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Prostat kanserinin seyri

[ Kastrasyona duyarli prostat kanseri

Diger nedenlere bagh

[l Kastrasyona direngli prostat kanseri Olim

Metastaztatik evre

Klinik metastaz:
kastrasyona
direncli

Yukselen PSA: Klinik metastaz:

Klinik lokalize hastaltk g Kastrasyona duyarl Kastarsyona duyarh

Yikselen PSA:

kastrasyona direncli Hastaliga bagh oliim

iki tanimlayici kriter
e Kastrat testosteron seviyelerinde (<50 ng/dL) yiikselen PSA

e Radyografik olarak tanimlanabilir metastaz yoklugu

Scher Hl ve ark. J Clin Oncol. 2008;26:1148-1159'dan uyarlanmistir.



Lokalize Yuiksek Riskli Prostat Kanseri

Patterns of Presentation
Increased Mortality in High-Risk Prostate Cancer

ﬁ High-Risk Feature 15-Year PCSM

PSA > 20 ng/mL 22%
Gleason 8-10 34%

cT3 38%

High-risk Disease” 19%

Localized Regional Distant
Low-risk  ®Intermediate-risk  ® High-risk

PCSM=Prostate cancer specific mortality; PSA=Prostate specific antigen. “Defined by D’Amico criteria: PSA > 20 ng/ml, Gleason 8-10, or cT2¢c-T3. Cooperberg, JCO, 2010; Eggener, J Urol, 2011



Lokalize Yuksek Riskli Prostat Kanseri

Yuksek Riskli Prostat Kanserinde Tedavi Paradigmalari

Neoadjuvan Tedavi
Prostatektomi - 4 Radyoterapi + ADT
e Uzun sireli sagkalimi iyilestirdigi gdsterilen meme, rektum,

mesane ve diger kanser tlrlerinde standart bakim (standard of
care) uygulamasidir.

Radyoterapi + ADT
Lokal hastaligin evresini distrerek (down-stage) cerrahi
rezeksiyonu kolaylastirabilir.

> 7 D Cerrahi sonrasi tedavi ihtiyacini azaltabilir veya geciktirebilir.

Tedaviye yanitin in vivo degerlendiriimesine olanak saglar.

+Daha giiclii androjen

hedefli ajanlar

+Kemoterapi >
+Radyoterapi

+ADT

Prostatektomi

Pertrelli et al, Eur Urology, 2014
Berger et al, JCO, 2005
Mass et al, Lancet Oncology, 2010
Cortazar et al, Lancet Oncology, 2014
McKay et al, Drugs, 2012
ADT: Androjen Deprivasyon Tedavisi




Neoadjuvan Tedavi Gerekgesi
Patolojik Yanitin PSA Rekdirrensi ile Korelasyonu

PSA Reklrrenssiz Sagkalim

Uc glincel neoadjuvan calismanin
havuzlanmis analizi (n=72)

Medyan takip suresi 3.4 yil

Hasta Oram

Radikal prostatektomi sirasinda
PCR veya MRD go6zlenen

hastalarda rekurrens
saptanmamistir. 4

Prostatektomi Sonrasi Yillar

Risk Altindaki Sayi 1
<0.5cm 10
PCR: Patolojik tam yanit; MRD: Minimum rezidiiel hastalik 50.5cm 37

McKay et al, PCPD, 2018



Lokal ileri Yiiksek Riskli Prostat Kanserinde ADT ile
Neoadjuvan Tedavi

Neoadjuvant therapy with Convention Androgen Deprivation therapy agents

Author Year Location n Abbreviated inclusion criteria Agent (Duration) Primary endpoint results
Labrie (26) 1993 Québec, 77 Early stage prostate cancer Leuprolide + Flutamide Cancer-positive margins were reduced from
Canada {3 Months) 38.5% n control patients to 13.0% n men who
received necadjuvant combination (p = 0.006).
Debruyne 19294 Nimegen, 65 <cT2-3, NO, MO stages of prostate cancer Gosereiin + Flutamide Serum PSA leveis and prostatic volume
(27) Netheriands. {3 Months) decreased from a mean of 12.8 ng/ml and 42.8

cm3 to a mean of 0.8 ng/ml and 29.5 cm3,
respectvely.
Siages 120 and 13 prostate cancer Estramustine Eor 12b tumors = sigoificant decrease in

()
4

Van Poonad 1995 | eauen

ADT ile cerrahi sinir oranlarinda iyilesme ve downstaging saglanmakla
birlikte, biyokimyasal progresyonsuz sagkalim (BPFS) ve genel sagkalim
(OS) Gizerine anlaml katki gosterilmemistir

Canada months vs 8 months) group (0.052 vs 0.12mc/L, P<0.001). Surgical
margins favored 8 month ADT group (12% vs
23%, p=0.01).

Selli (34) 2002 Pisa, ltaly 265 Surgically resectable ciinical stage (T2-T3, NO, Goserelin, Bicalutamide PSA progression: significant differences
MO) prostatic cancer (3/6 Months) between treatment groups.
Prezioso (35) 2004 Naples, Italy 91 Prostatic cancer clinical stage T2b or less Leuprofide, Cyproterocne Neoadjuvant group: 31% of patients had a
(3 Months) decrease in tumor and prostate volume.
Gravina (36) 2007 L'Aquila, 61 Prostate cancer clinical Stage T2-T3a Bicalutamide (4 Months) Neoadjuvant treatment had a reduction of
italy positive surgical margins (13.1% versus 34.5%,

P =0011).L




Yeni Nesil AR Yolagi inhibitérleri ile Neoadjuvan Tedavi

Neoadjuvan Yeni Nesil AR-yolagi inhibitorleri
Guclu Neoadjuvan Tedaviden Elde Edilen Patolojik Yanitlar

Son 10 yilda gerceklestirilen bir dizi neoadjuvan calisma
Guclu neoadjuvan hormon tedavisini degerlendiren Faz 2 biyobelirtec entegreli calismalar

NeoAbi (n=58) NeoEnza (n=40) NeoAbiEnza (n=75)
Kollar (Arms) 12h Abi vs. 24h Abi Enza vs. EDL EL vs. APEL
TY (CR) %4 vs. %10 %0 vs. %4 %8 vs. %12
MRH (MRD) * %0 vs. %14 %0 vs. %13 %11 vs. %18

TY + MRH (CR + MRD) %4 vs. %24 %0 vs. %17 %19 vs. %30

Taplin et al, JCO, 2014
Montgomery et al, CCR, 2016

Abi: Abirateron; Enza: Enzalutamid; EDL: Enzalutamid, dutasterid, |6prolid; APEL: Abirateron, prednizon, enzalutamid, I6prolid; EL: Enzalutamid, 16prolid.
McKay et al, JCO, 2019

TY (CR): Tam yanit; MRH (MRD): Minimum rezidGel hastalik. * MRH, en blylk kesit boyutu < 0.3-0.5 cm olan rezidiel timaor olarak tanimlanmistir.




Yeni Nesil AR Yolagi inhibitérleri ile Neoadjuvan Tedavi

Neoadjuvan Yeni Nesil AR Yolagi inhibitérleri

e] BULGULAR

._Q e TUmor hacmi ve timor hucreselligi anlamli derecede degiskenlik gostermistir. Patoloji Evresi ] Fisher
* 2ypT2NO varlig: Gleason skoru ile korele bulunmamis; ancak nceden tanimlanmis Belirteg >ypT2NO  <ypT2NO | kesin testi
molekiiler imza, PTEN ekspresyonu ve kribriform/intraduktal yayilimin olmamasi N (%) N (%) p-degeri
ile anlaml korelasyon gdstermistir. ' [
» Dort belirtegten olusan aday imza (PTEN kaybi, nAR-V7 varlig, glukokortikoid :; 82‘;:2;; 1":,(:::573’) 0.7
reseptor [GR] yiiksekligi veya Ki-67 >%10) tedavi direncini ongérdiirtci bulunmustur. ! 1
. . 24 (%77) 7 (%37) 0.007
Tedavi Oncesi Tiimor Ozellikleri ile Tedavi Yaniti Arasindaki iliski 7(%23) | 12(%63) |

(Tek Degiskenli Analizler) nARV7 Nakleer
yoklugu RS (%61) 18 (%95) 0.009

.~ Artan timér epitelyum hacmi > UL 12(%39) | 1(%S5)
ypTONO ypT2NO >ypT2NO ypTxN1 20 (%65) 17 (%89) 0.091
| AR-N diisik | D [ ' 1m(s) | 2061) |
 PTEN kaybi [TH [T THR 20(%77) | 19(K100) | o oo
‘ . e . ~ 7 (%23) 0 (%0) :
nAR-V7 varhg: ‘ ‘ I - +
— 11 - Klinik Evie ¢T2 | 6(%16) = 11(%44) 0.02
'GR yukseki \ UL Y \ AN NENEENNE A B cT3/4 32 (%84) 14 (%56) :
= ‘ ‘ ‘ : > 1 1 1
Laadbd L BMNANURNENENANEURNNER Biyopsi 7. 10(%26) @ 8(%32) 0.77
Gleason g.10 | 28(%73) = 17 (%68) '
Tanisal Biyopsi Belirtecleri Tanisal PSA
. : e 0.23
@ PTEN kayby, persistan kanserlerde zenginlesmistir. (ng/mL)  >10 26 (%68) 16 (%64)

@ Niikleer AR-V7 varligs, GR yiiksekligi (> %10) ve Ki-67 > %10,
persistan kanser ile koreledir.

AR-N: Androjen Reseptiorl — Nukleer, nAR-V7: Nukleer Androjen Reseptdr Varyant 7, GR: Glukokortikoid Reseptdr, Ki-67: Proliferasyon belittec!



