metastazi olanlarda dortli kombinasyon

Early results from CASCARA: A phase 2 study of cabazitaxel/carboplatin plus abiraterone in
high-volume metastatic castrate-sensitive prostate cancer (mCSPC).

Background: Best treatment of mCSPC involves doublet therapy (ADT + novel hormonal agent) or triplet
therapy (ADT + novel hormone + docetaxel); however, opportunity remains for further improvement.
Studies show that homologous recombination repair (HRR) gene mutations are enriched in metastatic
prostate cancer, and may portend resistance to docetaxel. CASCARA tested quadruplet therapy (ADT +
cabazitaxel/carboplatin + abiraterone) in high-volume mCSPC, aiming to enhance PSA responses and
decrease progression at 1 year. Methods: This phase 2 stud! enrolled 61 mCSPC patients with high-
volume disease who received ADT plus cabazitaxel (20 mg/m~ gq21d x 6) and carboplatin (AUC=4 gq21d
x 6) followed by abiraterone (1000 mg, plus prednisone 5 mg). Primary endpoint was freedom from
PSA/radiographic progression at 1 year. Other endpoints included PSAso response, freedom from PSA
progression, and safety. Archival biopsies were retrospectively evaluated for HRR (BRCA1/2, ATM,
CHEK2, CDK12, BRIP1, RAD51B) mutations at a CLIA-certified Iab. A sample size of 61 was
determined using a Simon two-stage design (stage 1: 32 men, stage 2: 29 men) with a null hypothesis
of a 1-year PSA/radiographic progression-free rate of 0.80 against a one-sided alternative of 0.92.
Results: From 11/2019 to 06/2022, 61 men enrolled at 7 sites. Median age was 64 (range, 45-76)
years; 21% were African American. Median baseline PSA was 8.9 (range, 0.1-1021) ng/mL. 449% of
men had ECOG=1. 91% had Gleason sum 8-10. Prevalence of DNA alterations (50 evaluable pts) was
18% for HRR mutations, 38% for 7TP53 muts, 22% for ERG fusions, 10% for SPOP muts. Freedom
fromm PSA/radiographic progression at 1 year was 77% (95% CI, 63-87%), and freedom from PSA
progression at 1 year was 81% (95% CI, 67-90%). The PSA,, rate response was 97%. PSA =0.2 ng/
mL at month-7, a surrogate for survival in other mCSPC studies, was 61%; PSA =4 ng/mL at month-7
was 82%. Outcomes according to mutation status are shown. AEs included 7% grade (Gr)-3/4
myelosuppression, 8% Gr-3/4 infections, 10% Gr-3 Gl disorders, and 3% Gr-3 fatigue. There were
4 treatment-related discontinuations. Conclusions: Quadruplet therapy with ADT + cabazitaxel/
carboplatin + abiraterone was well tolerated. At 1 year, 779% of pts were progression-free.
PSA =0.2 ng/mL at month-7 was 619%, exceeding the historical month-7 PSA =0.2 ng/mL rate of
45% in CHAARTED-docetaxel arm. Further exploration of this quadruplet strategy in randomized
phase 11l studies is warranted. Clinical trial information: NCT03934840. Research Sponsor: Sanofi-
Genzyme.

PSA<0.2 orani %61

Charles J. Ryan, ASCO GU 2023



Viseral metastazi olanlarda dértli kombinasyon

HRRm-6 T7P53m-14 ERGm-11 SPOPm -5
(67%) (77%) (100%) (100%)
HRRwt - TP53wt - ERGwt - SPOPwWt -
34 (83%) 26 (84%) 29 (74%) 35 (78%)

Freedom from
PSA/radiographic progression
at1yr

HRRm-3  7P53m-12 ERGm-9 SPOPm -4
(38%) (67%) (82%) (100%)
HRRwt - TP53wt - ERGwt - SPOPwWt -
27 (66%) 18 (60%) 21 (55%) 26 (58%)

PSA =0.2 ng/mL at month 7

© 2023 by American Society of Clinical Oncology

Charles J. Ryan, ASCO GU 2023



Evre IV Kastrasyona Duyarli Prostat Kanseri
Ucli Kombinasyonlar

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

ARAT

ADT Efficacy end points
Primeary:

ADT < 6 mo for mCSPC or =
local disease

Local treatment com

OMN=Z00Z>P2

Stratification

+ ADT

ECOG PS5, Lastern Cooperative Oncology Group performar
targoted therapy: NA, North America; PSA, pr
radiographic progression-free survival

nee status; ART, Androgen receptor
ostate-specific antigen; OS, Overall survivel; 1PFS,



