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DNA repair mutasyonu olan hastalarda secenekler

Lutesyum-177 ve kombinasyon tedavileri

kabazitaksel ve Androjen Reseptor yolagi blokorleri ardisik kullanimi
MSI ve diger mutasyonlarda secenekler

Prostat ca noroendokrin diferansiasyon secenekleri
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Prostat Kanseri Tedavi Yaklasimlari

Primary therapy

active surveillance

(

Bone therapy
for osteoporosis and
bone metastases

Localized
prostate
cancer

Bisphosphonates
zoledronic acid
surgery, radiation therapy, RANK ligand inhibitor Immunotherapy
Gl \Sip\u'euceb‘r
Recurrent Metastatic Cra:;t"satgﬁt"’ gﬁm’?
—» cancer (rising > prostate —> m S
serum PSA) cancer cancer (rising resis
serum PSA) cancer

Adjuvant hormonal therapy
(with radiation)

—

Abeloff's Clinical Oncology, 10th edition

Androgen deprivation Chemotherapy
LHRH analogs, LHRH docetaxel, cabazitaxel
antagonists, anti-androgens,

androgen synthesis inhibitors
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Prostat kanserinde genomik profil

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

Molecular alteration Frequency of expression in advanced PC*

LK B IO B N N (>80%)"#
L I I B (63%-71%)°
L

(49%)5

High levels of PSMA expression
AR pathway mutations/alterations
PTEN-PI3K-AKT pathway alterations
1 (21%)"
1 (19%-23%)°

Cell cycle (CDK) pathway alterations
DNA repair pathway alterations

(18%)°

(~3-5%)"®

WNT pathway alterations
MSI-H, dMMR

= = =P =B =P =D =P
= e = =P =B =P

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

SLoch figure represents 10% of potients with sdvanced M

1, Hopw TA, et of, ) Nuc! Med. 2017,58{12) 1956~1961; 2, Hupe MC, et ol Front Oncol. 2018:8.:623; 3, Pomykols KL, et ol ) Nue! Med. 2020,61(3) 405-411
A, Miteer 5, ot al. Provtate. 2013, 22( 1) 200200, 4. Bostwick DG, #t 0L Cancer, 190N 83(12):2250-2261; 6. Robinson D, et al. Coll. 2018, 161(5) 12151224
7. Abido W, et 0l JAMA Oncol. 2010; 5(4) 471478, 8 Lindh € et ol APMIS. 2019, 127{8):554-560

AT, protei kinase 1, AN, ondrogen receptor; COK, eyclin-dependent kinase; PC, prostate eancer; MIK, phosphoinasitide 3-kinose,

PASMA, prostute apecific membrone untgen, PTEN, phosph ond tensin plog; WNT, wingless int-1




Kastrasyona Direncgli Metastatik Prostat kanseri
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SYSTEMIC THERAPY FOR M1 CRPC: ADENOCARCINOMAZZ ccc.ddd eee

T

« Preferred regimens

» Abiraterone999 (category 1""")

» Docetaxel®®®iil (category 1)

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

» Sipuleucel-T23:ll (category 1)

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

» Other secondary hormone therapy*

= Preferred regimens
» Docetaxel (cateﬂlory 1)2aa
» Sipuleucel-T232.
= Useful in certain circumstances
» Olaparib for HRRm (categorx 1)mmm
» Cabazitaxel/carboplatin33:nhn
» Pembrolizumab for MSI-H or dMMR332
» Radium-223**X 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?22@

» Cabazitaxel/carboplatin2aa.nnn

» Pembrolizumab for MSI-H or dMMR?2232

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

» Sipuleucel-T33a.jjj

» 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®22 (category 1"hh)
» Docetaxel rechallenge®3a.eee
» Useful in certain circumstances
» Olaparib for HRRm (category 1)hhh.mmm
» Cabazitaxel/carboplatin@3a.nnn
» Pembrolizumab for MSI-H or dMMR222
» Mitoxantrone for palliation in symptomatic patients who cannot
tolerate other therapies2a32
» 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 ros | ntwion o [s0s )

TAX-327* DOC/P vs mito/P 1,006 mCRPC, symptomatic or not 0.76 +2.9

COU-AA-302°  ABL/P vs P 1088, TR e‘;ﬁgﬁ’acs)t'ag‘eld/ osympoms — Logr  wag
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’ ENZ vs pbo (or P) 1,199 mCRPC (post-DOC) 0.63 +4.8
TROPIC® CABA/P vs mito/P 755 mCRPC (post-DOC) 0.70 +2.4
ALSYMPCA’ Radium-223 vs pbo 921  mCRPC (post-DOC or unfit for DOC) 0.70 +3.6