Yeni Nesil AR Yolagi Inhibitorleri ile Neoadjuvan Tedavi

GUNS: Genomic Umbrella Neoadjuvant Study in High Risk PCA

SP 2a SP 2b Cohort SUb'ProtOCOIS
n 24 24 234 e
Age, years (median [IQR]) 64.00 [58.50, 69.00] 63.00 [58.00, 67.00] 65.00 [60.00, 71.00] LHRHa + APA + specific targeted agent x 16 weeks
Race (%) Asian 1 (4.2) 1(4.2) 30 (12.8)
Black or African American 1 (4.2) 2 (8.3) 13 (5.6) I\
White 22 (91.7) 21 (87.5) 190 (81.2) I \
Unknown 1(0.4) SP-1: AR-related, or no A. LHRHa + APA
PSA, ng/mL (%) <10 6 (25.0) 8 (33.3) 76 (32.5) > : — + +
10 < PSA < 20 8 (33.3) 6 (25.0) 72 (30.8) targetable alterations EALHERES ARG S ABS
20 < PSA < 40 5 (20.8) 3 (12.5) 45 (19.2) SPOP, T2E, FOXA1
———— 40 < PSA < 80 5 (20.8) 5 (20.8) 37 (15.8)
B Z159) il | SP-2: Aggressive genomics A.LHRHa + ABI 48
Grade group (%) 2 1(4.2) 1(4.2) 5 (2.1) TP53. PTEN. RB, AKTE®" — B. LHRHa/ABI + docetaxel
3 3 (12.5) 4 (16.7) 21 (9.0) ! P
4 3 (12.5) 3 (12.5) 37 (15.8)
5 17 (70.8) 16 (66.7) 171 (73.1) , SP-3: HR/DDR:!" LHRHa/ABI + PARPI
IDC (%) No 6 (33.3) 7 (46.7) 90 (60.4) BRCA, CDK12, CHEK, PALB2, ATM niraparib
— Yes 12 (66.7) 8 (53.3) 59 (39.6)
Cribriform (%) No 9 (50.0) 4 (26.7) 77 (52.0) _ SP-4: High TMB, MMR?"t LHRHa + APA + PD-L1i
Yes 9 (50.0) 11 (73.3) 71 (48.0) % MSH2. MSH4. MLH1. POLE T atezolumab
cT stage (%) T1 2 (8.3) 3 (12.5) 38 (16.2)
T2 15 (62.5) 12 (50.0) 123 (52.6) . ;
T3 7(29.2) 9 (37.5) 69 (29.5) SP-5: Plasticity prone | e LHRHa/ABI + EZH2i
T4 1(0.4) » TP53, RB, ESC, NE tazmetostat
TX 3(1.3)
cN stage (%) NO 20 (83.3) 17 (70.8) 211 (90.2) SP-6A: AR-related, no target LHRHa/ABI + AKTi
— N1 4 (16.7) 7(29.2) 21 (9.0) > i def in > cavivasertib
NX 2 (0.9) SP-6B: PTEN , AKTE? P
Tempus xT' (%) No 32 (13.7)
Yes 24 (100.0) 24 (100.0) 202 (86.3)
Tempus RNA-seq (%) No 7(29.2) 4 (16.7) 85 (36.3) NCT04812366
Yes 17 (70.8) 20 (83.3) 149 (63.7)
ASCO Genitourinary rresentensy. Martin Gleave, MD ASCO ssesme

Cancers Symposium

KNOWLEDGE CONQUERS CANCER



Yeni Nesil AR Yolagi inhibitérleri ile Neoadjuvan Tedavi

Pathologic Response in SP-1 and SP-2 Cancers in GUNS

Response Response

SP-1: MRD rate higher in Non-MRD EMRD Non-MRD EMRD

ARPI triplet than doublet

* 48% vs 16%, p=0.028
. NopCR ARPI Doublet| ARPI Triplet | ARPI Doublet| ARPI Chemo

(LHRHa + APA) | (LHRHa/APA/ABI) | (LHRHa + ABI) Triplet

D
e

* Degenerative scores higher
in SP-1b vs SP-1a

"
o

Frequency
=

« MRD rate lowest in SP-2a )

treated with ARPI doublet
O_

1a 1b 2a 2b
SP-1: AR-related SP-2: Aggressive TSG loss

pPCR

ASCO Genitourinary
Cancers Symposium

presnreney:  MiArtin Gleave, MD ASCO s

EEEEEEEEEEEEEEEEEEEEEEE




Yeni Nesil AR Yolagi Inhibitérleri ile Neoadjuvan Tedavi
Devam Eden Calismalar

Proteus

Randomized, Double-blind, Placebo-Controlled, Phase 3 Study of Apalutamide in Subjects with High-
risk, Localized or Locally Advanced Prostate Cancer Who are Candidates for Radical Prostatectomy

Patients
High-risk disease defined by a total Gleason sum score
2 4 + 3 (=Grade Groups [GG] 3-5) and = 1 of the following:
¢ Any combination of GS 4 + 3 (=GG3) and GS8
(4 + 4 or S + 3) in 2 6 systematic cores
(with = 1 core GS8 [4 + 4 or 5 + 3] includad)

* Any combination of GS 4 + 3 (=GG3) and
GSB (4 + 4 or 5 + 3) from 2 3 systematic cores
and PSA > 20 ng/mL (with > 1 core GS8
[4 + 4 or 5 + 3] included)

* GS = 9 (=GG5) in 2 1 systematic or targeted core

'.. i : .-‘\1“"-"‘?" SERITI

APA (240 mg QD) APA (240 mg QD) * PSA levels monitored
< + ADT + ADT every 3 months for BCF
¥ PBO + ADT

« At BCF (defined as 2 consecutive
PSA rises with the second
consecutive test resulting in an
Adjuvant or salvage RT absolute PSA valueof = 0.2 ng/mL)
post RP at

investigator’s discretion

\_.

ZO==-PN-Z00Z>» D

+ 2 ystomato r areted cors it contioous S S Tt it Vet

G52 B (00K st Ity SO ectwenient 11 *» Gleason score (7 vs 8-10) » Secondary end points: PSA-free survival, PFS
N=1500 , Region (NA, Europe, ROW) * Total time to final: 7.5 years (3 years accrual plus 4.5 years follow-up)

G5, Claason scorg FSA, prot e wpechic antgon; C cyde: OO, dally; 755, progreveon free survival NA, Norh Amenca BOW rest of workd BT dumon tharapy




Lokal ileri Yiiksek Riskli Prostat Kanserinde Neoadjuvan
Kemoterapi ve Androjen Deprivasyon Tedavisi (ADT)
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Cancer and Leukemia Group B 90203 (Alliance): Radical Prostatectomy With or Without Neoadjuvant
Chemohormonal Therapy in Localized, High-Risk Prostate Cancer

SONUC
¢ Neoadjuvan kemoterapi + ADT, EFS ve MFS lizerinde iyilesme egilimi saglar

¢ OS ve kansere 6zgii sagkalim lizerine etkisi sinirli ve anlaml diizeyde degil

¢ Rutin kullanim igin veri yok
EasthamJ et al, JCO 2020



Definitif Radyoterapi + Androjen Deprivasyon Tedavisi +
Yeni Nesil AR Yolag inhibitorleri

Abiraterone acetate and prednisolone with or without >@ ' ®
enzalutamide for high-risk non-metastatic prostate cancer:

a meta-analysis of primary results from two randomised

controlled phase 3 trials of the STAMPEDE platform protocol

In 2019, the reporting plan was amended to
- Split M1 and nonmetastatic patients, power the primary endpoint on MFS

- Meta-analyze data from the AAP * enzalutamide + ADT vs ADT comparisons
Newly diagnosed
1.cN1
2. High risk cNO 2011 2012 2013 2014 2015 2016
> 2 of T3/4 : ‘ ;
GS 8-10 SOC: ADT x 3 years | 11 | No overlapping controls
PSA 240 + RTA Same protocol & eligibility criteria

1:1 randomisation

2 years AAP+/-ENZ

\ :> SOC + AAP (2y) _ No evidence of OS benefit with

Relapsing disease (Prior RT/RP) SOC + AAP+ENZ (2y) —3 AAP+/-ENZ in mCRPC 1
Any of the following
*published as a pre-specifi claration of our
cN1 .nL;e":»Oﬂes‘ A:tjrc G e:eaf i’i?ffg aE;wo _‘5_‘.’ Jul 14 Solid bars: period of accrual PP RRER0s [
PSA 220 ‘ '
PSA 24 & DT <6bm

MO with conventional imaging

RT was mandated in NOMO and suggested in N+ disease

Attard al. Lancet. 2022 Jan



Definitif Radyoterapi + Androjen Deprivasyon Tedavisi +
Yeni Nesil AR Yolagi Inhibitérleri

Patient characteristics

e Randomised groups were well balanced (N=1974)

e Median age = 68 years
e Median PSA = 34 ng/ml

»- N1 = 39%

e 3% relapsing after prior treatment

e Planned for local radiotherapy: - 99% newly-diagnosed, NO

- 71% newly-diagnosed, N1’
- 7% previously-treated patients
e Median follow-up = 72 months

(85 months AAP comparison & 60 months AAP+ENZ comparison)

Attard al. Lancet. 2022 Jan



Definitif Radyoterapi + Androjen Deprivasyon Tedavisi +
Yeni Nesil AR Yolagi inhibitorleri

Metastasis-free survival Overall survival
Events
1.0 Events - ;g; :gI*AAp +/- ENZ
ADT + AAP +/- ENZ 180 ADT+ AAP +/- ENZ ’ ADT + AAP +/- ENZ
® 306 ADT
> o8] 0.8
E ®
@ g HR: 0.60
g 0.6 HR: 0.53 g 0.6 )- .
. [+
A 95% CI: 0.44-0.64 - 95% CI 0.48 t0 0.73
@ 04 . g ¢ 7
3 Pvalue 2.9x10!! g %4 Pvalue 9.3x10
8 (o}
F 02 0.2
0 12 24 36 48 60 72 84 96 108 0 12 24 36 a8 60 72 84 96 108 u :
Months since Randomisation G'Vear MFS Months since Randomisation 6 year survival
ADT g soc ; df
At-risk 968 950 894 836 767 550 329 172 53 B improved from At-risk 988 974 947 901 837 610 368 200 63 10 improved from
Censored 0 8 11 14 26 201 387 522 632 673 Censored 0 8 11 14 28 216 421 568 693 742 o o
Event 0 30 83 138 195 237 272 294 303 306 69% to 82% Event 0 6 30 73 123 162 199 220 232 236 77% to 86%
ADT+AAP+/-ENZ SOC+AAP+/-ENZ
At-risk 986 948 917 884 839 622 369 198 71 14 iy 9g° 956 928 899 861 645 386 205 74 16
Censored 0 21 28 31 45 225 460 615 737 792 Censore 21 29 32 46 234 a77 641 766 823
Event 0 17 41 71 102 139 157 173 178 180 Event 0 [ 29 55 79 107 123 140 146 147
2 = 4 Kz estimates with 95 CI in lighter shade
K feler estimates with 95 Cl in lighter shade ongress Non-proportional hazards P=0.1

aplan-Meie
aplan-M
WM™ o sroporions i <04 [ESMIS

Attard al. Lancet. 2022 Jan



Definitif Radyoterapi + Androjen Deprivasyon Tedavisi + Yeni Nesil AR
Yolagi inhibitérleri