Evre IV Kastrasyona Duyarli Prostat Kanseri
Uclii Kombinasyonlar

This trial has not been done yet:

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

Key Eligibility Criteria
’ "i metastatic disease by

Efficacy end points
Primary:

FCOGPSDor )

On-Study Requiremant
Conmtinuous ADI

Eermitted
ADT <6 nu

y o 5™ ‘

OMN=-Z00ZT>»D




Kastrasyona Duyarli Prostat Kanseri Tedavi sonrasi
PSA degeri Sagkalim lliskisi

Overall Survival after Androgen Deprivation in New Metastatic Prostate Cancer

Median
100 At Risk Deaths in Months
— PSA<02 602 199 75
80 — ---=-02<PSA<40 3860 166 44
cme= PSA>40 383 322 13
& 60~
§ -
£ 40+
20 -
4 Uy
\h-ss_.-_...,,‘_‘h _____ i
T T T T T T T T T T T T T T T T 1
0 24 48 72 96 120
Months After End of Induction
Al nsk
PSAs02ng/mL 453 210 63
02<PSAs40 219 77 20
PSA>40 92 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



Kastrasyona Duyarli Metastatik Prostat Kanseri Nadir
PSA Uzun Sagkalimi Gosterir

Patients who achieved reduction of PSA
<0.2 ng/mL by 3 months

Time to mCRPC Time to Radiographic progression Overall survival
1007 —~— 100 —— 100 fagy A4, PSA 5 0.2 ng/m
— — . A, Median: NR
g 80 < 804 —— -3 A 80+ °
: . '
& g0 2 4
g & @ o z .
(-3 = — S o
5 2 g "
= 404 s 40+ b
£ 2 0 .
g £ Without PSA < 0.2 ng/mL e
€ 204 § 204 Median: 30,0 mo
o) %
e HR: 0.34 (0.25-0.47; p<0.0001) Yes . "
o N HR: 0.33 {0.23-0.47; p<0.0001) o [ HR: 0.17 (95% C1, 0.13-0.23); P < 0.0001 l
© 3 6 9 12 15 18 21 24 27 30 33 36 o+ — 0 3 6 9 121518212427303336 394245485154 57
Months From Randomization 0 3 6 9 12 15 18 21 24 27 30 33 .36 . 0 atrksh Months
Number at r Months From Randomization :
Yes S 251 233 22 185 130 8 M 10 2 0 Nomiber ol ok 13813413
No 12 206 100 157 138 121 % 4r M 1 u 0 Yes 267 262 IS2 M) 224 195 18 117 &4 0O 3 1 (
No 758 23& 217 197 165 131 126 77 s 1 o 0 (

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

s
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Kastrasyona Duyarli Metastatik
Prostat Kanseri Tedavisi

Objective: Undetectable (<0.2) PSA Levels

100 -

m Darolutamide
m Placebo

80 -

60 -

40 -

20 -

Patients achieving undetectable PSA, %

52 weeks

24 weeks At any time

post-baseline )
CHUM



Kastrasyona Duyarli Metastatik Prostat Kanseri Tedavisi

Results: Overall Survival

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

Darolutamide + ADT + docetaxel

Undetectable vs detectable PSA at 24 weeks Undetectable vs detectable PSA at 36 weeks
o] MmN | LS gaa SN Undetectable PSA at 24 weeks |
29 . o Modian, NE (85% Cf, NE-NE) Y g
o S8 0s oS
684 -~ :
M“.‘ﬂ 03
408 -]
.3 - 206
& ac S = 2
2 Y44 s “ 04
5 3
el & 03
. Hazard ratio for death, 024 Hazard ratio for death,
4 0.47 (95% C1, 0.35-0.63) 014 0.37 {95% CI, 0.28-0.49)
e0 081 y v ~ v v v —y - - v - - v v v v . v -
3 3 ] 2 15 1% 2 M ORI N N L8 8 N NN 0 3 6 4 12 B W 2 M ZF W OB N M L 4H 8 ST M BT
Marmer it Fatwrre of ek Meoath Warsder of patessts o Vaone
;7 - < ) 3 n e m m " g - Jai » % m 3 100 ’ )
GO e = m 23 5 oA, Mea 3 iR - > e
isn
CHUM

Ssad et ol. AUA 2022




LIBERTAS Trial: Phase 3 Trial Design

Gelecek Perspektif

Key Eligibility Criteria

- Diagnosis of prostate cancer prior
to screening with histologically or
cytologically confirmed
adenocarcinoma

