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Prostat Kanserinde Klinik Seyir

Clinical
—) Metastases: —
Clinically Rising Honcestuto mCRPC: mCRPC: mCRPC:
Localized —3»  PSA  —— —> e — > 2%ine 2 P 7  lineX
Disease Noncastrate

t 1. L3» nmcRPC — \ }
Noncastrate t Y

Castration-resistant

mCRPC: 3" Line, 4™ Line, etc

Initial Biochemical Biochemical Biochemical Progression
Staging  Persistence Progression (Oligo-progression)

| or | and
Biochemical Metastatic Assessment
Recurrence (incl Response)

ASCO Genitourinary #GU23 presenten sy: David M. Nanus, M.D., Professor of Medicine and Urology, Weill Cornell Medicine ASCO CLINICAL ONCOROGY
Cancers Symposium SERS Presentation s property of the author and ASCO. Permission requred for reuse; contact permissions @asco.org KNOWLEDGE CONQUERS CANCER




L_okalize YUksek Riskli Prostat Kanserli

Localized High-Risk Prostate Cancer

Patterns of Presentation
Increased Mortality in High-Risk Prostate Cancer

w High-Risk Feature 15-Year PCSM

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

cT3 38%

High-risk Disease™ 19%

Localized
Low-risk = Intermediate-risk = High-risk

PCSM=Prostate cancer specific mortality; PSA=Prostate specific antigen. “Defined by D"Amico criteria: PSA > 20 ng/mlL, Gleason 8-10, or cT2c-T3. Cooperberg, JCO, 2010; Eggener, J Urol, 2011

« Patients with high-risk disease have an increased risk of biochemical recurrence (BCR),
metastases, and death from prostate cancer

+ 20% to 40% of patients with high-risk localized disease who undergo RP and/or RT
develop BCR




Yuksek Riskli Lokalize Prostat Kanserinde Tedavi
Secenegi

PHASE Il STAMPEDE TRIAL
STUDY DESIGN

Inclusion criteria

Type of
definitive
therapy

High risk definition

High risk local, or locally
dvanced - histologically

Eonﬁrmed prostatic

denocarcinoma

Planned for
radiation
therapy

Either:

a) at least two of the following;
~T3orT4
-GS 8-10
- PSA 240 ng/mL

b) Relapsing with high-risk features (12 months
of total ADT with an interval of 212 months without|
treatment and a PSA 2 4ng/ml with a doubling
ftime of <6 months or a PSA 220ng/ml)

Courtesy of Alan H Bryce, MD

* Randomization stratificaton factors
» Age o randomzation (<70 ve
270 yoars)
s Planned use of prostate
radatherapy
o Nodal evolvermant
WHO parformance stasus

B
» Type ot ADT N: 459
o Longberm use of aspirin o A
NOO-1erodal ant-efammaesory > L and Standard of
ans)s Carw (ADT}
914 non-iretastalic potients
wlocated 1o the ablraterons ——p 1" —_— B > Primary endpoint
trial Matastanis res survival
"y N: 455
— Stardard of Carw (ADT) _
o Randomization siratificaton factors
» Age ot randomzation (<70 v
270 yoars)
» Planned use of prostate
radiothernpy
o Nodal Fvolveemant
o WHO parfarmance slatus N: 527
» Type of ADT
o LOOG-0erm use of Mg of Abiraterone Acotate with
non-sieroidal ant-nBammesory -» Enzatutamide and Standaet of Care
drugs (ADT)
1060 non-mwinstatic jutents
alocated to ablraterone and > 1 s > Primary endpoint
eneattamice trial Maotaatasis free survval
- N: 533
> Standard of Care (ADT)

Attard G et al, Lancet 2022




Yuksek Riskli Prostat Kanserinde Tedavi
Secenegi
Overall Survival with the Addition of Abiraterone Acetate

and Prednisolone with or without Enzalutamide to ADT for
High-Risk MO Prostate Cancer

Overall survival
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At-risk 988
Censored 0
Event 0
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Attard G et al. ESMO 2021;Abstract LBA4_PR.

36 48 60
Months since Randomisation
901 837 610
14 28 216
73 123 162
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32 46 234
55 79 107
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96
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693
232

74
766
146

108

10
742
236

16
823
147

Events
147 ADT+AAP +/- ENZ
236 ADT

HR: 0.60
95% CI 0.48 to 0.73
P value 9.3x10-7

6-year survival
improved from
77% to 86%

RTP
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Neoadjuvan Yeni Nesil AR-yolagi

Inhibotorleri

Trial Schema

Key Inclusion Criteria:
Prostatic adenocarcinoma

Gleason score >4+3=7, PSA >20
ng/mL or T3 disease (by
prostate MRI)

Pelvic lymph nodes <20 mm

3 cores involved with cancer
(minimum of 6 cores obtained)
or >1 ¢m tumor or T3 disease
on MRI

ECOG Performance Status 0-1

N=120

Prostate MRI

Abiraterone +
Prednisone +
Apalutamide +
Leuprolide
X 6 months

Abiraterone +
Prednisone +
Leuprolide
x 6 months

Prostate MRI*

Primary Part 1: Rate of pCR + MRD (< 5 mm tumor) by central review

Radical
Prostatectomy

Radical
Prostatectomy

Part 2

Abiraterone +
Prednisone +
Apalutamide +
Leuprolide
x 12 months

Observation

Abiraterone +
Prednisone +
Apalutamide +
Leuprolide
x 12 months

Observation

Primary Part 2: 3-year Biochemical PFS NCT02903368

PSA=Prostate specific antigen; MRI=Magnetic resonance imaging; ECOG=Eastern Cooperative Oncology Group; pCR=Pathologic complete response; MRD=Minimum residual disease, PFS=Progression-free survival.
Part 1: Randomization will be stratified by risk factor: Intermediate (Gleason 4+3) vs. high risk (Gleason>7, or PSA>20, or T3 disease). Part 2: Randomization will be stratified by type of necadjuvant therapy
and pathological T-stage (< pT3 versus 2 pT3) at radical prostatectomy. Receipt of adjuvant radiation therapy fs at the discretion of treating clinician. *Performed in a subset of patients.