] . - = R
Metastasis-free survival: Subgroup analysis
Subgroup N events/N patients Hazard Ratio P value for
ADT ADT+AAP+/-ENZ ; (95% CI) interaction

Nodal status : 0.22

NO 140/598  89/599 —— 0.60 (0.46, 0.78)

N+ 165/389  91/385 il 0.49 (0.38, 0.64)
Age <70 / 70+ at randomisation : 0.64
<70 177/576  106/575 —— 0.52 (0.41, 0.66)
>=70 129/412 74/411 — 0.55 (0.41, 0.73)
WHO performance status at randomisation 0.006
0 257/810 131/799 _+¢. 0.47 (0.38, 0.58)
PS 1-2 49/178 49/187 } i 0.86 (0.58, 1.28)
Regular NSAID / aspirin use at baseline 0.005
No 224/772 148/762 - 0.62 (0.51, 0.77)
Yes 82/216 32/224 —— 0.32 (0.21, 0.48)
RT to prostate planned as part of treatment 0.671
No 68/145 41/145 S 0.51 (0.34, 0.76)
Yes 238/843 139/841 S 0.54 (0.44, 0.67)

1 1
.25 1 4 dashed vertical line = overall HR

M"“g’e” weighting is by sample size




Definitif Radyoterapi + Androjen Deprivasyon Tedavisi +
Yeni Nesil AR Yolagi inhibitorleri

Al mids Enzalatamide —&‘ 40 \-.

ATLAS: Apalutamide in high-risk, localized or ENZARAD: Enzalutamide in ADT with RT
locally advanced PC patients receiving primary RT for high-risk, clinically localized PC

Study design

Study design

Patient Characteristics Treatment Phase

30 x 28-day cycles of study drug

Enzalutamide

RANDOMIZED - | 160 mg oD
‘ 24 months

LHRHA RT (
24 months ~16 weeks Non-steroidal
“ antiandrogen

¢ st}
6 months

i [ v — -

Radiation Adjuvant
Therapy

802

participants

Randomization
(1:1 ratio)
~ 1500 subjects

Stratification Factors / - \ / - h’"”’"? -
. } P o
£ \ / : for 3 years, then every
\ / \ 6 mont
NS S | Primary endpoint is OS
) SCHEMA Secondary endpaoints include CSS, PSA PFS, clinical PFS, time to subsequent hormonal therapy,
time to castration-resistant disease (PCWG2 criteria), MFS, AEs and HRQOL

Screening/Eligibility
NCCN High Risk
[ Decipher Score Bottom 273 | [ Decipher Score Upper 1/3 (orN1) |
N=1692 N=786
I De-Intensification Study ] [ Intensification Study l N RG G U009
Stratify Stratify i H
T o . Abiraterone + Apalutamide

2. Boost type (EBRT vs, Brachy) 2. 2. Pebvic Treatment (Y/N)
3. Pelvic Treatment (Y/N)
[ Randomize | I Randomize | p

| Rt+12MosapT | | RT+24MosaDT | [_24MosaDT+RT | .z""‘:“ :37 (’ RT
oS raterone
NRG +24 Mos Apalutamide <o < 5
‘ ‘ o Clinical Trial Information:

NCT02531516; NCT02446444; NCT04513717

This presentation is for scientific discussion only — Please do not distribute following this meeting.




Definitif Radyoterapi + Androjen Deprivasyon Tedavisi +
Yeni Nesil AR Yolagi inhibitérleri

ANZUP ENZARAD sch L
Cancer Triais Group L 1:1::!:.:: N' H IM R C
Eligibility .
Localised prostate cancer Enzalutamide 160mg daily for 24 months Endpoints
High risk of recurrence + LHRHA for 24 months Metastasis-free survival (primary)
Suitable for EBRT + RT starting after 16 weeks + brachy + nodal | Overall survival
Cause specific survival

oo 11 PSA progression free survival
Stratification Clinical progression free survival
Gleagon scefeB+10 Conventional NSAA for 6 months Castration-resistance
13-4 disease + LHRHA for 24 months Health related quality of life
N1 disease + RT starting after 16 weeks + brachy + nodal | Adverse events
PSA 220 ng/mL Incremental cost-effectiveness
Brachytherapy boost
:ﬁ:\c’;c ;;:au B Primary Endpoint:

y MFS based on conventional imaging (CT or MRI or bone scan, per ICECAP)

Lesions on PSMA-PET alone insufficient
N=800 Event = metastasis or death from any cause before metastasis
COflgl’eSS

Professor Paul Nguyen ¥ENZARAD @ANZUPtrials @DrPaulNguyen



Definitif Radyoterapi + Androjen Deprivasyon Tedavisi + Yeni
Nesil AR Yolagi inhibitorleri

(o) Primary endpoint: Y
St - MFS by conventional imaging (Lc

100% A
events/N  MFS 8y
ENZA 98/401 74%
75% 1 NSAA 109/401 72%
[0}
o
.Ltc E00%+ HR = 0.88 (95% CI 0.67, 1.15)
L%’ 2p = 0.34 (log-rank test)
°
25% -
= Enzalutamide Median FU = 8 years
= Control
0% -
0 12 24 36 48 60 72 84 9% 108

Months

Number at risk (number censored)

401 (2) 395 (4) 392 (5) 384(7) 359(12) 334(16) 306(28) 226(93) 117(192) 36 (267)

! m—1 = X » 2 = .
401 (2) 390 (7) 382 (8) 370(10) 345(16) 323(19) 297(26) 221(86) 113(187) 47 (249)

EESMD

e
Professor Paul Nguyen #ENZARAD @ANZUPtrials @DrPaulNguyen



Definitif Radyoterapi + Androjen Deprivasyon Tedavisi + Yeni
Nesil AR Yolagi inhibitorleri

Q . Y ~
ANZUP Overall Survival L
Cancer Trials Group Limited Nf"‘ ’M(R‘(E

100% -
75%- events/N  OS 8y
§ ENZA 69/401 83%
.:..% 50%- NSAA 77/401 80%
>
w
X HR =0.87 (0.63, 1.20)
25% 1 _ 2p = 0.40 (log-rank test)
=k Enzalutamide
=k Control
0%
0 12 24 36 48 60 72 84 9% 108

Months

Number at risk (number censored)

401 (0) 395 (4) 392 (5) 385(6) 374 (10) 359(13) 339(23) 256(92) 136(204) 49(287)

401 (1) 382 (6) 385 (8) 377 (9) 362 (15) 346(18) 326(23) 249(88) 128(203) 49(278)

02

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
Professor Paul Nguyen #ENZARAD @ANZUPtriais @DrPaulNguyen



Definitif Radyoterapi + Androjen Deprivasyon Tedavisi + Yeni
Nesil AR Yolagi inhibitorleri

(o) i =
ANZUPR Effects of enzalutamide on OS ke

- L ~ -
Cancer Trials Group Limited f‘ d b NHMR
In prespecified subgroups NHMRC
Characteristic Level CTRL ENZA HR (CI) P-Value
n/N n/N Interaction
Regional lymph nodes involvement N1 11/42 6/46 —— 0.46 (0.17 to 1.26)
NO 66/359 63/355 —-— 0.94 (0.67 to 1.33) 0.16
Pelvic field radiation No 46/239 51/239 + 1.11 (0.75 to 1.66)
Yes 31/162 18/162 —0— 0.53 (0.30 to 0.95) 0.04
Very high risk No 6/63  8/58 —-——> 1.60 (0.55 to 4.65)
Yes 71/338 61/343 —'— 0.81 (0.57 to 1.13) 0.23
Age 270 471229 47/224 + 1.05 (0.70 to 1.57)
<70 301172 221177 —-— 0.64 (0.37 to 1.12) 0.16
Region Other  29/187 27/182 —D— 0.90 (0.54 to 1.53)
Australia 48/214 42/219 — . 0.85 (0.56 to 1.29) 0.86
Overall All Patients 77/401 69/401 - 0.87 (0.63 to 1.20)

EVD

@ Professor Paul Nguyen #ENZARAD @ANZUPtrials @DrPaulNguyen 012 025 050 10 20



Definitif Radyoterapi + Androjen Deprivasyon Tedavisi + Yeni
Nesil AR Yolagi inhibitorleri

ENZARAD Benefit in cN1 is consistent with STAMPEDE
but ENZARAD enrolled more favorable risk patients

STAMPEDE (abiraterone) | ENZARAD (enzalutamide)
0.49 0.43

HR for MFS in cN1

cN1 39% 11%
Clinical T3-4 92% 47%

Gleason 8-10 79% 89%
(AN | .