Metastatic prostate cancer disease
documented by conventional
imaging (example, computed
tomography [CT], magnetic

resonance imaging [MRI], or bone
scan) and/or next-generation
imaging [NGI) demonstrating
greater than equal (>=) 2 distinct
extraprostatic sites of metastasis

ECOGOor 1 (ECOG 2 or3are
eligible for the study if the ECOG
PS score is related to stable
physical limitations)

- Apalutamide

\ +ADT

- (from Day 1 of Cycle

‘ 7 up to at least 18
months)

. Apalutamide +
intermittent ADT
(from Day 1 of Cycle

7 up to at least 18
months)

OmMN=-=ZX00Z>»>2

www.clinicaltrials.gov: NCT05884398

Efficacy end points

Primary:

— 18-Months Radiographic
Progression-free Survival
(rPFS)

— Severity of Adjusted Hot
Flash Score at 18 Months

Secondary

— Severity Adjusted Hot
Flash Score and Hot Flash
Frequency

— Second Progression-free
Survival (PF52)

— Overall Survival

— Prostate Cancer-specific
Survival

— Serum PSA Evaluations
— Duration of Time on ADT
— Time to First A7 et

— TimetoReer )
Testosteron v
| G

% @neerajaiims

Presented by: Neeraj Agarwal, MD '{Et{!?‘,‘.“ E 1




Prostat kanserinde genomik profil

Recent insights into the molecular landscape of advanced PC have identified the following potentially
actionable targets:

Molecular aiteration Frequency of expression in advanced PC*

L B B I B (>80%)"
P B0 (63%-71%)6
41

High levels of PSMA expression

AR pathway mutations/alterations
PTEN-PI3K-AKT pathway alterations (49%)°

Cell cycle (CDK) pathway alterations 1 (21%)°

DNA repair pathway alterations 'I\ (19%—23%)°

e e =B =P =D =P

)
)
)
)
1
1 (18%)®

WNT pathway alterations

MSI-H, dMMR f (~3-5%)78

PSMA appears to be the most broadly applicable potential biomarker and actionable target in advanced PC**

*Foch figure represents 10% of potients with gavonced PC

1, Hope TA, et ol ) Nucl Med. 2017;58(12):1956-1061; 2. Hupe MG, et ol. Front Oncol. 2018:8:621; 3. Pormykala KL et af, ) Nucl Med, 2020,61(3):A05-411,
4, Minner 5, ot al. Prostate. 2013 71(1):281-200; &, Bostwick DG, et o), Concer, I90802(11);2256-2201; 6. Robinxon D, et al, Cell. 2015,161(5)/1215-1228,
7. AbIda W, et 0l JAMA Oncol. 2019; 5(4).471-478,; 8. Lindh C, et ol. APMIS. 2019, 12 7(8):554-560.

AKT, protein kinose B8; AR, androgen receptor; COK. cyclin.dependent kinase, PC. prostate concer, M3, phosphoinositide 3-Kinose,

PSMA, prostate-specific membrane antigen; PTEN, phosphatase and tensin homaolog, WNT, wingless int-1



Gelecek Perspektif

Biomarkers in development for mHSPC

A robust biomarker could help determine first-line treatment and identify patients most likely to
benefit from MORE or LESS intensive therapy

AR Low AR transcriptional activity may reflect reduced AR

AR aiterations uncommon in HSPC. AR-V7 prasant . . P o 10}
24 o il oo In HRPC but not HSPC t dependence/aggressive disease (Spratt DE, Clin Can Res 2019)

Transcriptional activity in HSPC may be a marker for B e T
reduced responsie to ARPI Loss of TP53, PTEN and RB1 are associated with RESISTANCE to AR
Tumor suppressor genes (RB1, 1753, PTEN, SPOP) axis inhibitors (Zou M, Cancer Disc 2017; Ku SY, Science 2017; Hamid AA, Eur Urol 2019)

All but SPOF more common in HRPC than HSPC

Shown to ba associatec with treatment responses in SPOP mutations are associated with SENSITIVITY to AR axis inhibitors
ERPCTDNE 0L YR HEE (Boysen G, Clin Cancer Res, 2018)

CtDNA
Fraction of ctDNA correlates with disease burden and
oulcomes, Initial response in CIONA Fraction may be

|

associated with long term response. Ability to assess suggesting that both may be useful for molecular subtyping in mHSPC
genetic alterations using ctDNA rafies cn high ctONA (Vandekerkhove G et al, Eur Urol 2019)
fraction and remains to be determined in mHSPC e e e e —— ——