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

+ 2 ystematic o taretod cre with cortios S ST o 2wl
@S2 8 (=GG4), each with 2 80% invol . 11 » Gleason score (7 vs 8-10) * Secondary end points: PSA-free survival, PFS
N=1500 , Region (NA, Europe, ROW) * Total time to finak 7.5 years (3 years accrual plus 4.5 years follow-up)

G5, Claason scorg PSA, proft e wpechic antgon, C cyde: OO, dally; 155, progreveon free suovial NA, Norh Amenca BOW rest of workd BT adumon tharapy

"0 &
:!1. St W A i A

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

* At BCF (defined as 2 consecutive
L PSA rises with the second
consecutive test resulting in an
PSA testing and radiological Adjuvant or salvage RT absolute PSA valueof = 0.2 ng/mL)
assessment for progression post RP at
in necadjuvant setting investigator’s discretion

ZO==-PN-Z00Z>» >
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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
PSADT = 15 Month 212
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. 5 10 15
Years after PSA recurrence
0 0 0
16 2 0
37 11 1
86 30 3

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

Emmanuel S. Antonarakis, BJU Int. 2012



Biyokimyasal Reklrens ve PSA

Persistansi
Doz Yogun Tedavi

FORMULA 509 Schema

Patients With Recurrent Prostate Cancer After Prostatectomy

Stratif Salvage Radiation
1. PSA >0.5 vs. <=0.5 with 6 mo GnRH Agonist and

2. pN1 vs. pNO pa bicalutamide

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

N=345

Primary outcome: Progression-free survival

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

» wr: Paul Nguyen, MD, MBA; FORMULA 509 Trial

FORMULA

v




Biyokimyasal Rekirens ve PSA

Persistansi
Doz Yoqun Tedavi

3 year MFS
84.3% vs. 66.1%

Absolute

improvement
18.2% at 3 years

MFS Probability

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

0 6 12 18 24 a0 36 42
Months from Enroliment

Number at risk _
**two-sided

FORMULA

52 82

ASCO el m wessco 3¢ Paud Nouyen, MD, MBA: FORMULA 509 Tl ASCO s=ums

ADT+ Bical 48 48

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



Izole PSA niiksii olan hastalarda tedavi secenegi

Phase 3 EMBARK: Enzalutamide Plus Leuprolide Acetate’-

Week 37
_ Enzalutamide 160 mg oral QD +
/ Key Eligibility Criteria \ leuprolide acetate 22.5 mg IM Q12W (" Suspend )
» Screening PSA 21 ng/mL after RP (n = 355) < treatment
» J
aqd 22 ng/mL above the nadir for Blinded % at week 37:
primary EBRT monitor
« PSADT =9 mo A Placebo + N p
* No metastases on bone scan or CT/MRI leuprolide acetate 22.5 mg IM Q12W 3 Y .S_A X
per central read (n = 358) = (reinitiate if
» Testosterone =150 ng/dL Blinded = \PSA rises)? /
« Prior hormonal therapy =9 mo prior to 3 3
g;(;‘seoadjfwaf'“‘/adjg\ézn; for =36 mo Enzalutamide 160 mg oral QD c; Remain on
RO FO¥: v (n = 355) treatment
\ (N = 1,068) / Unblinded .

= Stratification factors: screening PSA (510 ng/mL vs >10 ng/mL), PSADT (=3 mo vs >3 to =9 mo), prior hormonal therapy (yes vs no)

« Primary endpoint®: MFS by BICR (enzalutamide + leuprolide acetate vs leuprolide acetate)

« Key secondary endpoints®: MFS by BICR (enzalutamide vs leuprolide acetate), time to PSA progression, time to first use of new antineoplastic
therapy, OS*

« Other secondary endpoints: safety ® PRO

* Study treatment was suspended once at week 37 if PSA was <0.2 ng/mlL and restarted when PSA was 25 0 ng/mL (without prior RP) and 22 ng/mL (prior RP). ® ITT population. < Primary

endpoint and key secondary endpoints for enzalutamide combination and enzalutamide monotherapy are alpha-protected. P value to determine significance for OS of combination and

monotherapy treatment comparisons was dependent on outcomes of primary endpoint and key secondary endpoints. * Safety population

1. https /ichinicaltrials gowstudy/NCTO2318837. 2. Shore ND et al. AUA 2023. Abstract LBA02-09. 3. Freedland SJ et al. N Eng/ J Med. 2023.389:1453-1465 AT 3
4. Freediand SJ ot al. NEJM Evid. 2023;2. 5. Shore ND ot al. ASCO GU 2024. Abstract 15. 6. Shore ND ot al. ASCO GU 2024, Abstract 156 PeerView.com

PeerView.com/YRR910 Copyright © 2000-2024, PeerView



Izole PSA niiksii olan hastalarda tedavi secenegi

Phase 3 EMBARK: Met Primary Endpoint of MFS1:2

PeerView.com/YRR910

Enzalutamide Combination Leuprolide Acetate

(n = 355) (n = 358)
Median follow-up, mo 60.7 60.6
Events, n (%) 45 (13) 92 (26)
3-y fate 5-y rate %‘goB'g,R‘ mMMES Ng 85NRNR
100 4 : .99 H Yo , Mo N 1-
p— :92 9% '87.3% ( ) (NR) ( )
b e »
80 - v 3 ot Enzalutamide
1 83.5% combination
32 60 -
B P T R G ¥ : / Key Secondary )
=7 = : i Endpoint: Interim OS
: : acetate point: in m
20 1 4R = 0.42 (95% Cl, 0.31-0.61) | : (95°/Hgl _ooég?o 90)
P <.0001* } : o Cl, O. .
0 v v Ll Ll Al ; R Al Ll I.' Ll L r j Ll L7 L) P = -0142.
0 6 12 18 24 30 36 42 48 B4 60 66 72 78 84 90 96 (Pre-specified efficacy
Time, mo <
P \ boundary, P <.0001) /
1 nradutamede 355 m 324 EALY 304 %2 m 265 s 234 180 116 0 24 L) o o
l(:nlﬂlh*'?“nﬁm 358 338 mn 303 280 289 238 b ral 203 1 AR un 32 18 L) 1 o

Data cutoff: January 31, 2023, Symbols indicate censored data. * HR was based on a Cox regression model with treatment as the only covariate stratified by screening

PSA, PSADT, and prior hormonal therapy as reported in the IWRS; relative to leuprolide acetate <1 favoring enzalutamide combination; the two-sided P value was

based on a stratified log-rank 7e

1. Shore ND et al, AUA 2023, Abstract LBA02-09, 2. Freedland SJ et al. N Engl J Med. 2023;389:1453-1465, PeerView.com

Copyright © 2000-2024, PeerView



Izole PSA niiksii olan hastalarda tedavi secenegi

U.S. FOOD & DRUG

FDA approves enzalutamide for non-metastatic
castration-sensitive prostate cancer with
biochemical recurrence