Professor Paul Nguyen #ENZARAD @ANZUPtrials @DrPaulNguyen



Yuksek Riskli Lokalize Prostat Kanserinde Definitif Radyoterapi

(RT) + ADT ve Adjuvan Kemoterapi

Docetaxel in M0 prostate cancer: no MSF/OS benefit

STAMPEDE

C Overall survival
HR = 0.88, 95% C| = 0.64 10 1.21, P= 0.4

08

06

04

02

= S0C+Doc
- S0C
0 1 2 3 4 5 (] 7 8
ime since randomization (years)
Control
Al-risk 460 447 432 413 3%0 322 219 147 90 54
Censored 0 5 7 9 15 55 143 209 253 84
Event 0 8 21 38 56 83 o8 104 1" 122
Docetaxel
At-risk 230 219 218 209 197 164 10 63 46 24
Censored 0 5 6 7 1 37 79 119 132 152
Event 0 8 8 “ 22 29 4 43 52 54

GETUG 12
1.0
ADT + Docetaxel
o + Estramustine
0.6 o
w""“‘ﬁmm
0.4
0.2
HR: 0.81, 95% CI: 0.60-1.09
P=0.1609
0.0
0 2 4 6 8 10 12
Years since randomisation
ADT 206 194 181 162 143 111 57
ADT + DE 207 195 183 169 153 136 71

James N, et al. JNCI Cancer Spectrum. 2022;6(4)
Fizazi et al. Lancet Oncol 2016;17(7):787-794



Yiiksek Riskli Lokalize Prostat Kanserinde Definitif

Radyoterapi (RT) + ADT ve Adjuvan Kemoterapi

PEACE-2: Study design

Patients with very high-risk
localized CaP: 22 risk factors
* Gleason 28
*« T3-T4
* PSA 220 ng/mL

n=761 patients

PRESENTED 8Y
|

—

OmN-S002>»x

Karim Fizazi

ArmB
ADT
+ Radiotherapy (pelvis)

Arm C
ADT
+ Cabazitaxel x 4 cycles
+ Radiotherapy (prostate)

Arm D
ADT
+ Cabazitaxel x 4 cycles
+ Radiotherapy (pelvis)

Primary endpoint:
cPFS

Secondary endpoints
* PSA response at 3 months

bPFS

Metastases-free survival
CaP-specific survival

0S

Acute/long-term tolerance

* QOL

Biomarkers (biopsy)




Yiiksek Riskli Lokalize Prostat Kanserinde Definitif
Radyoterapi (RT) + ADT ve Adjuvan Kemoterapi

PEACE-2: Treatments

« Androgen Deprivation Therapy (ADT): 3 years
* LHRH agonist
= LHRH antagonist

« Radiotherapy:
» 74-78 Gy with 2 Gy fractions, IMRT mandatory
» Started 3 months after ADT initiation
= |f pelvic RT: 46-50 Gy

« Cabazitaxel: 20-25 mg/m2/3w x 4 cycles, G-CSF recommended




Yuksek Riskli Lokalize Prostat Kanserinde Definitif
Radyoterapi (RT) + ADT ve Adjuvan Kemoterapi

PEACE-2: Patients characteristics

ADT-Prostate RT ADT-RT Pelvis
(n=189) (n=191)

Median [IQR] age
(years)

T3-T4
Gleason score 8-10

Median [IQR] PSA
(ng/mL)

Risk factors:

67 [61-71]

166 (88%)
145 (77%)
22 [9-38]

149 (79%)
40 (21%)

67 [61-70]

168 (88%)
143 (75%)
23 [9-43]

150 (79%)
41 (21%)

ADT-RT + Caba

(n=191)
67 [62-70]

174 (91%)
156 (82%)
19 [9-33]

150 (79%)
41 (21%)

ADT-RT Pelvis +

Caba
(n=190)

66 [62-71]

176 (93%)
142 (75%)
22 [9-42]

150 (79%)
40 (21%)

s



Yiiksek Riskli Lokalize Prostat Kanserinde Definitif
Radyoterapi (RT) + ADT ve Adjuvan Kemoterapi

PEACE-2: Secondary endpoints

Biochemical-PFS

10

s 08

c
5
3
w
[
&
-
y

0.6 5 06

@
04 : 04

Biochemical progression

22 Median: 9.2y (no Caba) vs 10.2y (Caba) 02 HR*(caba vs no caba):
HR*: 0.99 [0.78;1.27]; p=0.96 1.09 [0.84;1.43]; p=0.51

0.0 0.0

*HRs adjusted ¢ 12 24 36 48 60 72 84 9 108 120 0 12 24 36 48 60 72 84 9% 108 120
on pelvic RT,

number of high Time from randomization (In months) Time from randomization (in months)

risk criteria and

disease extent Mumberatrisk (cersored) tumber at risk (censored)

ASCO Genitourinary

presentep gy Karim Fizazi ASCO s ’



Yiiksek Riskli Lokalize Prostat Kanserinde Definitif
Radyoterapi (RT) + ADT ve Adjuvan Kemoterapi

PEACE-2: Prostate cancer Specific Survival

9y PCSS: 90% [86; 94]

9y PCSS: 89% [84; 93]

=
2
c
3
A
R
=
£
v
4

Prostate Cancer

HR (caba vs no caba)*:
0.86 [0.50-1.47]; p=0.57

12 24 36 43 60 72 84 96 108 120

Time from randomization {in months)
S o e HR ad]usteq on pelvic RT,
number of high risk
N criteria and disease extent

Lt i ;'. mesewten oy Karim Fizazi ASCO Gl a0



Biyokimyasal Rekiirens

Tanim

4 cBi okimyasal Rekirens ; Daha 6nceleri EUA tanimlamasi, Prostatektomi sonrasi PSA degeri nadir diizeye disen
hastalarda PSA degerinin artarak >0.2 ng/ml olarak 6l¢lilmesi ve bunun birkag 6lciimle dogrulanmasi

u QNCCN tanimlamasi; Prostatektomi sonrasi PSA degeri nadir diizeye disen hastalarda PSA degerinin artarak >0.1
ng/ml olarak dlclilmesi ve bunun birkac ol¢cimle dogrulanmasi

u QPrimer tedavi olarak radyoterapi alan hastalarda PSA degerinin 22 ng/ml olarak ol¢lilmesi
 Biyokimyasal Rekirens, Prostatektomi ve Radyoterapi sonrasi risk grubuna gore 27-53%.

 Biyokimyasal Rekirens olan hastalarin hepsinde metastaz goriilmez. Bu nedenle risk skorlamasina gére yuksek
grupta olanlar erken ya da salvage tedavi almalidir.

o Van den Broeck T, et al. Biochemical Recurrence in Prostate Cancer: The European Association o fUrology Prostate Cancer Guidelines Panel Recommendations. Eur Urol Focus 2019)

Q Schaeffer E, Srinivas S, Antonarakis ES, et al. NCCN guidelines: prostate cancer, version 3.2023



Biyokimyasal Rekiirens ve PSA Persistansi Metastaz riski

Figure 3. Actuarial Likelihood of Metastasis-Free Survival in 304 Men With Prostate-Specific (PSA) Antigen Elevation
After Radical Prostatectomy

1.007 1.00 1.00 7
— 0.751 0.751 PoAReoumence>2¥ 075+
g
c
@ Gleason Score 5-7
8
i 0.50 1 0.50 1 0.50 1
)
B
©
B
S
o PSADT <1
S 0.254 0.25 Q25 - S0

Gleason Score 8-10 PSA Recurrence <2y
0.00 1 0.00 1 0.00 1
0 5 10 15 0 5 10 15 0 5 10 15
Years Following PSA Recurrence Years Following PSA Recurrence Years Following PSA Recurrence

A, Based on Gleason scores in the radical prostatectomy specimen (P<.001). B, Based on years until initial biochemical recurrence (P<.001). C, Based on prostate-
specific antigen doubling time (PSADT) (P<.001).

1594 JAMA, May 5, 1999—Vol 281, No. 17



Biyokimyasal Reklirens Metastaz riski

1.0

il
I
]
—_— ‘-—-'
% 0.8 H
2 !
e
a
9 0.6+
-
0
m -
s 0.4
w bl
% — Gleason 4-6 :
= .24 — Gleason? = ommemeemeees
==+ Gleason 8-10 p<0.0001
o.c L L) L)
0 5 10 15

Number at risk

Gleason score 4-6 88
Gleason score 7 239
Gleason score 8-10 123

Years after PSA recurrence

26 6 1
85 29 3
28 7 0

Metastasis free survival

Number at risk
PSADT <3 Month 46
PSADT 3-9 Month 106
PSADT 9-15 Month 86

1.0 — PSADT<3 Months
-=-- PSADT 3-9 Months
G I . - PSADT 9-15 Months
0.754 E T s PSADT > 15 Months
: .
. y =%
I Meeeeeeees
I‘-—
0.50.. : u................... I
: ......
'———
]
by, teees
0.25+4 :
| p<0.0001
—
0.00 r — :
0 5 10 15
Years after PSA recurrence
0 0 0
16 2 0
37 11 1
86 30 3

PSADT = 15 Month 212

Cerrahi sonrasi mediyan 8 yil takip siiresinde, 450 biyokimyasal niiks gelisen ve herhangi bir
salvage tedavi almayan hastanin 134’de metastaz goriildii(%29.8).

Emmanuel S. Antonarakis, BJU Int. 2012



Radikal Prostatektomi sonrasi Adjuvan RT vs Salvage RT

Three Randomized Trials Suggest Most Patients Should Get
Salvage Radiation, Not Adjuvant

ARTISTIC Meta-Analysis (Vale CL, Lancet Oncology 2020)

Trial | HR (95% Cl) Weight (%)
RADICALS - 1.10 (0.81 - 1.49) 63
GETUG-AFU 17 = 1.27 (0.56 - 2.87) 9
RAVES o 1.11 (0.71 - 1.75) 29
Overall - 1.12 (0.88 -1.42) 100

ART better 1 eSRT better

ASCO ((;-»(snlft)l rinary _ mesenteo ny: P aul Nguyen, MD MBA ASCO AMImICAN sOCHTY OF
(_‘II cers _)ylll}.)().\,lulll Prensntanon m proparty of he author nd ASCO Pormimson requred b KNOWLEDGE COMGUERS CANCER

OF TWUBE COMIACT POIMOORERINCO Ong

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



Radikal Prostatektomi sonrasi Adjuvan RT> Salvage RT

Den, JCO 2015: Decipher May ldentify

Men Who Benefit Most from Adjuvant RT

O

Cumulative Incidence of
Metastasis (%)

No. at risk

Salvage RT

Adjuvant RT

40 4

30

20 +

10 1

a1
36

== Salvage RT
Adjuvant RT P=.788
i
2.5 5.0 7.5 10.0
Time After RT (years)
27 7
17 4