« Primary tissue and ctDNA share relevant somatic alterations, |

HSD381 « CHAARTED: inheritance of at least 1 copy of the adrenal permissive
Assessed n the germiing, Adrenal permissive allele 2 g 2 %
associated with shorter time o progression fo HRPC allele is associated with lower OS in low volume mHSPC (+Heam JWD et al,

and shorter OS JAMA Oncol 2020)

P S LR » CHAARTED (PAMS50): Luminal B subtype responded best when DOC

Post-hoc analysis demonstrating ability to identify
potantial responders in both HSPC and HRPC was added to ADT (Hamid AA et al, Ann Onc 2021)

Modified from: Hoffman MR et al, Urology 2021

A?Fo’(;I. rnnary m masuntes oe  Dana R&ih'l:op' MD A . A o ASCO sy ;



Gelecek Perspektif

DNA repair

PI3K

Cell-cycle

TMPRSS2-ERG / ERG
TSG
SPOP

RNA

ctDNA%

BRCA1, BRCA2, PALB2

HRRm

MMR-d/MSI-H

PTEN

PIK3CA, AKT1

RB1 or RB1/TPS3 doublet, high Ki67
Cyclin D1, intact RB1, CDK2NA, low Ki67
ERG alter microtubule (dynamics)
Compound mutation in TP53, PTEN, RB1
Role in AR regulation

Decipher, GC Q4

PAMS0: Luminal B

Low ctDNA%

High ctDNA%

PARPI
PARPI-ARPI

ICI

PI3KiI

PI3KI

Platinum (doublet)
CDKA4/6i
Taxanes (triplet)
Taxanes (triplet)
ARPI

Taxanes
Taxanes

ICI, PSMA-RLT

Taxanes (triplet)

NCTOA 0070 NCT03879122

CYCLONE-3

STAMPEDE
STAMPEDE



Gelecek Perspektif

Decipher as a Prognostic Tool - Evolution from GRID Signatures

ADT «+ docotaxel boter ADT bettor
Patients, n (ovents, m) Hazard ratio (95% CI), P valse
Hypotheses and analyses plan Touw 160 82) 0.58 (0.30-087), 0. 000"
- e
* 59 signatures derived from pan- PAM50 basal 80 (44) = 0.85 (0.47-1.54), 0.58
transcriptome data
[ PAMSO yrminal B 77 (a®) 045 (0.2508), 0007 ]
* CHAARTED biomarker cohort (N=160)
used as training set! oc ot 40 20) = 0.72 (0.20-1.73), 0.46
Pmm mh' mw ﬂ.n GC Q29 80 (a0) 8 0.57 (0.30-1.08), 007
* 4 signatures identified for predictive [ s oo s, . pS— AT RIDURN. 00" ]
testing Decipher?, PAMS0?, PSC%, and
AR-A’ Average AR actwity 02 (48) 0.56 (0.91-0.68), 0.04*
——
Lower AR activity 68 ) 0.55 {0.20-0.99), 0.048"
—_——
04 06 08 10 12 16
Hazard rato

1 Mamid A Sweoney C ot of Ann Oncol 2021, 2 Ngupen P of ol ot ) Radiat Oncol Biol Phys. 2000 3 Parker 1S ot of ) O
Orcol 2000, & Weiner AB ot of Cancer, 2023 5. Spratt D et ol Clin Cancer Res 2019

Adiupted from: Emily Grist, et al, Decipher mANA score for prodicton of survival benefit from docetass’ #t stant of Jeprivston ther agy
JADT) for sdvanced prostate cancer (PC) An ancillary sudy of the STAMPEDE docetanel trials £SMO 1317 Septomber




Gelecek Perspektif

Overall Survival in CHAARTED Stratified by Decipher Genomic
Classifier Quartiles

—_— 023 —q

median 05 (months)
& 294
023 &3

Q1 576

Time from randomization {(months)
Number of patsents at risk

0s w
Qz-3
om -

Adapted based on cata from: Anis Hamid, et al. Transcriptional profiling of peimary prostate tumor in metastatic hormone-sensitive prostate cancer and association with
chnical outcomes: corretative analysls of the E3305 CHAARTED trial. Annals of Oncology, 2021;32{9): 1157-1166. 0OL: 10.1016/f annonc.2021.06.003