FDA Approved
November 16,
2023




Kastrasyona Duyarli Metastatik
Prostat Kanseri Tedavi Tarihcesi

2017
1940 2014 2015 2018 2019 2022
Abirateron . .
ADT Dosetaksel Dosetaksel EBRT Enzalutamid § Darolutamid
Apalutamid
LATITUDE
CHARTEED STAMPEDE STAMPEDE
STAMPEDE ENZAMET
ARCHES ARASENS

TITAN



Hastalik Volumu Dosetaksel
Tedavi Etkinligi icin Prediktif

CHAARTED: ADT +/- Docetaxel in mHSPC

A AN Patinmis

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

Long-Term Follow-up: High-Volume vs Low-Volume Disease
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Kyriakopoulos CE, et al. J Clin Oncol. 2018

"o wt Migk
ADT rabid st manl
ALK

Sweeney CJ et al. NEJM 2015

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



Kastrasyona Duyarli Metastatik Prostat Kanseri

Tedavisi

OS Benefit Confirmed With Other

AR-Targeting Agents

ARCHES?

-1(enzalutamide) Enzalutamide + ADT
b ~— Median OS: NR

L

Placebo + ADT
Median OS; NR

- TITAN? o
(apalutamide) APA + ADT se
001 Median OS: NR ¢ %1
32 60 A =
:n“ oo ————— I < ™
O 40 4 Placebo + ADT 43 404
Median OS: 52.2 mo @
20 4 T 20 -
o HR = 0.65 o HR = 0.66
0 6 12 18 24 30 36 42 48 54 60 e
Time, mo ’
; A LATITUDE?
80 abiraterone)
260 AAP + ADT
17
040
20 4 Placebo + ADT
HR = 0.66
0 v v v - - - - - v - 3
0 6 12 18 24 30 36 42 48 54 60 66
Time, mo

30 36 42 48 54 60

Time, mo

X/ y
1. Chi KN et al. J Clin Oncol. 2021,39:2284-2303. 2. Armstrong AJ et al. J Clin Oncol. 2022;:41:1616-1622. 3. Fizazi K et al. Lancet Oncol. 2019;20:686-700. l)ee I \ 1ew.com



Kastrasyona Duyarli Metastatik Prostat Kanseri
Tedavisi

EERESMD©  Should we count the metastases for decision
making about systemic treatment? No !!!

Docetaxel Hormonal agents STAMPEDE (Abi)

Overall sarvivl for low dsense burden patienes A v € (3OC v S0C+Dod)

Lowrisk  59/220 41/208 _ 0657(0438-0983) 0,041
Low burden ‘. Wghrisk 1367232 94/241 0536(0.411.0699) 0,00
TITAN (Apa) y
m. e s Disease volume
e High ops 1A% NE W9
e DR s Low B0 58192 NE 305
High burden
ENZAMET (Enza)
él
4 Volume of diseas
Low 2jm 46/265 043 (026-0.72)
High 80/291 97/297 — 0.80 (0.59-1.07

Clarke N, Ann Oncol 2019 == _ . "=~ — =~ Hoyle A, ESMO 2018; Chi K, NEJM 2019, Davis |, NEJM 2019



Yasam bBekilentisi 2 1 yil olan tum evre IV

hastalara ADT+ Yeni nesil androjen yolagi
iInhihitarleri dnerilir

Recommendations Strength rating
Offer immediate systemic treatment with androgen deprivation therapy (ADT) to palliate Strong
symptoms and reduce the risk for potentially serious sequelae of advanced disease (spinal
cord compression, pathological fractures, ureteral obstruction) to M1 symptomatic patients.
At the start of ADT offer luteinising hormone-releasing hormone (LHRH) antagonists or Strong
orchiectomy to patients with impending clinical complications like spinal cord compression
or bladder outlet obstruction.
Offer early systemic treatment to M1 patients asymptomatic from their tumour. Strong
Offer short-term administration of an older generation androgen receptor (AR) antagonist to | Weak
M1 patients starting LHRH agonist to reduce the risk of the ‘flare-up’ phenomenon.

Strong

Do not offer AR antagonlst monotherapy to patlents wnth M1 dnsease

Do not offer ADT monotherapy to patlents whose first presentatlon is M1 disease if they have

no contra-indications for combination therapy and have a sufficient life expectancy to benefit

from combination therapy (= 1 year) and are willing to accept the increased risk of side effects.

designed prospective cohort study.

Offer ADT combined with abiraterone acetate plus prednisone or apalutamide or trong
enzalutamide to patients with M1 disease and who are fit for the regimen.

Offer docetaxel only in combination with ADT plus abiraterone or darolutamide to patients Strong
with M1 disease and who are fit for docetaxel.

Offer ADT combined with non-curative prostate radiotherapy (using doses up to the Strong
equivalent of 72 Gy in 2 Gy fractions) to patients whose first presentation is M1 disease and

who have low volume of disease by CHAARTED criteria/M1a disease.

Do not offer ADT combined with any local treatment (RT/surgery) to patients with high-volume | Strong
(CHAARTED criteria) M1 disease outside of clinical trials (except for symptom control).

Do not offer ADT combined with surgery to M1 patients outside of clinical trials. Strong
Only offer metastasis-directed therapy to M1 patients within a clinical trial setting or well- Strong

*All the following statements are based on metastatic disease defined by bone scintigraphy and CT scan/MRI.