O

401 . Salvage RT

- Adjuvant RT P=.008
o
S

S 30 4
5=
= .0
e O
— QO 20 4
[ IR7
>
T @
s=2 -
E ,_l
=
(&)

0 2.5 5.0 7.5 10.0
Time After RT (years)

No. at risk
Adjuvant RT 48 24 7
Salvage RT 60 27 9

Fig 3. Cumulative incidence curves to evaluate benefit from adjuvant radiotherapy |
Assessment Postsurgical (CAPRA-S) score and (C and D) genomic classifier (GC)

RT) versus salvage RT stratified by (A and B) Cancer of the Prostate Risk




Biyokimyasal Rekiirrens ve PSA Persistansinda Prostat * Pelvis
Radyoterapisi (RT) + ADT

Radiotherapy Radiotherapy and
alone (n=373) goserelin (n=369)

Age (years) 67 (52-85) 67 (49-80)
Gleason score

<8 332 (89%) 329 (89%)

=8 41(11%) 40 (11%)
Pathological tumour stage (TNM 2005)

pT2a 37 (10%) 29 (8%) g

pT2b 76 (20%) 75 (20%) g

pT2c 88 (24%) 92 (25%) g

pT3a 121 (32%) 127 (34%) £ 39

c

pT3b 50 (13%) 44 (12%) % 40

pT4 bladder neck o 1 (<1%) ‘g\

involvement = 304

Missing 1 (<1%) 1 (<1%)
Pathological node involvement (TNM 2005) 204 _ Radiotherapy alone ‘ RT VS RT+2 dOZ ZOIadex 10-8

pNO 274 (74%) 273 (74%) —— Radiotherapy plus goserelin

PNX 99 (27%) 96 (26%) 104 Hazard ratio 0-50 (95% C1 0-38-0-66)

— _ - Stratified log-rank test: p<0-0001

Positive surgical margins 196 (53%) 175 (47%) 0 ¥ E $ ; . . . ] y v . ; v . )
Seminal vesicle involvement 318 (85%) 312 (85%) o é R 18 24 30 36 42 48 54 60 66 72 78 84 90 96
PSA doubling time >6 months 276 (74%) 270 (73%) el i Time since randomisation (months)
ECOG PelfOfmanCC status Radiotherapy alone 367 338 315 294 280 266 252 228 188 140 79 61 31 19 5

0 345 (92%) 329 (89%) Radlolherapy pIUS goscrehn . 363 360 349 342 319 298 285 269 236 185 111 87 46 24 5

1 13 (4%) 22 (6%)

Missing 15 (4%) 18 (5%)
PSA at baseline randomisation 030 (0-20-0-50) 030 (0-20-0-50) - . = om —
(ug/L), median (1QR)* 5 yilda biyokimyasal veya klinik progresyonsuz sagkalim:
Time between surgery and 29.99(19-52) 33-98 (21-53) 0 H 0, 0 . . .
relapse (months), median /080 e kal"§l /062 ( /057_67) y H R . 0,50, p <0,0001
(IQR)*
Presurgery PSA (pg/L), 810 (6-12) 835 (6-12)
median (IQR)+

GETUG-AFU 16, Lancet Oncol 2016



Biyokimyasal Rekiirrens ve PSA Persistansinda RT + 2 Yil
Bikalutamid (150 mg/giin) — RTOG 9601

A Overall Survival, All Patients
No. of Deaths

B Owverall Survival, Patients with PSA Level =15 ng/mi

No. of Deaths

Placebo Group I3 Placebo Group 33
Bicalutamide Group io= Bicalutamide Group 1s
1000 y——ow 100 -
——SSe— -
s - . Bicalutamide = e . Bicalutamide
= 7 L. o = :
— . -g
§ Pilacebo = Placebo
so - o so -
= = ag FICCOOLSE >
= = ==
= $Hazard ratio. O.77 (259 Ci. 0.59-0.99) = tHazard ratio,. 0.45 (959 CiL. 025 -0._81)
i 25 P=0.04 i 25 P =0.007
=] i ¥ ¥ r » o ¥ ¥ d - »
o 3 s S 22 is o 3 L= S 1z s
Years since Randomization Years since Randomization
No. at Risk No. at Risk
Piacebo 37e 359 319 280 203 2S Placebo &3 S7 47 37 26 -t
Bicalutamiade 384 368 337 Z54 223 32 Bicalutamiide S5S s3 <9 43 3a 7
C Death from Prostate Cancer D Metastatic Prostate Cancer
No. of Patients with
No. of Deaths Treatment Faillure
Placebo Group =1 Placebo Group 93
Bicalutamide Group 34 Bicalutamide Group &3
100 q 100
i. Hazard ratio, 0.49 (9SS Ci_0.32-0.74) =5 Hazard ratio, 063 (959 C1, O.46—0.87)
L 75+ P<0.001 s 75+ P =0.005
= S =
= 5o =S  so
3 ==
§ Bicalutamide § g
= 25+ b 25 Piacebo ==
= Placebo = = = = i
SRS - ;
e — S = s -
SR et - S e Bicalutamide
o T E— ¥ T T o T ¥ ¥ T ]
o 3 s <> 12 is o 3 =3 9 is
Years since Randomization Years since Randomization
No. at Risk No. at Risk
Placebo 376 359 319 280 203 S Placebo 376 344 299 2512 i73 23
Bicalutamiide 38«4 368 337 254 223 32 Bicalutarmide 354 366 327 273 198 26

RTOG 9601, N Engl J Med 2017




Biyokimyasal ReklUrrens ve PSA Persistansinda RT
+ 2 Yil Bikalutamid (150 mg/giin) — RTOG 9601

Subgroup

Overall
Gleason score
2-6
7
8-10
PSA level at trial entry
<0.7 ng/ml
0.7-1.5 ng/ml
>1.5 ngl/ml
Positive surgical margin
No
Yes

No. of
Patients (%)

760 (100.0)

214 (28.2)
413 (54.5)
131 (17.3)

405 (53.3)
237 (31.2)
118 (15.5)

191 (25.1)
569 (74.9)

Bicalutamide  Placebo
Group Group
12-yr overall survival rate (%)
76.3 713
79.5 79.2
78.5 70.9
63.9 58.4
76.8 80.7
77.0 67.5
73.5 48.9
73.5 729
77.3 70.7

Hazard Ratio (95% Cl)

booe

I 1

0.4 0.6

1

T T
08 1012 16

Bicalutamide

Better

Placebo
Better

0.77 (0.59-0.99)

0.95 (0.57-1.59)
0.69 (0.49-0.98)
0.76 (0.44-1.30)

1.13 (0.77-1.65)
0.61 (0.39-0.95)
0.45 (0.25-0.81)

0.87 (0.53-1.41)
0.73 (0.54-0.98)

Bikalutamid grubundaki

P Value
hastalarin %69,7’sinde
o0 jinekomasti gelismistir.
0.84
0.04
0.32 Advers olay olarak bildirilen
- kardiyovaskuler 6lum orani,
0.03 bikalutamid grubunda
000 plasebo grubuna kiyasla
i anlamli olarak daha yuksek
0.04 bulunmamistir.

RTOG 9601, N Engl J Med 2017



Biyokimyasal Rekurrens ve PSA Persistansinda RT
+ 2 Yil Bikalutamid (150 mg/giin) — RTOG 9601

Among PSA <0.7, Only Decipher Int/High Has OS

Benefit from ADT
ALL PATIENTS .. PSA<0.7

0.20

0.15

ﬂ Bars show %

| Difference in OS
| by Treatment Arm

Low Intermediate-high
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Difference in predicted OS rate between arms
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Biyokimyasal Rektrens ve PSA Persistansi
Prostat+pelvis RT+ADT Sonuclari

100
g.
?
2 so
=
F
1-PBRT
- a
Number at risk

2-PBRT+4-6 ay
LHRH

(oumber censored)

{group 1)

FERT plus short-tesm ADT

(group 2)

PLNRT plus PERT plus shoet-teem ADT
{growp 3)

3-PBRT+PLNRT+2- c
4 ay LHRH

PEBRT done S64 506 443 403 int 133 250

)
LA

S-year rate

Group 1° 70.9% (95% C167.0-74.9)
Growp 2: 81.3% (95% U 78.0-84-6)
Group 3: 87-4% (5% C1 84.7-90 2)
S-year rate compansons:

Group 3vs group 1 p<D 0001
Growp 2 vs group 1 p<0-0Ccol
growp 2: p=0-0027

-

| —— PERT alone {group 1)
= PERT plus short-term ADT (group 2)
PLNRT plus PERT plus shoet-term ADT (groop 3)

T T T T T T T 1
0 1 2 3 4 5 6 7 8

234 180
(0) (33) {49) (59) ((F1) (83) (206) (149) (196)
S78 555 524 4830 440 401 343 273 193
(0) 20) (32) (40) (55) 77y (118) (178) (1247)
574 S59 S36 S11 484

; 459 336 324 3250
(0 ny a7 24 G4

(467 (83) (146) (207)

Log-rank tests:

Group 3 vsgroup 1. p=0-012
Group 2 vs group 1 p=0-168
Group 3vsgrowp 27 p=0-100
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Figure 2:

Kaplan-Mcier estimates and cumulative incidence curves:

Time since randomisatson (years)
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Log-rank tests:

Geoup 3 vs group 10 p=0-0093
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Group 3 vs group 1 p=0353
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0) (20) (27) (32) 41) (57) (103) (177) (268)
574 561 552 543 S7 512 455 368 287
@) (1) {(15) (195) {27) (9 (83) (159) (231)

{A) Freedom from progression.

pT2/pT3

Overall, about 15% had pT3b disease, 53% had
pT2 disease, 50% had positive margins, and
17% had Gleason score 28 disease. Pelvic
lymphadenectomy was done in 65%, with a
median number of lymph nodes removed of 6.
The median PSA at protocol registration was
0.35 and 25% had a value of 0.2 or less.