Gelecek Perspektif; klinik bulgulara gen ve
genomik verilerin eklenmesi

STAMPEDE docetaxel and abiraterone phase 3 trials

Metastatic prostate cancer High-risk localised (adjuvant)

> 1 metastases on bone / CT scan Local lymph node positive or if negative,
= 2 high risk features:

T3/74, PSA 240ng/ml, Gleason sum 8-10

ADT +/- docetaxel/docetaxel + zoledronic acid
3909 directly-randomised patients
ADT +/- ABI



Gelecek Perspektif; klinik bulgulara gen ve
genomik verilerin eklenmesi

Linking of clinical and multi-omic data

Blocks Central H&E M di ti Mi
e e R acro_ issection |c_roarray p—
[EUN docetaxel

B . HE 432
|
TiLs
A Ki67
T PTEN
RNA
— 7 =

Docetaxel ABI trial
Affymetrix Human Exon 1.0 ST microarray trials

1.4 million genome-wide features



Gelecek Perspektif; klinik bulgulara gen ve
genomik verilerin eklenmesi

Clinical qualification of transcriptome signatures for
advanced prostate cancer starting androgen deprivation
therapy with or without abiraterone acetate and
prednisolone: an ancillary study of the STAMPEDE trial

Marina Parry, Emily Grist, Christopher Brawley, James Proudfoot, Larissa Mendes, Sharan Lall, Alex
Hoyle, Ashwin Sachdeva, Yang Liu, Claire Amos, Matthew Sydes, Robert Jones, Max Parmar, Felix Feng,
Christopher Sweeney, Noel Clarke, Elai Davicioni, Nick James, Louise Brown, Gerhardt Attard on behalf
of the STAMPEDE investigators

[Maring Parry, of al, Chnlcal qualification of transcriptome signatures lor advanced prostate cancer (APC) starting androgen deprivation theruagy (ADT) with o without
abiraterone acotate and prodnitolone (AAP): An andillary 1tady of the STAMPEDE AAP trial, ESMO. 913 Septomber 2022, Pars, France

Marina Parry, ot al, Clinlcal testing of transcriptome-wide expression profiles in hgh-risk localized and metastatic prostate cancer starting androgen deprivation therapy: an
ancilary study of the STANPEDL abiraterone Phase ) 1ral. Res 5q [Prepeint] Fobruary 8, 2023, DO 10.21201/rs.).13- 2488586/ 1.



Increasing p value

10

Non-metastatic Metastatic
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Gelecek Perspektif; klinik bulgulara gen ve
genomik verilerin eklenmesi

decreasing

Hazard ratio of a 1 standard deviation change in signature score

_ﬁ

increasing

Risk of death

v
1.4

—

decreasing increasing



Gelecek Perspektif; klinik bulgulara gen ve
genomik verilerin eklenmesi

prednnolone (AAPL: An ancillary wady of the STAMPLDE AAP t-ial ESMO 9-1 ) Septewder 2022 Para, france

STAMPEDE sbiratecons Puie J e e 5g [Prepoint] february 8, 2020 DOC 10.20200 /13, 3re J4EE580/v)

Decipher Signature is Strongly Prognostic Across Disease States

o Metastatic 30 Localized high-risk
< median, ADT+AAP
== ; hs L, i T
median, ADT+AAP 3 i o
gy TN
- _§ 1, > median, ADT+AAP
g \ S
e 54 \ o 5 1'1
Beseotrerenas
@ ., g > median, ADT *:
L % g
‘\‘ > median, ADT+AAP 8
25 4 Moot 26 -
HR: 1.18 N— = 21 Hg: 1.20
i, | NS
95% Cl:  1.09-1.26 Z Lién")&b"i" 95% Cl:  1.09-1.31
, [LR] p: 5x10°€ ' 3 [LR] p: 4x10°5
L) T T T A 1 L} T T T 1 \J L) L T L) \J L)
0 12 24 38 a8 80 72 B 2 0 12 24 % 43 60 72 84 96
ADT Months since randomisasion {ADT Months since randomisation
At rigk 98 92 82 73 64 56 47 39 20 7 Atrsk 111 10 107 102 97 91 82 57 20
Event 8 10 8 9 8 8 3 B Evert 1 3 5 4 3 [ [) 2
ADT+AAP ADT+AAP
Atrisk 104 90 80 79 75 72 63 a8 23 Atrsk 88 88 87 85 83 79 67 S0 18
TEv-M 7 7 10 4 3 7 [ 5 Event 0O 1 2 2 2 6 3 2
wnmu 107 93 64 42 2 2 18 13 8 EADTNMR 88 82 77 68 58 51 40 23 5
Event 14 29 22 13 7 4 a 1 I Evemt 6 5 9 9 5 [ 7 3
ADT+AAP ADT+AAP
At risk 80 76 59 49 40 3 2 16 At risk 105 102 96 89 81 68 58 a1 14
Evont 4 10 6 10 [ 8 0 3 Event 3 6 7 8 9 3 3 0
Marna Parry, et al. Onical g W cation of » pgnatares for d prontate cancer (APC) starting androgen ceprivation therapy LADT) wih or wihout abraterone acetite anc Kaplan-Meier estimates with 355 C) In Rghtar