European Association of Urology

kilavuzu 2023




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)
0S (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

ASCO C Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse. SCO
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Kastrasyona Duyarli Metastatik
Prostat Kanseri Ucli 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
— SOC ply

aburaterone groups

A Overmnll papulation
100

ol (%)

progrsson-tee &

B AOT with docetaxel population

Number at risk
SOC without
aliraterone Qroupns
SOC plus
shiraterone groups
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100 S

et suraval (%)

"
v

MR OBZ(O51%C1069-098) p~0 030

T T T
i 7 3 A 5
Nurmber at risk
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AEALerOne Qrowps
SOC plus 583 541 470 340

Lirateros a

S89 “56 480 154

T
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172

183

E ADTY with docstaxel population with
low volume metastatic burden
100

F ADT with docetaxel population with
high-volume metastatic burden

M O-72 (95 1% C) 055-0-9%); p~D.019

Fizazi et al: 3 -
Lancet 2022
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Kastrasyona Duyarli Metastatik Prostat
Kanseri
Ucli Kombinasyon

ARASENS Study Design

Global, randomized, double-blind, placebo-controlled phase Il study (NCT02799602)
Endpoints
| Docetaxel <6 | e O

Patients (N=13086)
+ mHSPC s 4 D2rolutamide 600 mg twice daily + ADT ,
« ECOGPSOor1

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 | 2C€DO 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-off Time to initiation of oploid use
FPFV: Nov 2016
LPFV: Ju‘:‘: 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

Oled pabtient wars exciited from all anatysin sety & use of Good ( s, ALP, alkaline phosphatase; CRPC, castrabon.resistant prostate cancer; ECOG PS, Eastemn Cooperalive
Tormance PFV, first pat vV ! i Py nanreglonal lymph nex &8 only; M1D, bone metastases ¢ lymph node moetastases; M1C, viscors
mela e 2 iy ode or Dore metastasen: QIW, ¢ ‘ ) SSE. symplomatic i avenl; ULN, uoper it of rx

ASCO (}("rnt(m'ma’y scuntcoy: Matthew R. Smith, MD, PhD ASCO s=svosny
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Kastrasyona Duyarli Metastatik Prostat
) Kanser|
Ucli Kombinasyon

ARASENS Primary Endpoint*: Overall Survival
Darolutamide significantly reduced the risk of death by 32.5%

-.‘.\‘C't‘o-\—\
5 > .

-

- \\\ Darolutamide + ADT + docotaxel
: S Median, NE (95% CI, NE-NE)
" ‘ \‘_\\ -
Placebo + ADT + docetaxel
Median, 48.9 months (95% CI, 44 4-NE)

Hazard ratio for death,
| 0.68 (95% CI, 0.57-0.80)

"Privaty anslysis occurted after 5 eaths (darohtamide 229, placeb Gl confidence nerval, NE. not estimable
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Kastrasyona Duyarli Metastatik
Prostat Kanseri Tedavisi

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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Monitoring (preferred)
MOSS,R —_— |or >
ADTY:UU
studies Seygtemic
« Physical exam + negative
PSA every 3-6 mo for distant W
ADTY with one of the following: * Imaging for metastases! | ppros.13)
» Preferred regimens: symptoms A
» Abiraterone (category 1)"-€¢ —{+ Conventional —Progression™""
» Apalutamide (category 1) imaging every
» Enzalutamide (category 1) 3-6 mo to Studies See
or monitor treatment caliive Systemic
MAVVWWXRYVZZ —| ADTY with docetaxel and one of the following?32: response® p Therapy for

* Preferred regimens:
» Abiraterone (category 1)"€¢
» Darolutamide (category 1)¥
or

metastatic burden M1PPP

or
ADTu,uu,ccc

ADTY with EBRTP to the primary tumor for low

for distant
M1 CRPC
metastases (PROS-14)
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SYSTEMIC THERAPY FOR M1 CSPC¢:Zz:aaa,bbb,ccc,ddd,eee

WORKUP FOR METASTASES

« Perform physical exam

« Perform imaging for stagingf

« Perform and/or collect PSA and
calculate PSADT

« Estimate life expectancy
(Principles of Life Expectancy
Estimation [PROS-A])

» Perform germline and somatic
genetic testing®
(if not previously done)

« Obtain family histo

» Assess quality-of-life measures®

High-
volume
synchronous
metastases

High-volume®
metachronous
metastases

or
Low-volume
synchronous
metastases

Low-volume
metachronous
metastases

-

ADTY with docetaxel and one of
the following
+ Preferred regimens:
» Abiraterone (category 1)¥99
» Darolutamide (category 1)Y
or
ADTY with one of the following:
= Preferred regimens:
» Abiraterone (category 1)¥:99
» Apalutamide (category 1)¥
» Enzalutamide (category 1)Y

ADTY with one of the following:
* Preferred regimens:

» Abiraterone (category 1)¥:99

» Apalutamide (category 1)Y

» Enzalutamide (category 1)Y
or
ADTY with docetaxel and one of
the following
» Preferred regimens:

» Abiraterone (category 1)¥:99

» Darolutamide (category 1)Y
or
ADTY with EBRT" to the primary
tumor for low metastatic
burden,999 alone or with one of
the following:

» Abiraterone¥:99

» Docetaxel (category 2B)

ADTY with one of the following:
= Preferred regimens:
» Abiraterone (category 1)¥:99
» Apalutamide (category 1)¥
» Enzalutamide (category 1)Y

>

* Physical exam +
PSA every
3-6 mo

» Imaging for
symptomsf

« Periodic imaging
to monitor
treatment
response

Studies See Systemic
negative Therapy for
for distant MO0 CRPC
metastases (PROS-14)

—»Progression™""

Studies See Systemic
positive Therapy for
for distant M1 CRPC
metastases (PROS-15)
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T

« Preferred regimens

» Abiraterone999 (category 1""")

» Docetaxel®®®iil (category 1)

» Enzalutamide! (category 1)
*Useful in certain circumstances

» Sipuleucel-T23ll (category 1)

» Radium-223% for symptomatic bone metastases (category 1)
*Other recommended regimens

» Other secondary hormone therapy*

SYSTEMIC THERAPY FOR M1 CRPC: ADENOCARCINOMAZZ.ccc.ddd eee

= Preferred regimens
» Docetaxel (cate%jory 1)2aa
» Sipuleucel-T332.
= Useful in certain circumstances
» Olaparib for HRRm (categorx 71
» Cabazitaxel/carboplatin?33:nhn
» Pembrolizumab for MSI-H or dMMR232
» Radium-223**K for symptomatic bone metastases (category 1)
» Rucaparib for BRCAm®°°
= Other recommended regimens
» Abiraterone999
» Abiraterone + dexamethasone999:PPP
» Enzalutamide!
» Other secondary hormone therapy*

Prior docetaxel/no prior novel hormone theragy'"

« Preferred regimens

» Abiraterone!: 999 (category 1)

» Cabazitaxel33@

» Enzalutamide! (category 1)
= Useful in certain circumstances

» Mitoxantrone for palliation in symptomatic patients who

cannot tolerate other therapies?2@

» Cabazitaxel/carboplatin2aannn

» Pembrolizumab for MSI-H or dMMR222

» Radium-223*kk for symptomatic bone metastases (category 1)
» Other recommended regimens

» Sipuleucel-Ta3a.jij

» Other secondary hormone therapy!