The 5 yr FFP rates for all 1716 eligible patients
were 71%, 81% and 87% for Arms 1, 2 and 3,
respectively

Acute grade 2+ and 3+ adverse events
increased significantly from Arm 1 to Arm 2
to Arm 3; however, only significant late grade
2+ blood/bone marrow events were
attributable to the use of PLNRT

RTOG 0534 SPPORT, Lancet. 2022



PSMA PET-CT negatif yuksek riskli hastalarda pelvik RT

In patients with high-risk localised/locally advanced prostate cancer undergoing RT to the prostate, who have
had a PSMA PET and are cNO, do you recommend radiation therapy to the pelvic nodes

d Yes, in the majority of patients: 56% (50 votes)
d Yes, but only in selected patients based on risk factors: 21% (19 votes)
O No: 23% (21 votes)

Q Abstain/unqualified to answer (16 votes)

Management of Patients with Advanced Prostate Cancer. Report from the 2024 Advanced Prostate Cancer Consensus Conference (APCCC), Eur Urol (2024).



Biyokimyasal Rekilirens ve PSA Persistansi
RT+uzun donem ADT

RADICALS-HD: Duration of ADT with post-op RT for prostate cancer

Recruitment and Randomisation

erJr v ? v m

v v

RT alone RT+STHT RT alone RT+STHT RT+LTHT RT+STHT RT+LTHT
\‘>(/ | -
RT alone vs RT+STHT RT+STHT vs RT+LTHT
L ) L J
Y |
n=1480 n=1523
NONE vs SHORT SHORT vs LONG

-> 268 MFS events observed - 313 MFS events observed
- 9 year median follow-up = 9 year median follow-up

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




Biyokimyasal Rekiirens ve PSA Persistansi
RT+uzun donem ADT

RADICALS-HD: Duration of ADT with post-op RT for prostate cancer

None vs Short: Metastases-Free Survival (MFS) =
b RT alone RT+STHT
e (n=737) (n=743)
f: B = | Events 142 126
£ o HR (95%Cl) 0.89 (0.69 to 1.14)
E’ P-value 0.35
'§ 4 10yr event free 79% 80%
S Note: HR < 1 favour RT+STHT

2 Note: predicted 10yr MFS = 80%

0- RT alone RT + STHT
1 T L] ) T 1 T 1 I T L
0 1 2 3 4 5 6 7 8 9 10 (o) 1 '
RT Time since randomisation (years) 2 9 /0 Rece 'Ved Adju vant R T
alone
At-risk 737 719 707 688 663 639 603 510 415 294 193
“Even. 0 9 19 35 5 & 80 95 303 112 123 ;
vent
RT + STHT 11% Gleason 8-10
Al-risk 743 729 721 705 683 658 622 524 414 307 187
Censored 0 9 9 14 17 23 48 132 233 329 440
Event 0 5 13 24 43 62 73 87 96 107 116

mcongress
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Biyokimyasal Reklirens ve PSA Persistansi
RT+uzun donem ADT

RADICALS-HD: Duration of ADT with post-op RT for prostate cancer

Short vs Long: Metastases-Free Survival (MFS) SHORT vs LONG
14
RT+STHT RT+LTHT
(n=761) (n=762)
8-
§ Events 174 139
E - HR (95%CI) 0.77 (0.61 to 0.97)
@ P-value 0.03
-§ 4- 10yr event free 72% 78%
g Note: HR < 1 favour RT+LTHT
2 Note: predicted 10yr MFS = 75%
5 RT + STHT RT + LTHT |
T T g T T T T T T T T O . e
R4 ST g ! 2 ::'ime su:ce randgmisauo?\ (years; ® s 39 43 A) Rece'ved Adjuvant RT
+ .
At-risk 761 747 730 707 685 646 608 488 384 265 155 R
e S ¥ OR8N OH OB &M O
RT & LTHT 28% Gleason 8-10
Al.risk 762 745 730 717 706 689 633 526 403 275 178
Censored 0 1 16 21 22 25 57 144 252 365 455
Event 0 6 16 24 34 48 72 92 107 122 129

EEESMD™
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Biyokimyasal Rekiirens ve PSA Persistansi

—— Salvage Radiation

RP - biochemical recurrence —
~—  Salvage Radiation + Hormone Therapy

Salvage RT +/- Hormone Therapy (HT)
L RTOG 9601
GETUG-16
SPPORT/RTOG 0534
RADICALS-HD

Early salvage RT (PSA 0.1-0.5):

HT does not clearly improve overall survival

Tedavi yanitini prediktif
Main results

edici biyomarkerlar
gerekli

Late salvage RT (PSA 20.5):

LT-HT may improve overall survival

Cerrahi sonrasi tiim PSA nuiksu hastalar ayni sekilde

tedavi edilmemeli

Ship_ley et al, NEJM. 2017

Tiim PSA nuiksii hasatlarinda ADT ihtiyaci olmayabilir Carrie et al. Lancet Onc. 2019
Pollack et al. Lancet. 2022

Parker et al. Annals of Onc. 2022




ADT+RT ile artmis MFS , Tum popilasyonda OS faydasi yok

Consistent Results in >5,000 patients: Lack of Overall Survival Benefit

RTOG 9601 GETUG-16 SPPORT
PSA 0.2-1.5 ng/mL stratum PSA 0.2-2.0 ng/mL PSA 0.1-2.0 ng/mL
— Ny MOT — & orths ADT
—— e e - — N AT — A MDY
o | R e ——
l -Nx
i {
{ i L &ﬁfﬂ s Srear extioates:
H \ 12 year eyverates } ADT- B% -;‘ SAT alore SO%
5 en|  SRT skcee 76% Peies .- ) S 154 ADT:-90%
l ADT: TSN - PaNS e
‘h-('l..nl. > . e v r m a = ._ ------ - ~ > B P § 3
Median follow-up: 13 years Madian follow-up: 9 years follow-up: 8 yea;s
RADICALS-HD 0 vs 6m ADT RADICALS-HD 6 vs 2dm ADT
PSA 0.0-4.2 ng/mL PSA 0.0-5.0 ng/mL
wm NO ADT s 6m ADT w— BmADT == 24m ADT
S e \\ ‘ T
—— \\‘
e . Shipley et al, NEJM. 2017

Carrie et al. Lancet Onc. 2019
Pollack et al. Lancet. 2022
Parker et al. Annals of Onc. 2022

I Soathe

Median foliow-up: 9 years Medan follow-up: 9 years



Izole PSA niiksiinde hangi hastalara sistemik tedavi

Risk group aracteristics

BCR after radical prostatectomy

Low-risk BCR PSA-DT >1 yr and pGS <8 (ISUP grade
<4)

High-risk BCR PSA-DT <1 yr or pGS 8-10 (ISUP grade
4-5)

BCR after radiation therapy

Low-risk BCR IBF > 18 mo and bGS <8 (ISUP grade
<4)

High-risk BCR IBF < 18 mo or bGS 8-10 (ISUP grade
4-5)

tigen

pGS = pathologlcal Gleason ‘score: -ISUP = Internatxo hal
Society of Urological Pathology; IBF = interval from primary therapy to
biochemical failure; bGS = biopsy Gleason score.

doublmg time°

+Tedavi 6ncesi PSA(20.5 ng/dI



Biyokimyasal Reklirens ve PSA Persistansi
Doz Yogun Tedavi

FORMULA 509 Schema

Patients With Recurrent Prostate Cancer After Prostatectomy

Stratify Salvage Radiation
1. PSA >0.5 vs. <=0.5 with 6 mo GnRH Agonist and
2. pN1 vs. pNO ' bicalutamide

Salvage Radiation
with 6 mo GnRH Agonist,
Abiraterone Acetate plus
Prednisone, and Apalutamide

N=345

Primary outcome: Progression-free survival FORMULA

Secondary outcomes: Metastasis-free survival, Physician-reported toxicity,
Patient-reported toxicity Sl O

ASCO Genitourinary #GU23 presenteo ov: Paul Nguyen, MD, MBA; FORMULA 509 Trial
I eneortabon s propetly Of i sAhor nd ADCO Pormmeron reausred of 1euse Contact DemmnsonsdBasco o

Cancers Symposium e




Biyokimyasal Rekiirens ve PSA Persistansi

Doz Yogun Tedavi

Patient Characteristics

ADT + Bical
(N=172)

ADT + AAP/Apa
(N=173)

Overall
(N=345)

Age at Enroliment
Mean (SD)
Median (Range)

64.2 (6.8)
65.0 (47.1 - 78.9)

63.2 (7.4)
63.0 (43.6 - 81.8)

63.7 (7.1)
64.7 (43.6 - 81.8)

Race
Asian
Black
White

More than one race

2 (1.2%)
18 (10.5%)
146 (84.9%)

3 (1.7%)

3 (1.7%)

4 (2.3%)
13 (7.5%)
150 (86.7%)
2 (1.2%)
4 (2.3%)

6 (1.7%)
31 (9.0%)
296 (85.8%)
5 (1.5%)
7 (2.0%)

10

2 (1.2%)
86 (50.0%)
17 (9.9%)
67 (38.9%)
0 (0%)

2 (1.1%)
96 (55.5%)
20 (11.6%)
54 (31.2%)

1.(0.6%)

4 (1.2%)
182 (52.7%)
37 (10.7%)
121 (35.1%)

1.(0.3%)

PSA--at Enroliment
Mean (SD)
Median (R

0.9 (1.7)
0.3 (0 — 11.58)

0.8 (1.6)
0.3(0.1-91)

0.9 (1.6)
0.3 (0 — 11.58)

ASCO Genitourinary

Cancers Symposium

#GU23

123 (71.5%)
49 (28.5%

presenten sy Paul Nguyen, MD
Prosentalion s properst £ the sthor sl AS 2

123 (71.1%)

246 (71.3%)

Median age 65
35% Gleason 9
Median PSA 0.3
31% PSA >0.5
29% pN1

FORMULA




Biyokimyasal Reklirens ve PSA Persistansi
Doz Yogun Tedavi

MFS Benefit Among PSA >0.5 (n=100)