shade
MR per 0.1 it norease in
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Gelecek Perspektif; klinik bulgulara gen ve
genomik verilerin eklenmesi

Absolute Benefit of Adding AAP to ADT Varies by Decipher Score

Metastatic Localized high-risk
40 32% 40
. —°I B < median '2'
3 M > median a°- 23%
% 30 S 0
2 2
S g
g 20 § 20
: :
g 10 ;g 10
: ] 3 ]
.| [N .| [ 1
36 months 72 months 96 months 36 months 72 months 96 months
OS benefit of AAP MFS benefit of AAP

Event rate calculated using flexible parametric modelling adjusted for baseline characteristics

Marina Parry, et al Cinical qualification of transcriptome signatures lor advanced prostate cancer (APC) starting androgen deprivation therapy (ADT) with or withcut abiraterone acetate and

predaisolone (AAP): An ancillary study of the STAMPEDE AAP trial. ESMO. 9-13 September 2022; Parts, Frante. 9
Marina Parry, et al Clinical testing of transcriptome-wide expression profiles in high-risk localized and metastatic prostate canker starting and rogen deprivation therapy: an antillary study of the

STAMPEDE abiraterone Phase 3 trial. Res Sq [Preprint] february $, 2023. DOL: 10.21203/¢3 3 15-2483586/v1.




Gelecek Perspektif; klinik bulgulara gen ve genomik
verilerin eklenmesi

Decipher mRNA score for prediction of survival benefit
from docetaxel at start of androgen deprivation therapy
for advanced prostate cancer: an ancillary study of the
STAMPEDE docetaxel trials

Emily Grist, Peter Dutey-Magni, Larissa Mendes, Marina A. Parry, Ashwin Sachdeva, James
Proudfoot, Anis A. Hamid, Claire L. Amos, William R. Cross, Silke Gillessen, Daniel M. Berney,
Matthew R. Sydes, Mahesh K.B. Parmar, Felix Y. Feng, Noel W. Clarke, Elai Davicioni,
Christopher J. Sweeney, Nicholas D. James, Louise C. Brown, Gerhardt Attard on behalf of the
STAMPEDE Investigators

ClinicalTrials gov number, NCTO0268476 & Current Controlled Trials number, ISRCTN78818544 Trial conducted by Medical Research Council Trials Unit at University College
London, UK.

105 UK trinl sites participated in this study

Emily Grist, ot ol Decipher mRNA score for prediction of survival benefit from docetasel ot start of androgen deprivation therapy (ADT) for advanced prostate 10
cancer (PC): An ancillary study of the STAMPEDE docetaxel trials. ESMO. 13:17 September 2024; Barcelona, Spain




Gelecek Perspektif; klinik bulgulara gen ve
genomik verilerin eklenmesi
‘Decipher Score Predicts Docetaxel Efficacy in Metastatic
Prostate Cancer
Decipher high Decipher low

1.00 A 1%
HR: 0.64 HR: 0.96
’ 95% Cl: 0.48-0.86 95% Cl: 0.71-1.3
0.75 075
— ADT

— ADT

ADT+Doce ~ ADT+Doce

Overall survival

0.50

025 0.25

0.00 0.00 — - -

0 1 2 3 4 5 6 7 8 98 10 M 12 13 4 15 0 1 2 3 4 5 6 7 8 9 W MM 12 3 M 5
Years since randomization Years since randomization

Mok |14 126 87 61 44 35 N2 28 M 19 W W4 W 4 3 ) Atrsk 119 115 08 858 74 66 55 40 30 33 N B/ W 12 5 4
Everts ! 0 15 54 50 97 06 109 M3 1S 120 121 123 128 27 W27 W7 Eveets ' 0 4 21 3 4 52 & 7 ™ 1 81 84 M W N N
Atesk 1127 1M1 96 77 62 48 W ¥ N 2?7 1 W W T 4 2 Arisk 1152 146 121 1090 83 74 67 S8 45 & N 2 20 10 §
Evorts ' 0 %6 31 49 B3 75 8 B4 A0 02 96 104 105 108 106 06 Eveolr® 0 8 31 42 & 74 8t g8 W0 105 M6 ME W 18 19 1N