Al abivaerone, CABA, cabazfaee . DOC docetasel, ENZ sranytamde, HR Razard ratio; mito, mitosartrone, P, prednisone, plo, praceta, 08, overall swles

1. TannockIF @2 al N Engy J Med 2004, 351:1502-12. 2. Ryan Cl e¢ al Lancet Oncoy' 2015, 16:152-60. 3. Rathkopf DE er@. Eur Lvod 2014,65:815-25, 4. Boar TMer . Eur Lol 2017,71:151-4,
5. Amstrong A et al Cancer 2017,123.2303-11. 6. da Bono 1S @ &, Lancet 2010,376:1147-54. 7. Hoakin P e al Lancet Onao' 2014,15:1307-406.
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NCCN Guidelines Version 3.2024
Prostate Cancer

Network®

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/abirateroneY " 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¥-*x
* Other recommended regimens
» Other secondary hormone therapyY

* 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




DNA repair ve Diger Mutasyonlari Ne Zaman Bakilmali

Prostate NCCN Guidelinesv 1.2023

Germline testing is recommended in patients with a personal history of prostate cancer who!
¢  Have metastatic, regional (N+), veny-high-risk localzed, orhigh-risk localzed prostate cancer
*  Have family history and/or ancestry with:

¢ 2lfirst,second, orthird degree relative with Tumor testing for alterations in HRR DNA repair genes such as BRCAL, BRCAZ, ATM,
! g::":g;‘:r':; :g; :z"h’ﬁ:“wa[ AL PALB2, FANCA, RAD51D, CHEK2, and CDK12 is recommended in patients with
+  Malebreast cancer at any age metastatic prostate cancer, and may be considered for patients with regional (N+)
*  Ovanancancerat anyage prostatecancer
¢ Pancreaticcances at any age
*  Metastatie, regional, very-high-risk, orhigh-risk prostate cancer at ary age Tumor testing for MSI-H or dMMR is recommended in patients with mCRPC, and
*  21firstdegree relative with prostate cancer atage s60 years may be considered for patients with mCSPC
* 22 first,second, ar third degree relatives with:
*  Breastcanceratany age TMB testing may be considered in patients with mCRPC

*  Prostate cancer 8t any age
¢ 23firstor second degree relatives with:
*  Lynchsyndrome-related cancers, especially if diagnosed at age <50 years
¢ Aknown family history of afamilial cancerrisk mutation
*  AshkenanJewishancestry
*  Personalhistary of male breastcancer

Germline testing may be considered n patients with a personal history of PCa who;

* Have intermediate-nisk prostate cancerwithintraductal/cribriform histology

+ Hawe a persenal history of pancreatic, colorectal, gastric, melanoma, uppertracturothelial,
glioblastoma, bilary tract, or small intestinal cancer

Germline muitigene testing that includes at least BRCAL, BRCA2, ATM, PALB2, CHEK2, HOXB13,
MLH1, MSH2, MSH6, and PMS2 is recommended; additional genes may be appropriate based
on dlinical context

NCCN Practice Guidelines: Prostate Cancer. Version 1.2023. https://vavw.ncen.org/professionals/physician_gls/pdf/prostate.pdf.

Germline ve somatik mutasyonlar metastatik asamada istenmeli



Evre IV Prostat Kanserinde Mutasyonlar

HRR Genes and Metastatic Prostate Cancer

Somatic Germline

* 23% of metastatic castration-resistant prostate
cancers harbor DNA repair alterations

RADS1C, 1%

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




Kastrasyona Direncli Metastatik Prostat kanseri

Treatment Landscape of mCRPC continues to evolve

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

Relugolix

Enzalutamide Apalutamide Rucaparib
Sipuleucel-T Post-docetaxel (2012) nmCRPC (2018) BRCAm mCRPC Y7Lu-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):EVID0a2200043.
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 Il Trial of Abiraterone +/— Olaparib
Patient population

rPFS or death by investigator

* MCRRC Olaparib 300 mg BID + assessment
g Docet.axel fc?r mCSPC allowed Abiraterone* 1000 mg QD
* No prior abiraterone (n=399) Key secondary endpoint
s Other NHT allowed if stopped . 0S

212 months prior to enroliment
* Ongoing ADT Additional endpoints
= ECOGPSO-1 oo . . TFST
Stratification factors e ke eho 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.