Prior docetaxel and prior novel hormone therapy /!l
(All systemic therapies are category 2B if visceral metastases are
present)
« Preferred regimens
» Cabazitaxel@ (category 1hhh)
» Docetaxel rechallenge®3@.eee
» Useful in certain circumstances
» Olaparib for HRRm (category 1)hhh.mmm
» Cabazitaxel/carboplatin32a.nnn
» Pembrolizumab for MSI-H or dMMR232
» Mitoxantrone for palliation in symptomatic patients who cannot
tolerate other therapies?32
» Radium-223KKK for symptomatic bone metastases (category 1hhh)
» Rucaparib for BRCAm®°°°
» Other recommended regimens
» Abiraterone'999
» Enzalutamide!
» Other secondary hormone therapyt




Kastrasyona Direncli Metastatik Prostat Kanseri Tedavisi

Treatment options in mCRPC

S S 1Y

TAX-327* DOC/P vs mito/P 1,006 mCRPC, symptomatic or not 0.76

COU-AA-302°  ABI/P vs P 1088, KRG e(.gfe;:‘t)acs)t'ag‘;f/ no:symptoms 0.81  +4.4
COU-AA-301°  ABI/P vs P 1,195 mCRPC (post-DOC) 0.74  +4.6
PREVAIL" ENZ vs pbo 1,717 mCRPC (pre-DOC), mild/no symptoms 0.77 +4.0
AFFIRM® ENZvspbo(orP) 1,199 mCRPC (post-DOC) 0.63 +4.8
TROPIC® CABA/P vs mito/P 755  mCRPC (post-DOC) 070  +2.4

ALSYMPCA’ Radium-223 vs pbo 921  mCRPC (post-DOC or unfit for DOC) 0.70 +3.6

Al abivaerone, CABA, cabaztaeel . DOC docetasel, ENZ sranytamde. HR Razard ratio; mito, mitoeantrone, P, prednisone, plo, praceta, 08, overall sy

1. TannockIF @2 al N Eng¥ J MOd 2004, 351:1502-12. 2. Ryan €l e ail Lancet Oncoy 2015;16:152-60. 3. Rathkopl DE er@. Eur LoV 2014,65:815-25, 4. Baar TMer & Fur vl 2017,71: 1514,
5. Amstrong A et al Cancer 2017,123:2303-11. 6. da Bono 1S & . Lancet 2010,376:1147-54. 7. Hoakin P ed al Lancet Onao' 2014, 15:1307-406.
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SYSTEMIC THERAPY FOR M1 CRPC: ADENOCARCINOMARNN,000,pPP

No prior docetaxel/no prior novel hormone therapy999

Progression on prior novel hormone therapy/no prior docetaxel999

* Preferred regimens
» AbirateroneY:"™" (category 155%)
» Docetaxel" (category 1)
» EnzalutamideY (category 1)
« Useful in certain circumstances
» Nirapalriblabiraterone”""'m for BRCA mutation (category 1)
» Olaparib/abiraterone!!""™4uU for BRCA mutation (category 1)
» Pembrolizumab for MSI-high (MSI-H)/dMMR (category 2B)
» Radium-223""Y" for symptomatic bone metastases (category 1)
» Sipuleucel-T""""W (category 1)
» Talazoparib/enzalutamide for HRR mutation¥-!:**x (category 1)
« Other recommended regimens
» Other secondary hormone therapy”

« Preferred regimens

» Docetaxel (category 1)"!
» Olaparib for BRCA mutation¥YY (category 1)
» Rucaparib for BRCA mutation“ (category 1)

» Useful in certain circumstances

» Cabazitaxel/carboplatin'!-™mm

» Niraparib/abiraterone " for BRCA mutation (category 2B)

» Olaparib for HRR mutation other than BRCA1/2YYY

» Pembrolizumab for MSI-H/dMMR"' (category 2B)

» Radium-223“""" for symptomatic bone metastases (category 1)
» Sipuleucel-T!hwww

» Talazoparib/enzalutamide for HRR mutation¥""** (category 2B)

* Other recommended regimens

» Other secondary hormone therapy?2222

Progression on prior docetaxel/no prior novel hormone therapy%%9

« Preferred regimens
» Abiraterone¥"™" (category 1)
» Cabazitaxel'!
» Enzalutamide” (category 1)
« Useful in certain circumstances
» Cabazitaxel/carboplatin!l-mmm
» Mitoxantrone for palliation in symptomatic patients who cannot
tolerate other therapies
» Niraparib/abirateroneY:!* for BRCA mutation
» Olaparib/abirateroneY!"™Uu for BRCA mutation
» Pembrolizumab for MSI-H/dMMR"' (category 2B)
» Radium-223“YV¥ for symptomatic bone metastases (category 1)
» Sipuleucel-T!Www
» Talazoparib/enzalutamide for HRR mutation?’
* Other recommended regimens
» Other secondary hormone therapyY

l,xxx

* Preferred regimens

» Cabazitaxel' (category 1)
» Docetaxel rechallenge'!

« Useful in certain circumstances

» Cabazitaxel/carboplatin'"™mm

» Lutetium Lu 177 vipivotide tetraxetan (Lu-177-PSMA-617) for PSMA-positive
metastases”PPP (category 1)

» Mitoxantrone for palliation in symptomatic patients who cannot tolerate
other therapies'!