High Decipher score identifies patients more likely to benefit from docetaxel
Biomarker-treatment interaction effect p value= 0.039*

Emily Grist, et al. Decipher mRNA score for prediction of survival benefit from docetaxel at start of androgen deprivation therapy (ADT) for advanced prostate
cancer (PC): An andillary study of the STAMPEDE docetaxel trials. ESMO. 13-17 S ber 2024; 8 lona, Spain,




Gelecek Perspektif; klinik bulgulara gen ve
genomik verilerin eklenmesi

Direction of Treatment Effect Consistent in High Volume

Decipher high

1.00

0.75

Overall survival
o
ES

&

HR: 0.72
95% ClI: 0.49-1.07

— ADT
- ADT+Doce

fisk 173 61 MU
Events 1 0 12 39
46
16

Alrisk 162 54
Ewats i g g

L &R

16
58

25
k1

0.00 Sy Ry e
0 1 2 3 4 5 6 7 8 9 10 1 122 13 w4

Years since randomization

" W0 10 9 7 6 5 4 2 1

62 63 63 63 65 66 67 68 69 69
% 4 13 a8 7 6 1 0 0 O
44 47 48 52 53 S4 59 59 59 89

15

1
69
0
59

1.00 4
: HR: 1.16
96% Cl: 0.77-1.74
075
:
%o.so — ADT
3 ~ ADT+Doce
0.25
0.00 gy
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 16
Years since randomization
nulusaussnuzowua § 6 2 2 1 1t
1 13 19 25 30 34 36 41 43 45 45 46 48 46 46
Atfisk 181 75 60 52 40 26 23 18 14 12 8 9 7 5 2 0
Events ‘0 6 21 20 41 53 56 60 64 66 69 60 60 69 69 69

Decipher lower

Emily Grist, et al. Decipher mRNA score for prediction of survival benefit from docetaxel at start of mdmgm deprivation theragy [ADT) for advanced prostate
cancer (PC): An ancillary study of the STAMPEDE docetaxel trials, ESMO. 13-17 5 ber 2024; B

, Spain
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Diger Doz Yogun Sec¢enekler

Name/Sponsor ARTA 3d agent Design (n)
AMPLITUDE Abiraterone Niraparib Randomized, HRR+ (788)
TALAPRO-3 Enzalutamide Talazoparib Randomized HRR+ (550)
City of Hope PCF Abiraterone Talazoparib Single arm, Unselected (70)
PSMAddition Lu177-PSMA-617 Any ARTA :?ﬁgcéc))mized, PSMA PET +
KEYNOTE-991 Enzalutamide Pembrolizumab Randomized (1232)
NCT03951831 n/a (ADT + Doce) Cemiplimab Single arm (20)
MSKCC Abi/Enza Atezolizumab SBRT, Single arm (44)
CABIOS Abiraterone Cabozantinib, Single arm (22)
Nivolumab
CASCARA (U Minn)  Abiraterone Cabazi + Carbo Single arm (60)
Capitello-281 Abiraterone Capivasertib Randomized, PTEN def (1000)

CYCLONE-3 Abiraterone Abemaciclib Randomized, unselected (900)
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SYSTEMIC THERAPY FOR CASTRATION-SENSITIVE PROSTATE CANCER™

Mosstt ——— |or

ADTU:uu

M VVWW,XX,YY,ZZ

Monitoring (preferred)

ADTY with one of the following:
* Preferred regimens:

» Abiraterone (category 1)"-€¢

» Apalutamide (category 1)4

» Enzalutamide (category 1)Y
or

ADT" with docetaxel and one of the following?32:

* Preferred regimens:
» Abiraterone (category 1)":¢¢
» Darolutamide (category 1)Y
or
ADTY with EBRTP to the primary tumor for low
metastatic burden M1°bP
or
ADTu,uu,ccc

\j

« Physical exam +
PSA every 3-6 mo

« Imaging for
symptomsP

« Conventional
imaging every
3-6 mo to
monitor treatment
response”