Probability of fPFS

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

PROpel: Radiographic Progression-Free Survival

12-month rate

m 71.8%
i ~— 63.4%

ic

24-month rate
51.4%
33.6%

Olaparib + abiraterone

?0—‘
Placebo + sbirsterone
i 0 P2 s 28 an n

Time from randomization [months)

Olapanb + Placebo

abiraterone abiraterone

(n=399) (n=397)

rPFS by investigator assessment

Events, n (%)
Median rPFS, months
HR (95% C1)

168 (42.1) 226(56.9)
248 16.6
0.66 {0.54-0.81); P<0.0001

rPFS by blinded independent central review

HR (95% Cl)

0.61 (0.49-0.74); P<0.0001

Number of  Median 1PFS,

patiants, n

All patients 796
Age at randomizaticn

<65 227

%5 569
ECOG perk status ot basell

0 558

| 236
Site of datant metastases

Bone only a3

Viacers 105

Other 257
Docetaxs| trestment at mMSPC stage

Yes 189

No 607
Baseline PSA

Below median baseline PSA 39%

Above of equat 1o median basefine PSA 397
HRRm status

HRAm 226

Hon-HRAm 552

months

248

NR
22.0

4.9
175

7.6
137
205

7.6
U8

25.2
18.5

NR
4.1

16,6
16.4
16.7
16.8
146
1.2
109
137
13.8
16.8
1.0
138

139
19.0

a:

N BN
—
—
]

——
—
—————
e ——
L ee—

——
———
——
———t
—e

&

i

HR {35% C1)
0.66{0,54-0.81)

0.510,35-0.75)
©.78{0,62-0.98)

0.57{0.52-0.85)
0.75(0.53-1,06)

0.72{0.54-0.98)
0.52(0.35-0.95)
0.62(0,44-0,85)

0.61{0.40-0.92)
0.71{0.56-0.88}

0.75(0.55-1,02)
0.63{0.48-0,82)

0.50(0.34-0.73)
o7si080-097)

»

-

Olagar® + abiratarone better

Clarke NW et al. NEJM Evidence; 2022,

Flaceba

»

¢ abiraterces bettar



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

PROpel: OS in ITT Population

Ouléome Ola + Abi Placebo + Abi
(n=399) (n=397)
1.0 4 mOS, mo 421 34.7
0.9 HR (95%Cl) 0.81 (0.67-1.00; P = .054)
’ 2-yr OS rate, % 70 67
= 3-yr OS rate, % 57 50
8 O Median f/u, mo 36.6 365
s 064
£ o05-
2 044
2
© 03-
o
0.2
0.1- A7.4mo
0.0 L LB L \J Al

L) Ll Ll L} L) L) L L} L AJ L) L AJ L) L ) L) ) L)
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48
Patients at Risk, n Time From Randomization (Mo)
Ola+Abi 399 399 391 385 374 364 349 334 318 312 298 283 273 258 253 246 226 192 135 % 6 29 10
Placebo + Abl 397 395 388 383 376 370 355 337 316 305 301 282 254 241 225 213 201 157 119 84 53 25

Clarke, ASCO GU 2023, Abstr LBAL6. Saad. Lancet Oncol, 2023;24:1094



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

PROpel: OS by HRR Status

HRR Mutated Not HRR Mutated
(28.4% of ITT population) (69.3% of ITT population)
Ola + Abi Placebo + Abi Ola + Abi  Placebo + Abi
(n=111) (n=115) (n=279) (n=273)
Median OS, mo 285 Median OS, mo 421 389
0% HR: 0.66 (95% Cl: 0.45-0.95) - HR: 0.89 (95% Cl: 0.70-1.14)
0.8 0.8+
Z 0.67 Z 0.6+
3 3
? 0.4- ? 0.4
0.2 0.2
.......................
0 4 8 12 16 20 24 28 32 36 40 44 48 0 4 8 12 16 20 24 28 32 36 40 44 48
Mo Mo

Saad. Lancet Oncol, 2023;24:10%94



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



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

MAGNITUDE: Phase Ill Trial of Abi +/— Niraparib

Niraparib 200 mg QD +
* mCRPC Abiraterone' 1000 mg QD rPFS by central review
abiraterone for mCRPC (Planned N=400) . .
allowed * Time to cytotoxic
* ECOGPS0-1 chemotherapy
= BPI-SF worst pain score <3 Prescreening Patients coukl tegudstc b = Time to ?ymptomatic
for HRR unblinded and change to subsequent progression
biomarker therapy of investigator’s choice . 05
= Prior taxane for mCSPC status* - :
* Prior NHT for nmCRPC or Niraparib 200 mg QD +
mCSPC Abiraterone' 1000 mg QD * Time to PSA progression
* Prior abiraterone for HRR Biomarker — = ORR
mCRPC (Planned N=600)
* PFS2