3 year MFS
84.3% vs. 66.1%

Absolute

improvement
18.2% at 3 years

>
=
©
g
Q.
w
w
=

HR=0.32 (95% Cl 0.13-0.84);
p=0.02** NNT =5

0 [ 12 18 24 0 3% a2 48
Months from Enroliment

Number at risk )
**two-sided

FORMULA

§2 82 “

A

ADT+Bical | 43 48 46 43 37

ASCO Genitourinary

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



Tedavi 6ncesi PSA diizeyi kombine tedaviler icin prediktif

Differential Benefit by pre-SRT PSA

Formula-509

Patients With Recurrent Prostate Cancer After Prostatectomy

R
Stratify A Salvage Radiation e
1.PSA>05vs.<=05 N with 6 mo GnRH Agonist and
2. pN1 vs. pNO D bicalutamide N .
0O <
M
l Salvage Radiation pNO .
with 6 mo GnRH Agonist,
4 Abiraterone Acetate plus
E Prednisone, and Apalutamide Overall .
HR 0

Naguyen P et al. ASCO GU 2023

HR Cl p-Int
03 013,084 0.06 prP'™
0.06
LY R
12 043,328
<6 07 021.210 073
236 05 023 122
332 0% 033, 1.0t _
2 ]



Biyokimyasal Reklirens ve PSA Persistansi
Doz Yogun Tedavi

PARIS
2022

PRESTO: A Phase 3 Open-
Label Study of Androgen
Annihilation in Patients
with High-Risk
Biochemically Relapsed
Prostate Cancer (AFT-19)

Rahul Aggarwal, on behalf of the Alliance
AFT-19 Study Investigators

Paris, France
11 SEP 2022




Biyokimyasal Rekilirens ve PSA Persistansi
Doz Yogun Tedavi

Study Schema

Arm A:
LHRH Analog

Arm B:
LHRH Analog +
Apalutamide

Arm C:
LHRH Analog +
| S Apalutamide + Abiraterone
Stratified by PSA doubling ‘ Acetate + Prednisone
time
(< 3 months vs. 3 — 9 months) 52 Weeks

Treatment per Investigator
Discretion

Aggarwal R et al. ESMO 2022;Abstract LBA63




Biyokimyasal Rekiirens ve PSA Persistansi

Doz Yogun Tedavi

Arm B: ADT + apalutamide vs. ADT monotherapy

-
c
o
>
w
e
>
g
=
s
&
(]
-
Q
o

Median follow up 21.5 months

ARM Events/Total
571143
45/145
+ Censor

102 PSA PFS events

Median PSA progression-free
survival

ADT + APA = 24.9 months
(95% CI: 23.3 - 32.3)

ADT alone = 20.3 months
(95% CI: 18.2 - 22.9)

Hazard ratio 0.52 (95%

Cl: 0.35-0.77)
Time (months)

Patiqms-at-Rlsk , & One'S|ded p-Va|Ue =
2 : | 0.00047)

Aggarwal R et al. ESMO 2022,Abstract LBAG3.



PRESTO study: secondary endpoints

760 ]
i arme " EventarTotal R (95% C *'x_“::: == Froir B iy Yot
© \‘\,.\ LHRH+APA 5on6s “ue‘:-;ﬁew 50 ;:\‘\:\-\»\ LHRHSAPASAAP nas bz 'ieg:ﬂi::
\\ + Censor
&0 L \(
iR _ ™ .
H £ \L\‘\-\
& ] G e L Wi
3 § e WY
£e £ e R
g 40| E Lot o s
& IS
R 30 | e
W 20
104 10
o T T T T T T T T T o T T T T T T T T T T T T T T
L] L3 12 1% 24 » » @ 48 £l 60 n” ™ - o L] 12 1% 24 30 ko 42 48 54 60 6 72 78 8
Time since randomization [Months] Time since randomization [Months]
) . _ Patients-at-Risk Patients-at-Risk
LHREH 166 153 m 74 4 35 13 LHRH 166 53 121 74 47 35 13 1
LHRH+APA 168 161 132 a0 54 30 17 1 LHRH+APA+AAP 168 160 138 32 50 36 15 3
= . ; e g 5
MFS events: 38% of patients randomized * MFS events: 41% of patients randomized

HR = 0.80 (95% CI: 0.56 — 1.13)

Presenter: Dr. Constance Thibault

* HR=0.92 (95% CI: 0.56 - 1.13)

Not practice changing

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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Sistemik tedaviler icin yeni prediktif markerlar

‘
: University Hospitals
. Seidman Cancer Center
ROGEL CANCER CENTER Cleveland | Ohio
MICHIGAN MEDICINE

ONCOLOGY

Advancing Research. Improving Lives

Al prognostic biomarker for recurrent prostate cancer
after prostatectomy: development and validation using
deep learning on digital histopathology from
NRG/RTOG-0534 and NRG/RTOG-9601

Todd M. Morgan, Yi Ren, Siyi Tang, Wouter Zwerink, Emmalyn Chen, Akinori Mitani, Huei-Chung Huang,
Jeffry P. Simko, Sandy DeVries, William U. Shipley, Alan Pollack, David Bowes, André-Guy Martin,
Alexander G. Balogh, Jeff M. Michalski, Michael J. Greenberg, Jason A. Efstathiou, Jean-Paul Bahary,
Ashley E. Ross, Andre Esteva, Timothy N. Showalter, Paul L. Nguyen, Karen E. Hoffman, Joseph P.
Rodgers, Felix Y. Feng, Daniel E. Spratt

@wanderin u =
% e g—'g NCI National Caric el NC' Comemunty Gacurcryy
@DrSpratticus . Trtate Mwtwors S opran

P e g
@NRGOnc o




Sistemik tedaviler icin yeni prediktif markerlar

New Artera Multi-modal Al model:

604 60«

Est. DM risks (%)

sHR (95% Cl) 2.16 (1.25, 3.72), p: 0.006" | sHR (95% CI) 1.21 (0.57, 2.58), p: 0.62
10-Year Estimates i 10-Year Estimates . ‘
RT 41% (29%-54%) RT 10% (4%-16%)
RT + HT  18% (10%-26%) RT + HT 8% (4%-12%)
404 & 40+
w
<
@
=
(=)
201 &]’ 20 «
O-: . | Y 4=’_—f=‘-’_pJ:r'
0 3 6 9 12 0 3 6 9 12
Time from Randomization (Years) Time from Randomization (Years)

»
University Hospitals
Seidman Cancer Center . Cleveland, Ohio | 13



Prostat Kanserinde Post-Operatif Radyoterapi ve Anti-Androjen
Tedavisi: POSEIDON Bireysel Hasta Verileri Meta-Analizi

Role of IPD Meta-Analyses

* An individual patient data (IPD) meta-analysis allows
a more granular evaluation of potential interaction
thresholds, non-linear associations, and subgroup-
specific effects

We launched the Post-Operative Salvage or Adjuvant
RadiothErapy and Antl-AnDrogen Therapy for Men
with PrOstate CaNcer (POSEIDON) IPD meta-
analysis of all published randomized trials

g ishan, MD ASCO a1
party of e 8 a Bmeovnanrn 1pepmreed o 1mpse (OMACT fare acealowa (99 CHNOWLEDGE CONQUERS CANCER



Prostat Kanserinde Post-Operatif Radyoterapi ve Anti-Androjen
Tedavisi: POSEIDON Bireysel Hasta Verileri Meta-Analizi

Hea.lth

University Hospitals
Seidman Cancer Center

Included Trials

RTOG 9601: RT vs RT+LT-HT
GETUG-16: RT vs RT+ST-HT
RADICALS: RT vs. RT+ST-HT

RADICALS: RT vs. RT+ST-HT vs.
RT+LT-HT

RADICALS: RT+ST-T vs. RT+LT-HT
RTOG 0534: RT vs. RT+ST-HT*




Prostat Kanserinde Post-Operatif Radyoterapi ve Anti-Androjen
Tedavisi: POSEIDON Bireysel Hasta Verileri Meta-Analizi

| HTuse Short-Term HT Use (ST-HT) Long-Term HT Use (LT-HT)

RT alone

RT+HT

RT alone

RT+ST-HT

RT alone

RT+LT-HT

n

2216

2810

1,674

2,264

542

546

Follow-up (median,
IQR), years

9.10 (7.30-10.97)

8.80 (7.13-10.10)

12.34 (9.37-13.86)

Age
<65

65-69

270

1030 (46.5%)
638 (28.8%)

548 (24.7%)

1278 (45.5%
858 (30.5%)

674 (24.0%)

760 (45.1%)
494 (29.5%)

420 (25.1%)

1032 (45.6%)
691 (30.5%)

541 (23.9%)

270 (49.8%)
144 (26.6%)

128 (23.6%)

246 (45.1%)
167 (30.6%)

133 (24.4%)

PSA (median, IQR)
ng/mL

0.3 (0.2, 0.6)

0.3(0.2,0.6)

0.3 (0.2, 0.5)

0.3 (0.2, 0.5)

05 (0.3, 0.9)

0.5(0.3,089)

Pathologic Gleason Score
6

7

8-10

Positive Margins

Seminal Vesicle
Invasion

Extracapsutar Extension

390 (17.6%)
1,507 (68.0%)

305 (13.8%)
1,328 (60.2%)
380 (17.3%)

931 (43.3%)

Fresecdum m o

510 (18.1%)
1,882 (67.0%)

404 (14.4%)
1,619 (57.8%)
483 (15.9%)

1078 (37.0%)

snesenteo oy =Amar U, Kishan, MD

T O 0 ST S ASCLD) Pt sasens o 4l 10 (0L OO

270 (16.1%)
1,188 (71.0%)

216 (12.9%)

938 (56.4%)

250 (15.1%)

697 (43.0%)

384 (17.0%)
1,562 (69.0%)

318 (14.0%)

1,225 (54.3%)

341 (15.3%)

837 (37.6%)

120 (22.7%)
319 (60.4%)

89 (16.9%)

390 (72.0%)

130 (24.3%)

234 (44.1%,)

126 (23.7%)
320 (60.2%)

86 (16.2%)

394 (72.2%)

97 (18.2%)

241 (44.7%)

ASCO =

CNOWLLD



Prostat Kanserinde Post-Operatif Radyoterapi ve Anti-Androjen
Tedavisi: POSEIDON Bireysel Hasta Verileri Meta-Analizi