Studies
negative
for distant
metastases

— Progression*!l-ddd <

Studies

positive
for distant
metastases

MO0 CRPC
(PROS-13)

ee
Systemic
Therapy for

See
Systemic

(PROS-14)
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National
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Network® Prostate Cancer Discussion
WORKUP AND TREATMENT OF M1 CSPCS s thuuvy
WORKUP FOR METASTASES"™
ADT* with docetaxel and one of
the following:
* Preferred regimens:
» Abiraterone (category 1)~
» Darolutamide (category 1)* * Physical Séé
+ Other recommended regimens examination + PSA Workup and
High-volume™* » Apalutamide (category 2B)* every 3—? mo Trostment
g synchronous or » Enzalutamide (category 2B)* * Imaging for 11
i :‘L";"" !’"”'i“' o metachronous or = | symptoms' rcmeSRe w
st‘aoi:;" i bl metastases ADT* with one of the following: « Periodic imaging to
* Preferred regimens: monitor treatment
i 's’»&"’.’ﬂ'«'&‘fﬁ“ﬁ&"ﬁé&m » Abiraterone (category 1)*** response
« Estimate if o » Apalutamide (category 1)
stimate life expectancy » Enzalutamide (category 1)*
(P"—"—c—'m-’—‘z'—u.fl : « Other Recommended Regimens
X L] t4
[PROS-A]) * Darolutamide’
* Perform germline and
somatic genetic testing®
(if not previously done)
« Obtain family history?
i z‘s:.o::r::.llﬂy-of-lm Low-volume synchronous metastases
or PROS-138

Low-volume metachronous metastases
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WORKUP FOR METASTASESWW

High-volume** synchronous or metachronous metastases

Low-volume
synchronous
metastases

Low-volume

|_.

metachronous )—>

metastases

ADT#* with one of the following:
* Preferred regimens:
» Abiraterone (category 1)%84
» Apalutamide (category 1)*
» Enzalutamide (category 1)*
* Other Recommended Regimens
» Darolutamide (category 2B)*

or
ADT#* with docetaxel and one of the following:
» Abiraterone (category 2B8)* "
» Apalutamide (category 2B)*
» Darolutamide (category 2B)*
» Enzalutamide (category 2B)*

or
ADT#* with EBRT® to the primary tumorYY
alone or with one of the following:

» Abiraterone*®®

» Apalutamide (category 2B)*

» Docetaxel (category 2B)*

» Enzalutamide (category 2B)*

ADT* with one of the following:
* Preferred regimens:
» Abiraterone (category 1)*#®
» Apalutamide (category 1)*
» Enzalutamide (category 1)*
* Other Recommended Regimens
» Darolutamide (category 2B)*

* Physical examination + PSA
every 3-6 mo
o=+ Imaging for symptoml'
* Periodic Imaging to monitor
treatment response

> PROS-13A

See
Workup and

- Progroulon'-"—v Treatment

of M1 CRPC
(PROS-15)



Tedavi Kararinda Etkili Faktorler

Hastalikla iliskili
Faktorler

1- Yiiksek volim/Disuk
volim

2- Denovo/metakron
metastaz

3-Metastaz bolgesi
4-Gleason skoru

5-Primer timorin genetik
profil

Klinik Faktorler

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

4-Baska hastaliklar icin
aldigi tedaviler

5-Hastalik icin daha once
aldig1 tedaviler

Baslanacak tedavi
ile ilgili faktorler

1-Uygulama sekli

2-Etki etme mekanizmasi
3- Yan etkileri

4-lac etkilesimi

5-Tedavi maliyeti




Sonuc¢

U ADT+yeni nesil androjen yolagi inhibitérii/ ADT+yeni nesil androjen yolagi+dosetaksel karsilastirmasi yok
Q Ugli tedavi

Viseral metastaz, de novo, yiiksek voliim, geng, yasam beklentisi uzun hastalarda 6n planda diisiiniilebilir
Karaciger metastazi gibi kotii seyirli hastalarda doértlii kombinasyon? Daha ¢ok veriye ihtiyag var

Qikili kombinasyon

CHARTED kriterlerine gore dﬁéﬁk voliim, metakron metastaz, non-regioneal lenf nodu, akciger metastazi olan
hastalarda ikili kombinasyon disiintulebilir

O Yeni _rli_esil androjen yolagi inhibitori, hastanin ek hastalig, ilag etkilesimi ve yan etki profiline gore secilmesi
onerilir

U Genomik profilleme tedavi seciminde etkili olacak.

U Gelecek donem PSA yanitina gore tedavi yogunlugunda azaltma ya da yogunlugunu artirma bir se¢enek olabilir