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

*HRR gene panel: ATM, BRCA1, BRCA2, BRIP1, CDK12, CHEK2, FANCA, HDAC2, PALB2
'Plus prednisone 10 mg daily

* Time to pain progression

* Patient-reported outcomes

Chi KN et al. ASCO GU 2022; abstr 12; NCT03748641,



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

MAGNITUDE: Radiographic Progression-Free Survival

Patients without events (%)

Patients without events (%)

100 Ao,
%) LL\_\
N\
\

- Niraparib + abiraterone
) -

¥ 5 8

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 rPES, 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.



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

OS at final analysis (unadjusted*)

100 1
Chi et al ESMO 2023
£ 97 LBA 85
s NIRA + AAP
3 &0 mOS: 30.4 months
3 01 PBO + AAP
E mOS: 28.6 months
& 207 HR=0.788 (95% CI, 0.554-1 120)
Nominal P = 0 1828
0 ) L L) 1 1 ) L] L] ] L L ) 1] L 1 1
C 3 6 9 12 15 18 21 24 27 W W MW XN 2 46 8
Hussber ot rink Months from randomization
NEA + AN 12 111 W M %5 " (5] n '3 " » M " u 3 0

TEAESs of special interest,
n (%)

Participants with 2 1 AESI
Anemia
Thrombocytopenia
Neutropenia

Pulmonary embolism
Acute myeloid leukemia

NIRA + AAP (N=212) PBO + AAP (N=211)
All grade

179 (84.4) 113 (533} 136 (64.5) 64 (30.3)
111 (52.4) 65 (60.6) 48(22.7) 18 (8.5)
51(24.1) 18(8.5) 20(9.5) 5(24)
34(16.0) 14 (6.6) 15(7.1) 5(24)
10(4.7) 7(33) 3(14) 3(14)
0 0 1(0.5) 1(0.9)




Kastrasyona Direncli Metastatik Prostat kanseri
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
« ECOG PS0~1
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
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TALAPRO-2: rPFS by BICR in Cohort 1 All Comers TALAPRO-2: rPFS by BICR in HRR-Deficient Cohort 2
(Primary Endpoint)

1.0+ FS
f 024 "2 fwnty, n
3 B | > Mean (7%, vo
3 054 Tafa + Enza E 3 ol NRLSNN AR A0IAT)
2 g
2 = fowey =M WREISNR 219 (166253) 044 N Medtan 1/, me s e
g ) l Medizn {4, w6 248 346 11.\ MR OAS (95% C 013061, 2<0001)
Placsbo » 3
- RESERT, HR: 0,63 (35% 01 0.510.73; £ <.001) 021 1
Placatvo » Loan
L £ P77 UL o o o 2 2 2 aun 2 e e e 2 e am o 2 o o |
024681011418 :k:;‘:uun:smuumnwu 02 & & 8 1052041618 2022 26 26 20 10 32 34 16 3a 40 &3
paesti o Mo
R Peanhow
TR iNSIIRINENIINBNIImIES ST v B ) 7 L ® o
P« Fisa 400 A5 311 203 AT THI O LRE SR 1S4 080 L0 06 60 43 43 44§ | 1 1 @ R R S B e N LR asas

T eI AR G ) o Investigator-assessed (PFS HR: 0.48 (95% CI: 0.33-0.67; P <.0001)
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TALAPRO-2: Subgroup Analysis of rPFS by BICR Cohort 1

Subgroup Tala + Enza Events/N Placebo + Enza HR (95% Q1) 2-Sided P Value
Overall 151/402 191/403 —— _ 0.63 (0,51-0.78) <.001
Age, yr :

270 93/240 109/240 —— i 0,67 (0.51-0.89) 005

<70 58/162 82/163 et : 0.61 (0.44-0.86) 004
ECOG PS :

0 100/259 130/271 p——f  : 0.67 (0.51-0.86) 002

1 51/143 61/132 e l—] £ 0.62 (0.43-0.90) 01
Gleason score :