» Olaparib for HRR mutation¥YY (category 1)

» Pembrolizumab for MSI-H, dMMR, or TMB 210 mut/Mb""'

» Radium-223“Y"¥ for symptomatic bone metastases (category 1)

» Rucaparib for BRCA mutation”*

» Other recommended regimens

» Other secondary hormone therapy2332




Evre IV Prostat Kanserinde Mutasyonlar

HRR Genes and Metastatic Prostate Cancer

Somatic Germline
» 23% of metastatic castration-resistant prostate
Z . RADS1C. 1%
cancers harbor DNA repair alterations

* The frequency of DNA repair alterations increases
in metastatic disease vs. localized disease
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4 i * 12% of men with metastatic prostate cancer
have a germline DNA repair defect

1. Robinson D, et al. Cell 2015;161:3215-28. 2. Pritchard CC, et ol N Engl ) Mid, 2016;375:443-53



Kastrasyona Direncli Metastatik Prostat kanseri

Treatment Landscape of mCRPC continues to evolve

Abiraterone Radium-223
Post-docetaxel mCRPC with Darolutamide
] (2011) symptomatic bone mets nmCFIiPC (2319)
Pre-docetaxel (2012 Darolutamide +
Docetaxel (2012) Pembrolizumab
mHSPC (2018) MSLH/dMMR docetaxel
Cabazitaxel & / mHSPC (2022)

Relugolix

Enzalutamide Apalutamide Rucaparib
Sipuleucel-T Post-docetaxel (2012) nmCRPC (2018) BRCAmM mCRPC 7L u-PSMA-617
Pre-docetaxel (2017) mHSPC (2019) Olaparib PSMA+ mCRPC
nmCRPC (2019) HRRm mCRPC

mHSPC (2020)



Kastrasyona Direncli Metastatik Prostat kanseri
PARP inhibitorleri+Androjen Reseptor yolagi blokorleri

Phase 3 trial of PARPi + AR signaling inhibitor
in 15t [ine mCRPC setting

1- Clarke NW et al., NEJM Evidence. 2022 Aug 23;1(9):EVID0oa2200043.
2-Chi KN et al., JCO. 2022 Feb 20;40(6_suppl):12-12. Kim Chi, (2022 Genitourinary cancers symposium (ASCO GU). Abstract #12)



Kastrasyona Direncli Metastatik Prostat kanseri
PARP inhibitorleri+Androjen Reseptor yolagi blokorleri

PROpel: Phase Ill Trial of Abiraterone +/— Olaparib

rPFS or death by investigator

Patient population

* mCRPC Olaparib 300 mg BID + assessment
B Docet.axel fc?r mCSPC allowed Abiraterone* 1000 mg QD
* No prior abiraterone (n=399) Key secondary endpoint
s Other NHT allowed if stopped . 05

212 months prior to enroliment
= Ongoing ADT Additional endpoints
* ECOGPSO-1 blacebo s « TEST
Stratification factors b b; e « PFS2

' ——— Abiraterone® 1000 mg QD

= Site of distant metastases (n=397) * ORR :

(bone only vs visceral vs other) * HRR mutation prevalence
* Prior taxane for mCSPC (tested retrospectively)

= HRQOL

= Safety and tolerability

*Plus prednisone or prednisolone 5 mg BID

Saad F et al. ASCO GU 2022; abstr 11; NCT03732820.



Kastrasyona Direncli Metastatik Prostat kanseri
PARP inhibitorleri+Androjen Reseptor yolagi blokorleri

PROpel: OS in BRCAm

Ola + Abi Placebo + Abi

(n=47) (n=38)
100+ Median 0S, mo NR 23.0
HR: 0.29 (95% Cl: 0.14-0.56)

80+
—~ 60-
£
v
O 40-

20+

(01 S St S SN S g e S e me SE S Sa g au g e s amne S s aa pa

0 2 4 6 8 101214 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48

Patients at Risk, n Time Since Randomization (Mo)
Ola + Abi 47 47 47 47 45 42 41 41 39 38 37 35 35 35 34 34 33 29 21 13 8
Placebo + Abi 38 38 37 36 34 34 31 30 26 22 21 19 16 15 14 12 12 11 8 3 2

Saad. Lancet Oncol. 2023:24:1094
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PARP inhibitorleri+Androjen Reseptor yolagi blokorleri

MAGNITUDE: Phase Ill Trial of Abi +/— Niraparib

Patient population

* mCRPC

= <4 months prior HRR Biomarker +
abiraterone for mCRPC (Planned N=400)
allowed

* ECOGPSO-1

= BPI-SF worst pain score <3 Prescreening

for HRR
blostarer

= Prior taxane for mCSPC status*

* Prior NHT for nmCRPC or
mCSPC

* Prior abiraterone for HRR Biomarker -
mCRPC (Planned N=600)

* BRCA1/2 vs other HRR
gene alterations (HRR
biomarker+ cohort only)

Niraparib 200 mg QD + Primary endpoint

Abiraterone' 1000 mg QD rPFS by central review

Key secandary endpoints

* Time to cytotoxic
chemotherapy

e :
Patients could request to be Time to ?ymptomatlc
unblinded and change to subsequent progression

therapy of investigator’s choice = 0S

Niraparib 200 mg QD + Other prespecified endpoints
Abiraterone' 1000 mg QD * Time to PSA progression
= ORR
* PFS2
* Time to pain progression

* Patient-reported outcomes

*HRR gene panel: ATM, BRCA1, BRCA2, BRIP1, CDK12, CHEK2, FANCA, HDAC2, PALB2

'Plus prednisone 10 mg daily

Chi KN et al. ASCO GU 2022; abstr 12; NCT03748641,
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PARP inhibitorleri+Androjen Reseptor yolagi blokorleri

MAGNITUDE: Radiographic Progression-Free Survival

Patients without events (%)

Patients without events (%)

100

Do
%) LL\_\
N\
\
@ .

- Niraparib + abiraterone
) -

8 5

3 6

rPFS in All HRR BM+ Cohort

-—

Placebo + abiraterone

Months from randomization

rPFS in BRCA1/2-Mutated Group

Nirapartb + abiraterone

-

Placebo + abiraterone

9 2 15 12 1 24 27

Months from randomization

0

rPFS by central review
Median rPFS, months 165 13.7
HR (95% Q) 0,732 |0.56-0.96); P=0.0217

IPFS assessed by investigator
Median rPFS, months 19.0 139
0.64 (0.49-0.86); P<0.0022

HR (95% Q)

rPFS by central review
Median rPES, months 166 109

HR (95% Q1) 0.53 (0.36-0.79); P*0.0014
PFS d by | "]

Median PFS, months 193 124
HR (95% ) 0.50 (0.33-0.25); £=0.0006

Chi KN et al. ASCO GU 2022; abstr 12.
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PARP inhibitorleri+Androjen Reseptor yolagi blokorleri

TALAPRO-2: Phase Il Trial of Enza +/— Talazoparib
 Coprimary endpoints |

Co-primary endpoints

Patient population

= mCRPC with progression (PSA,
bone, and/or soft tissue)

= Prior docetaxel and/or abiraterone
in CSPC setting allowed

« Ongoing ADT or bilateral

orchiectomy
= ECOGPS0-1
Stratification factors

= Previous treatment with
abiraterone or taxane-based
chemotherapy for CSPC

« DDR" alteration status (deficient vs
nondeficient/unknown)

*0.35 mg QD if moderate renal impairment

" DDR alterations (BRCA1/2, PALB2, ATM, ATR, CHEK2, FANCA, RAD51C, NBN, MLH1, MRE11A, COK12).