Survival Results

Hazard ratio: 0.87 (95% Cl, 0.76-1.01, p = 0.06) Hazard ratio: 0,79 (85% CI, 0.70-0.89, p < 0.001)

10-Year Estimates 10-Year Estimates
RT. 83.6% (81.8%-85.4%) RT: 74 1% (72.0%~76.3%)
RT+HT. 84.3% (82.7%-88.0%) RT+HT: 77.9% (76.0%~79.8%)

astasis-Free Survival (%)

g
[4
3 8
(7]
B
s
6
2

PRESENTED BY Amar U. Kishan, MD ASCO AMRIC Wt ¢
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Prostat Kanserinde Post-Operatif Radyoterapi ve Anti-Androjen
Tedavisi: POSEIDON Bireysel Hasta Verileri Meta-Analizi

Survival Results: HT-Duration

Hazard ratio. 0.79 (85% CI, 0.63-1.00, p = 0.048)
10~Year Estimates

RT. 79.8% (76.2%-83.4%)

RT+LT=HT: 82.7% (79.3%~86.1%)

Hazard ratio: 093 (85% CI, 0.77-1.11, p = 0.38)
10-Year Estimates

RT: 85 1% (83.0%~87.2%)

RT+ST-HT: 84 8% (82.9%~86.7%)

Overall Survival (%)
~ ° ~
-1 3 -
"4 & I

median PSA 0.3 median PSA 0.5

sassentso ay. Amar U, Kishan, MD ASCO A e 1Y OF




Prostat Kanserinde Post-Operatif Radyoterapi ve Anti-Androjen
Tedavisi: POSEIDON Bireysel Hasta Verileri Meta-Analizi

neidenceN  Inciderce/N RT+HT

RTHT  10~yr Absotute Baneit of 10~y RMET Serwdt of HR (95%,) P valon IMeRoon
= +HT -
. 0 H NE B JTOE4 01 r—— C
T=b 15354 1250548 .04 e 4
A, 0 45468 436 3 —} 074|048 3
1 L o [, 1 —— 08 '@ 062
- 106/:28 12 58 34 1 3 — 0
141548 M4B7T4 84380y 0V (03 et a8
Gleason 6 of lower B&87380 TS0 ———y 0 0
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308 BOV404 e 078{045 104) 008
PSA (ngiy 0 ENEGS [ ] 4 ——— 4 “
{ 134878 1 Kl vooe ! i
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mesenren sy Amar U, Kishan, MD

No significant interaction
between impact of HT on
OS and its duration

Trend towards significant

impact of pre-PORT PSA

Multivariate model
adjusted for age, pGS, and
pT stage was significant
for PSA at a cutpoint of 0.5
ng/mL (p=0.03)

05,2 bl



Prostat Kanserinde Post-Operatif Radyoterapi ve Anti-Androjen
Tedavisi: POSEIDON Bireysel Hasta Verileri Meta-Analizi

Exploratory Analysis: HT-Prolongation

Hazard ratio; 0.89 (95% CI, 0.68-1.16, p = 0.37)

10-~YearEs!:ma’.es‘ 125( 16 13)

RT+ST-HT: 82.0% (78.6%-85.5%)

RT+LT-HT. 84,6% (81 3%~87.8%) .21-0. 19 (-24, 7)
-149 (-7, 8)
25 (-11, 6)

£
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z
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64

The Key UrAnswered Questions

« Who needs HT with PORT? Only patients with pre-PORT PSA >0.5 ng/ml

= Significant interaction between HT effect and pre-PORT PSA
» Spline analyses overall showed no significant effect

« How long does HT with PORT need to be? For most patients, ST-HT is
sufficient

= No significant interaction between HT effect and HT duration
» Exploratory analyses suggests minimal benefit to HT prolongation

ASCO Qi"':"l_‘:ir(f_lLJ"i'-Ifjf b HOULI90 eresenreo sy: Amar U. Kishan, MD
IO Presantation is property of e suthor and ASCO. Permss

Cancers Symposium



Biyokimyasal Rekilirrens ve PSA Persistansi:
Doz Yogun Tedavi Yaklasimi

EMBARK StUdy Primary Endpoint : MFS

Enzalutamide (160 mg oral QD) + Open-label period:
Patient population: leuprolide acetate Week 37 Continuing assigned treatment
« Screening PSA 21 ng/mL after RP or (22.5 mg;?szw) Suspond
2 . . n:
2 ng/mL above the nadir after primary EBRT Bifded - toaiment at Safety follow-up
« PSADT <9 mo © week 37 (30 days after last dose)
*» No metastases on bone scan and CT/MRI per § Monitor PSA @ v
central read — conventional imaging-negative Placebo + leuprolide acetate ® (reinitiate if 2 Long-term follow-up
- T 2150 ng/dL i @ (22.5 mg IM Q12w) 2 PSA rises)T B (every 12 weeks until the
» Prior hormonal therapy =9 mo prior to R 1:1:1 n=358 E=2 = final OS analysis)*:
(neoadjuvant/adjuvant for <36 mo or Blinded b2 § * Survival status
<6 mo for rising PSA) allowed N=1068 | No « New antineoplastic
Stratification factors: 4 Remain on therapies for
» Screening PSA (=10 ng/mL vs >10 ng/mL) Enzalutamide monotherapy treatment prostate cancer
« PSADT (<3 mo vs >3 to <9 mo) {160, oel O1) *Syenaie
 Pri n=355 skeletal events
rior hormonal therapy (yes vs no) Unblinded . PES2

Secondary Endpoints: MFS




Biyokimyasal Rekilirrens ve PSA Persistansi: Doz
Yogun Tedavi Yaklasimi

Improved Survival with Enzalutamide in
Biochemically Recurrent Prostate Cancer

Previous hormonal therapy

107 (30.1) 113 (31.6)

248 (69.9) 245 (68.4)
Primary definitive therapy
Prostatectomy alone 90 (25.4)

Radiation :hnv\p-;:‘.' alone

Prostatectomy and radiation ther Py

ASCO :'—“.“\:".‘ urnnary l|mi)l mesewrenny. Marc Dall'Era, MD and Yun Rose Li, MD, PhD ASCO
cers JQSIUNT gD sasing) Presertation i g Lne?
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Biyokimyasal Rekirrens ve PSA Persistansi:
Doz Yogun Tedavi Yaklasimi

A Metasiasis-free Survival with Enzzlutamide plus Leuprolide vs. Leuprolide Alone B Metastasis-free Survival with Enzalutamide Monotherapy vs. Leuprolide Alone
100+ —
%0- o
Enzalutamide < leuprolide .S
- ———— % Enzalutamude monotherapy
: - ® 70
< e ——pm— -
L] Ly §
i | 3 o
s { Leuprolide alone = Leuprokde alone
b i g 304
9 3
£ o AR e z No.of  Median Metastasisfree
: Paients  Survival 35% CJ) : Patients  Survival (35% (1)
< X 4
e 304 o s 0 mo
Enzakutamide - Leuprofide 35 NR (NR-NR) 1 . -
s, " ;Si :3 ‘;‘j,_NN'? Enzalutamide Monotherapy 355 NR {NR-NR)
ol : e P 4 Leuprolide Alone 358 NR (35.1-NR}
CUREORS T NG S Hazard ratio for metastasis or death
; 0.42 (95% O, 0.30-061) ; e,
- i 104 063 (35% 1, 046-087)
0 : & Two-sided P=0.005
03 6§ 9B BAMNTNNBIVLSBIATASE@727BE M 0B % 2 o o e 722 S ey e e o o e 1 R S g i TP S e e e e PR T U ) T U7 34 P 1 |
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Biyokimyasal Reklirrens ve PSA Persistansi:
Doz Yogun Tedavi Yaklasimi

Overall Survival with Enzalutamide plus Leuprolide vs. Leuprolide Alone
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Enzalutamide+Leuprolide 355 73 78.9 (73.9-83.1)
Leuprolide Alone 358 111 69.5 (64.0-74.3)

Hazard ratio for death, 0.60
(95% Cl, 0.44-0.80)
P<0.001
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Leuprolide alone 358 1357 35 338 333 329 22 312 298 288 5¢ 3 171 117 8156391810 6
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Ozet

J Neoadjuvan tedavi 6zel durumlar disinda rutin olarak énerilmez

[ Yeni nesil AR-yolak inhibitorleriyle bir grup hastada iyi sonuclar elde edilmistir

A Ozelikle lokalize yiksek riskli prostat kanserinde karsilanmamis bir tedavi ihtiyaci vardir
J Bu grup hastalarda sistemik tedavinin etkin oldugu adjuvan calismalarda gosterilmistir
 Cok sayida devam eden calismalar mevcuttur

(d Neoadjuvan tedavi ilerleyen zamanlarda daha cok giindemimize girecek



Ozet

Biyokimyasal Rekiirens ve PSA Persistansi olan hastada PSMA PET/CT ile evreleme
yapiimalidir.

JProstatektomi sonrasi Biyokimyasal Rekiirens olan gleason skoru>8 ya da PSA double time
degeri 12ay < olanlarda tedavi disunulmelidir

JSalvage RT ve ADT ( 6ay)distntlmelidir
JdUzun donem 24 ay adjuvan ADT(pT3=> ve gleason skoru >8) ve pelvik lenf nodu pozitif

APelvik RT niks riski yiksek hastalarda distinilebilir(Gleason>8, >pT3, cerrahi sinir pozitifligi)
ve pelvik lenf nodu+

JEnzalutamide, double time <9 ay, RP sonrasi PSA>1 ng/ml ve Radyoterapi sonrasi 2 ng/ml



Ozet

JRT sonrasi Biyokimyasal Reklirens olan hastalarda

(APSA degeri 22 ng/ml olan hastalar icin, PSA double time < 9 ay olanlarda
enzalutamide onerilebilir

J Enzalutamide ulasamiyorsa, intermittent ADT Onerilir

ASistemik tedavi(ADT ve yeni nesil AR yolagi inhibitori); Tedavi oncesi PSA degeri,
primer tumor gleason skoru, PSA double time, Decipher Skoru, Al risk skorlamasi
yol gosterici

JADT 6 ay vs. 24 ay; pelvik lenf nodu pozitif hastalarda uzun donem ADT