<8 34/117 49/113 — 0.60 (0,39-0.93) 02

28 115/281 137/283 —— 0.67 (0,52-0.86) 001
Stage of diagnosis :

MO 64/172 —e - 0.61 (0.44-0.84) .002

M1 86/226 —— : 0.69 (0.51-0.92) 113}
Site of metastasis :

Bone only 52/169 63/154 —— : 0.59 (0.41-0.86) 005

Soft tissue only 15/48 ! - — 0.57 {0.30-1.07) 07

Bone and soft tissue 82/180 98/188 — 0.71 (0.53-0.95) 02
HRR status :

Deficient 37/85 A3/& — : 0.48 (0.31-0.74) <001

Nondeficient/unknown 114/317 162/319 p—— i 0.69 (0.54-0.89) 004
Prior abiraterone or docetaxel :

Yes 42/109 58/110 p—a— 0.56 {0,38-0.83) 004

No 109/293 133/293 p——i 0,68 (0,53-0.88) 003

v L L L)
025 05 1 1.25

Favors Tala + Enza Favors Placebo + Enza

Agarwal. ASCO GU 2023. Abstr LBA17, Agarwal. Lancet. 2023204291
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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
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TALAPRO-2: Overall Survival in All-Comers Population

0s

ot
™
1

Tala + Enza

o
o
L

Placebo + Enza

Probability of OS
o
H
1

S
~
1

0.0

1 Ll T L) Ll L) L) 1 L] L] 1 L] L] L L] L] Ll 1 Ll L 1
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42
Mo
Patients at
Risk, n
Tala + Enza 402398388377 368360344331313208288277223167136104 59 26 10 2 1 O
Pbo + Enza 403 399387 376360344 326315301290280260200146117 86 42 16 & 3 1 0

= (S data at 31% mature; additional follow-up needed

Agarwal, ASCO GU 2023, Abstr LBAL7, Agarwal, Lancet, 2023,204:291

Tala + Enza Placebo + Enza

(n = 402) (n = 403)

Events, n 123 123
Median 0OS, mo
(95% Cl) 36.4 (33.5-NR)  NR(33.7-NR)

HR: 0.89 (95% CI: 0.69-1.14; P = .35)
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Yan etkilerin karsilastirilmasi

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)
—Transfusion Rate 18% 27.4% 39%
Fatigue 2.5(39.0) 33(29.7) 4(34)
Nzusea 03 (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 173% 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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rPFS benefit in the biomarker-selected mCRPC patient population

PROpel' — all comers

(prymary analysis_ ITT1)

mPFS' NR vs 13 9 months
HR 0.50 (85% Ci1. 0.34,0.74)

TALAPRO-2 — all comers (cohort 1)
(primary analysis”*)

mPFS: 27 Svs 16.4 months
HR 0.46 (95% C1: 0.30, 0.70), P<0.0003

MAGNITUDE — HRRm

(prmary analysis®)

mPFS. 16.5vs 13.7 months
HR 0.73 (95% CI: 0.58, 0 96); P=0.0217

mPFS_24.1 vs 19.0 months
HR 0.76 (95% CI- 0. 60, 0.97)

mPFS: NR vs 22 5 months
HR 0.70 {95% CI- 0.54, 0 89); P=0 0039

mPFS: NR vs NR
HR 1.09 (95% CI: 0.75, 1.57). P=0.66

BRCAM

mPFS: 24.1 vs 19.0 months
HR 0.78 (95% CI1. 0.61,0.94)

Note that head-3

o-head studies wole Nnot conducied between these products

mPFS. NR vs 8.4 months mPFS_NR vs NR
HR 0.23 (95% Cl1: 0.12,0.43) HR 0.23 (95% CI: 0.10, 0.53); P<0.0002

mMPFS:NR vs NR
HR 0.66 (85% CI: 0.39, 1.12); P=0.12

mPFS. 16.6 vs 10.9 months
HR 0.53 (95% Ci: 0.36, 0.79), P=0.001

2 A

Olaparib + AA
Talazoparib + Enza
Niraparib + AA

Al patients
All patients
BRCA1/2

BRCA71/2
HIRRIR
BRCA1/2
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PROfound STUDY DESIGN
B Olaparib 300 mg bid i} Primary Endpoint
CohortA: n=162 14
Key eligibility criteria BRCA1, BRCA2 or ATM Radiographic progression-free
T N=245 Physician's choice* [ survival (fPFS) in CohortA
* mCRPC \Ylth dlseasa =¥ n=83 (RECIST 1.1 & PCWG3 by BICR)
progression on prior
NHA, eg abiraterone S R Upon BICR progression,
or enzalutamide S o physician's choice patients were Key Secondary Endpoints