Talazoparib 0.5 mg QD* +

Enzalutamide 160 mg QD

Planned enrollment: 1018

Placebo +

' Enzalutamide 160 mg QD

Agarwal N et al, Future Oncol. 2022;18:425-436; NCT03395197.

rPFS by BICR per RECIST 1.1 and PCWG3
in All-comers (Cohort 1), n=804

rPFS by BICR in patients with

DDR* alterations (Cohort 2), n=214

Key secondary endpoints
{analyzed for both cohorts separately)

0S

OR per RESIST 1.1 (measurable disease)
PSA response 250%

Time to PSA progression

Time to initiation of cytotoxic CT or
antineoplastic therapy

Time to first symptomatic skeletal event
PFS2

Safety

Patient-reported outcomes



Kastrasyona Direncli Metastatik Prostat kanseri
PARP inhibitorleri+Androjen Reseptor yolagi blokorleri

TALAPRO-2: rPFS by BICR in Cohort 2 Selected Gene
Subgroups

Subgroup Events/N Median, Mo

HR (95% CI) 2-Sided P Value
Tala + Enza Placebo + Enza :
All HRR deficient 65/198 104/197 NR/13.8 HH 0.44 (0.32-0.60) <.001
Only BRCA1 2/8 5/9 20.0/11.7 b - 4 0.17 (0.02-1.51) 074
Only BRCA2 11/55 40/60 NR/11.0 —a— 0.19(0.10-0.38) <,0001
Only PALB2 3/6 a/5 NR/8.6 b———s—i—o  0.56(0.12-2.51) A4
Only CDK12 12/28 18/30 21.9/13.8 ——y 0.49(0.23-1.02) 055
Only ATM 12/35 1/22 NR/27.7 p—a—t 0.76 (0.20-1.94) .58
Only CHEK2 8/24 8/24 22.1/NR —e—  0.90(0.24-2.39) .83
BRCA cluster 15/71 54/84 NR/11.0 —a— 0.20(0.11-0.36) <,0001
PALB2 cluster 3/7 6/8 NR/8.3 ———— 0.46 (0.12-1.87) 27
CDK12 cluster 13/35 23/36 21.9/13 8 —— 0.38(0.19-0.76) .0045
ATM cluster 16/43 9/29 27.9/27.7 [ 0.90(0.39-2.04) .80
Other gene cluster 18/42 12/40 21.1/NR -a— 1.51(0.73-3.15) .26
0.01 0.1 1.0 10.0

Fizazi. ASCO 2023, Abstr 5004, Fizazl. Nat Med, 2023;|Epub)

Favors Tala + Enza

Favors Placebo + Enza




PARP inhibitorleri+Androjen Reseptor yolagi blokorleri
Yan etkilerin karsilastiriimasi

PROPEL MAGNITUDE TALAPRO-2
Olaparib + Abiraterone Niraparib + Abiraterone Talazoparib + Enzaluatmide
Select G3-4 Toxicities % (all
grades %)
Anemia 16.3 (50) 30.1 (50.0) 46 (66)
Fatigue 2.5(39.0) 33({29.7) 4(34)
Nausea 0.3(31.0) 0.5 (24.5) <1(21)
Hypertension 3.8(15.0) 33 (15.6) 5 (14)
Pulmonary Embolism _ 1.9% 2.5%
Outcomes
PARP interruption 49% 49.1% 62.0%
PARP dose reduction 22.6% 203% 53.0%
PARP discontinuation 17.3% 15.1% 19.0%

* Toxicities are largely a class effect of PARPi’s. Myelosuppression and Gl toxicity are most prominent.
* AFE’s of special interest include MDS/AML and PE.

Clarke. NEJM Evid. 2022;1. Chi. J Clin Oncol. 2023; JCO2201649. Fizazi. Lancet. 2023;402
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PARP inhibitorleri

TRITON3: Randomized Phase Il Trial

= mCRPC wfth progress{on Rucaparib 600 mg BID rPFS
after 1 prior AR signaling- (n=267) (RECIST 1.1 and PCWG3 by IRR)
directed therapy : d dooi
(abiraterone, enzalutamide, bRy Secongary endpoints

or investigational agent) Open-label Crossover upon * ORR and DOR by modified RECIST
» Deleterious germline or —-Q progression may criteria in patients with
somatic alteration in BRCAI1, be considered measurable nodal/visceral disease
BRCA2, or ATM* i « 05
* No prior PARP inhibitor i * Clinical benefitrate

* No prior chemotherapy for = ‘l:)hysldanlsd::i: L) = PSA response of 250% and 290%
mCRPC o Enza) (;':;33)' = Time to PSA progression

Planned enroliment: 400 » Patient-reported outcomes
= Safety and tolerability

*Mutations identified in blood, archival tissue, or screening tumor tissue

Bryce A et al NEJM 2023; 388; 719-32. NCT02975934.
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PARP inhibitorleri

TRITON3: rPFS by Control Treatment in BRCA1/2 Subgroup

Em Rucaparib vs Docetaxel Midhen Progressiondres

920 = Survival (95% CI)
= N mo
33 804
5 H’*\ -y Rucaparib 11.2 (9.2-13.8)
§ a o ‘LL % Docetaxel 33 (61-59)
4 TS
§ ‘l. S0 » \ ~\ Rucapand Hazard ratio, 0.53 (95% C1,037-0.77)
e ¥ i
ai 40+ 3 L
3 X
30 Docetaxel 5
g e
10+
c T T T T ] T T T L] L]
] 3 6 8 12 15 18 21 24 27 30 13 36 19 42 45
Months
i . Median Progression-free
ol Rucaparib vs ARPI Survival (95% C1)
i a0 1 —ta mo
E 70- ﬁ‘— e Rucaparib 112 {9.2-13.)
E . S Y ) Second-Generation ARPI 45(33-53)
é'-g 50 L % Rucapanb Mazard ratio, 0.38 (95% CJ, 0.25-0.58)
i,& 40 “H i
i - L
E 204 Second-gereration ARPI | i I e
\o_. —— ———
0 T T T T T T Y T T Y Y
0 3 6 9 i2 15 15 21 24 7 30 33 36 9 42 45