Open-label

« Altorations in >1 of allowed to cross over to olaparib

any qualifying gene
with a direct or
indirect role in HRR*

*rPFSin Cohorts A+B

Stratification factors

N Olaparib 300 mg bid 1 * Confirmed radiographic objective
Cohort B: n=94 response rate (ORR) in CohortA
* Previous taxane

cher alterations — " *Time to pain progression (TTPP)
N=142 B Physician’s choicet [i§ in CohortA
n=48 «Overall survival (OS) in CohortA
» Measurable disease

*An investigational Clinical Trial Assay, based on a next-generation sequencing test
Used to prospectively select patients harboring alterationsin BRCA1, BRCA2, ATM, BARD1, BRIP1, CDK12, CHEK1, CHEK2, FANCL, PALB2,
PPP2R2A, RAD51B, RAD51C, RAD51D and/ or RADS4L in their tumortissue

Mongress Physician’s choice of either enzalutamide (160 mg qd) or abiraterone (1000 mg qd + prednisone [5 mg bid])
BICR, blinded independent central review

Hussain M et al. ESMO 2019;Abstract 5059,
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PROfound: Imaging-Based PFS and OS in Cohort A

1.00+4

] TN Olaparib | Control
o]  [Re.  Vea (n=162) | (n=83) | HR | P-value

ooy ™ mPFS 74mo 36mo 034 <0.001

0.704
060+
0.504----------4§ | e 7
.40+
0.504
0.204
.10+

Probability of Imaging-Based
Progression-free Survival

0 I 2 3 4 5 6 7 5 9 10 11 12 13 14 15 16 17 18 19 0 21

Months since Randomization
LG~ = Value 3t € mo OIaparib Contr°|
G904 - o R "_:ur:! (n - 162) (n - 83) HR P.value
184 239 SN on mos

5 185mo 151mo 064 002

0.0
0004
Py SRS SRS .| e - T St
] By~ 8 -

G304 Dmtu
0.3204
0,104

! ey g p—————y——p——ym—————y———
01 2 3 4 5 & 7 8 9 1011 32004151617 13 10 30 2) 722 23 34 28

Probabiiity of Overall Survival

Months since Rand

De Bono J etal. N Engl J Med 2020 May 28;382(22):2091-2101.
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Activity of olaparib was observed for patients with alterations in BRCAT and/or BRCA2, ATM, and CDK12. Patients with tumors harboring a
BRCAT1 and/or BRCAZ2 alteration appeared to derive the greatest benefit

Cohort A BRCAY and

3 ' ol m : - , Olapa:
(N=162) ' D (N=102) : 24) (N=61) .
Median, months 7.4 3.6 58 i 98 3.0 54 4.7 51 22
HR (95% CI) 0.34 (0.25-0.47) 0.49 (0.38-0.63) 0.22 (0.15-0.32) 1.04 (0.61-1.87) 0.74 (0.44-1.31)
Median OS, months 191 147 17.3 140 201 144 180 156 141 15
HR (85% Cl) 0.69 {0.50-0.97) 0.79 (0.61-1.03) 0.63 (0.42-0.95) 0.93 (0.53-1.75) 0.97(0.57-1.71)
Evaluable patients, n 84 43 138 67 57 33 30 10 34 12
ORR, % 333 23 21.7 45 43.9 0 10.0 10.0 59 0
Evaluable patients, n 153 77 243 123 94 54 61 22 58 27
Confirmed response, % 431 78 30.0 98 61.7 0 131 27 52 3.7
Evaluable patients, n 52 22 78 32 29 17 25 3 14 5
Conversion, % 558 2.7 526 219 69.0 235 40.0 333 500 40.0

100 9 A 100 =

BRCA1 and/or BRCA2 (n=53) ATM (n=29) CDK12 (n=32)

-

SR ) 2 Definitions for
aHCAS 50 * abbreviations,
best parcentage
change in PSA
and CTC for
BRCAT and/or
BRCA2, ATM,
CDK12 and
remaining
genes are
included in the
supplement

Best percentage change in target lesions

Presented By Johann De Bono at 2021 Genitourinary Cancers Symposium
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Rucaparib: TRITON2 and TRITON3 Studies

Next- TRITON3
generation,
mCRPC AR-signaling

directed
therapy

Touteiet TRITON2

HRR-deficiency is defined by a deleterious alterationin BRCA1, BRCA2, ATM, or 12 other HRR genes
(BARD1, BRIP1, CDK12, CHEK2, FANCA. NBN, PALB2, RAD51. RAD51B. RAD51C. RAD51D, RADS4L)

1. Abida W et al, Annals Onc. 2018:29(Suppl 8)vie271-viii302,
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TRITON2: Best Change from Baseline in Sum of Target Lesions in Rucaparib-
Treated Patients with a BRCA1/2 Alteration (N = 56)* and ORR in Patients with
Non-BRCA DNA Damage Repair Gene Alterations (N = 78)2

100 -

+; Conﬂmd rad»ograph»c response
80
60
£ a0l BRCA1/21 ATM? CDK12?2 CHEK2? Other?
e (n 56) {(n=49) {n=15) {(n=12) (n=14)
; 20
: ollLog o ORR 1% 0% 11% 29%
"8‘ 20
4
.40 4
&
-60 1
.80
-100 -
Status: Germline 1 Somatic
EEE I Ny S | S i B8N NEE & B 8 § B |
Viskt cutof: 02 Jul 2019, Includes patients with measumable disease at baselne and 21 postbaseline scan. Eadnburmsenuan@apabeﬂ.pm:mhm
change from baseline are shown as 0.5% for visual clanty: the doted line indicates the threshold for partial (307% de ). Confirmed
mfg Y%W am pﬁ,l:uv:ml?am A58a55Ment,

'Abida W et al. ESMO 2019; Abstract 846PD; 2Abida W et al. Clin Cancer Res 2020.26:2487-96. 8E

Rukaparib Tirkiye’de prostat kanseri tedavisinde ruhsath degildir.
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TRITON3: Randomized Phase Il Trial

= mCRPC with progression rPFS

Rucaparib 600 mg BID

after 1 prior AR signaling- (n=267) 3 (RECIST 1.1 and PCWG3 by IRR)
D |
(abiraterone, enzalutamide, i Ry Seconsary enapoints
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 BRCAI, be considered measurable nodal/visceral disease
BRCA2, or ATM* ; . 05
- i inhibi SN ' * Clinical benefitrate
N ﬂ::gﬁzﬁxmfggifor & ."’D"V’. '_F.‘?‘.‘-"‘-"d‘_":“mi | « PSA response of 250% and 290%
mCRPC Deata el, or Abi, » Time to PSA progression
or Enza) (n=133) e

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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TRITON3: rPFSin BRCA1/2 and ATM Subgroups

BRCA1/2 Subgroup ATM Subgroup
0o |00~r-\1 :
1 Modan mo,  95% CI swd R Medmn. mo.  95%C
804 i “ Rucapard 1n2 82-158 80+ t‘_; Rucaparh 8.1 5583
- 80+ "\ Prvsician's chois B4 54-83 > 7 t_‘ Privat . 53 40-904
20 N Logeank F<0,0001 £ : Logcack Pe0 24
¢ 89 \ HR (85% C1): 0,40 {0.56-0.63) £ 60 1 HR {95% Cl) 0.95 (0.59~1.52)
S | \ £ 5 t,
> ¥ 4\ , E 4
o 404 \ . 1) 0 4 ‘-
“w \ !
¢ 50 - k\ 2 304 1
1 -
20‘ "-" > = .h‘—\_‘ as o ikl ——1
o - — — W] i Ty
et . | —
0 T Y y T T T T T T T T T Y T
0 3 6 % 12 15 18 21 2 21 30 B B B & 4 0 CREREE WB R W\

(i
|

Months
B el Months
SR ST 3N oe) Am e i 34M e 3m " L} 1]
J0EE MR ORI A BT M e, w3 nx
-

L T T

B oAdh 33 18N 134 e 1
=

Bryce A et al NEJM 2023; 388; 719-32.
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TRITON3: rPFS by Control Treatment in BRCA1/2 Subgroup

100~ H Median Progression-froe
.
5t e Rucaparib vs Docetaxel oo Praien
= -y mo
33
5 H’*\ -y Rucaparib 11.2 (9.2-13.8)
Sa& “ % Docetaxel 33 (61-59)
¥ 60— L1.\ i
§ ‘g S0 » \ ;\ Rucapand Hazard ratio, 0.53 (95% C1,037-0.77)
&«i 40 % o, S
= \
30 Docetaxel 5
g e
10~ Tt ]
c T T T T ] T T T L] L]
0 3 I3 9 12 15 15 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
'-g 70- ﬁ\_ v Rucaparib 11,2 {9.2-13.8)
E . S Y ) Second-Generation ARPI 45(33-53)
é'-g 50 L % Rucapanb Mazard ratio, 0.38 (95% CJ, 0.25-0.58)
ig 40 “H % X
i -
E 204 Second-gereration ARPI | i I e
!o_. —— ———
0 T T T T T T Y T T Y Y
0 | 3 E 12 15 15 21 24 27 0 33 36 39 42 45