Bryce A et al NEJM 2023; 388; 719-32. Months
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Lutesyum 177 Tedavisi

Open-label study of protocol-permitted standard of care
+ 177 u-PSMA-617 in adults with PSMA-positive mCRPC

Eligible patients
* Previous treatment with both

« 21 androgen receptor
pathway inhibitor

4

Juawijeal|

« 1 or 2 taxane regimens

sisAjeue |eui4

| Protocol-permitted SOC
* Protocol-permitted standard of care alone

(SOC) planned before randomization

« Excluding chemotherapy
immunotherapy, radium-223,

investigational drugs * Randomization stratified by « CT/MRI/bone scans
. ECOG status (0-1 or 2) « Every 8 weeks (treatment)
* ECOG performance status 0-2 LDH (high or low) +  Every 12 weeks (follow-up)
« Life expectancy > 6 months « Liver metastases (yes or no) « Blinded independent
+ PSMA-positive mCRPC on PET/CT »  Androgen receptor pathway cantial ravian
with 58Ga-PSMA-11 inhibitors in SOC (yes or no)
Presented By Michael J. Morris £ASCO21 Content of this presentation is the property of the author, licensed by ASCO 2021 AS CO

Permission required for reuse ANNUAL MEETING
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Percent of Patients Alive
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16:00 - 17:20 Proffered Paper session - Genitourinary tumours, prostate

AIRS : KARIM FIZAZI, SHAHNEEN SANDHU

Xaluritamig is a STEAP1-targeted T cell engager being
evaluated for the treatment of prostate cancer

» Prostate cancer remains a leading cause of
cancer deaths worldwide, and patients with
mCRPC have a poor prognosis'

» STEAP1 is a cell surface antigen highly
expressed in prostate cancer and associated
with poor survival®*

William Kelly

ntenm

rom a phase | st

* In preclinical studies, xaluritamig showed

Xaluritamig is an XmAb® 241 T-cell engager designed to
broad anti-cancer effects in prostate cancer facilitate T cell-mediated lysis of STEAP1-expressing ceils’*

xenograft models?
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% Change from Baseline in PSA
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Confirmed PSA responses were observed across cohorts  Confirmed RECIST responses occurred more often in high
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First-in-human phase 1 study of BMS-986365 (CC-94676), an androgen receptor
ligand-directed degrader, in men with mCRPC

Rathkopf D...Armstrong Al ASCO GU 2024 abstract 134

AL pastsents

BMS-986365
HNG986 365 & a heterodifunctional
molecule that recrists AR to
cereblon £3 ligase, thereby
facilitating target ubigquitination
ECOG PS, n 0%)
wystem 0 10 037) » (53) 46 (48)
1 17 (83) 9 (5
Gleason score, n (%)
1 2 34 (5)
7 5 (19} 7 2
=% 18 (&7) L) 58 (61)
Nissvg 2 (1) 10 (1)
Distant metastasss, n (%)
24 (99) 56 (&) 80 (84)
Lymph node 15 (56) » 5N 51 (54)
Visceral bver 4 (15) 11 550
Viscoral lung 4 (15) T(10) 1"
Medan serum PSA, pp/L (range) % (1-169%) 37 (3-9610) 51011699
Median nusnber of prior regimens (range ) 7.0 3-10) 40@1n 50212
Prior therapies, n (X)
Enzassaeide /W3 510% 76 (BO)
Abiratesone 24 (89 44 (65) o8 (12)
Both enzaitamice and abir stercoe 2 mn 3 ) 53 (56)
Chemctheragy 22 (81) N 53 (56)
Docetaeet 21 (8 () 52 (55)
Cataritavel 1452} 57 19 (20




Kastrasyona Diren¢li Metastatik Prostat kanseri
Gelecek perspektif

Resu

WM ARP) W Prir st B Pror AR @0 @ Piar cere
400 mg QD 400 my BID 600 mg BD 900 ny
o= D=8 n=10 LERL S ns=20
FEAJ0 388 Mas) X% PSAX0 S PSAJ0 50
0 PLAS0 N PSAS0 1% PRASO 20w PRASO 48
w4

et porcentage changs from baseline PAA (X1
o

ts

Overall PSA30

was 46%

Patigan 08 ® 24008 ) L 14
M s s 1 lidl 1 q o 0'
-h-l ) U”I“I ; " s | 1 in Au}w v‘m
="y san X aom | s0) .o O
Vepertemon Im . uan | sm -0 )
Yorniting 7;]‘_1 L] 70 tm S 140
Durrtes i 0 1N (] "o 0
AT rcromed 10 ’ Tom 0 W 0
Dk putey o ’ in 11 () 1

AL

e

29% remain on tx for >6 mo

-
-

- Dose
-—— . 00 mg QO
———

. ¥ 400 my 8D
_ ® 600 mg B0
— W 500 mg M0
P —
S — ~» Treatment ongoeng
— | P5A 030
P —
R ——
S —
Dt
— |
—— A0 ng | WO mg | 90O mg
—— DiD mp | mO

‘e | v =200 | s =200 | tn = 209

c—
-
—_—
- -
—-
o-a
-
: 1 : H ‘. s . T ] , »” " u o " " "

Rathkopf D...Armstrong AJ ASCO GU 2024 abstract 134



Kastrasyona Direncli Metastatik Prostat kanseri
Gelecek perspektif

Confirmation of CYP11 inhibition activity in
patients with AR-LBD mutations

AR-LBD wild-type

AR-LBD activating mutation
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Sonuc

O Lokalize Yuksek Riskli Prostat Kanserinde, RT+ADT+Abiraterone 2 yil secenegi
3 izole PSA niiksii PSA double time< 9 ay, Enzalutamid +ADT+/-RT

 Kastrasyona duyarli metastatik prostat kanseri;

Uclu tedavi(ADT+Dosetaksel+Abiraterone/Darolutamid) Viseral metastaz, denovo, yiiksek voliim,
genc, yasam beklentisi uzun hastalarda 6n planda dusunulebilir

 Kastrasyona direncli metastatik prostat kanseri; BRCA mutasyonu olanlarda yeni nesil androjen
reseptor yolagi inhibitorleri +PARP inhibitorleri.

Daha 6nce 1> Taksan, 1>yeni nesil androjen reseptor yolagi inhibitorleri alanlarda LU-177