Bryce A et al NEJM 2023; 388; 719-32. Months
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[*"Lu]Lu-PSMA-617 versus cabazitaxel in patients with
metastatic castration-resistant prostate cancer (TheraP):
arandomised, open-label, phase 2 trial
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PSA assessment
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Cabazitaxel (n=101)

[¥Lu]lu-PSMA-617 (n=99)

Figure 2: PSA response
PSA=prostate-specific antigen, '’ Lu=lutetium-177.

100 — [LuLu-PSMA-617
£ — Cabazitaxel
"
5 053 HR 0.63 (95% €1 0-46-0.86)
z p=0.0028
2 0504
£
£ 0254
g
& _\‘_I
0 1 1 1 ] 1 1
0 3 6 9 12 15 18
Number at risk Mot
Cabazitaxel 101 46 3 14 2 1 0
[")}-PSMA-617 93 67 38 28 17 1 4

Figure 3: Radiographic or PSA progression-free survival
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PSMA-Lul177 vs Cabazitaxel: TheraP Trial
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PSMA SUVmean<10: PSAS50 32 vs 52% still favored PSMA-Lu177

«— —
Favours "o PNAST  Favours cabaritasdd

Hofman MS et al Lancet 2021
Burton JP et al Lancet Oncol 2022
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Lul77-PSMA-617 Updates: TheraP

[l PSMA-G17 grovp Cabarvtaned grovy
1009 KMST. 191 months ™ RMST: 196 months
80 (5% Q16921 4) 195%C1174-218)
7
g 60 5
- 404
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| s PSMA 617 grosp

L b L T L L 1
0 [ 12 18 M x 36
Time unce randamisation (months)
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{rwmber conmored)
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Conclusion: SUVmean>10 is prognostic for survival with
both cabazitaxel and Lul77-PSMA-617 therapy but not
predictive (similar for FDG PET and adverse prognosis)

High SUV OS HR 0.96 vs 1.07 for low SUV mCRPC patients

P(interaction)=0.70 not significant
Hofman MS et al Lancet Oncol 2024
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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

Juawjeal|

« 1 or 2 taxane regimens

=)
=
o
o
3
D
<
@
®

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

(SOC) planned before randomization

« Excluding chemotherapy
immunotherapy, radium-223,

e s * Randomization stratified by « CT/MRI/bone scans
Vi u
9 9 ECOG status (0-1 or 2) « Every 8 weeks (treatment)
« ECOG performance status 0-2 LDH (high or low) i Eviny 12 wieks TONW-UD)
« Life expectancy > 6 months « Liver metastases (yes or no) « Blinded independent
+ PSMA-positive mCRPC on PET/CT * Androgen receptor pathway contial.caview
with 88Ga-PSMA-11 inhibitors in SOC (yes or no)
resented By Michael J. Morris #ASCO21 Content of this prasentation Is the propernty of the author, kcensed by ASCO 2021 ASCO

Permission required for reuse ANNUAL MEETING
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VISION: Overall Survival

No. of Events/

No. of Patients Median
mo
177
177 u-PSMA-617+standard care L‘S‘t-:srAchHq. 343/551 15.3
ndard Care
Standard Care 187/280 11.3
Alone

Hazard ratio for death,
0.62 (95% Cl, 0.52-0.74)

Months since Randomization

Sartor O et al. N Engl J Med 2021;385:1091-103.

RESEARCH
10 PRACTICE
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30

Treatment-emergent adverse events grouped as topics of

interest: no unexpected or concerning safety signals

SOC alone
(n = 205)

SOC alone

Patients, n (%)
(n = 205)
Fatigue 260 (49.1) 60 (29.3) 37 (7.0) 5 (24)
Bone marrow suppression 251 (47 .4) 36 (17.6) 124 (23.4) 14 (6.8)
Leukopenia 66 (12.5) 4 (2.0) 13 (2.5) 1 (0.5)
Lymphopenia 75 (14.2) 8 (3.9) 41 (7.8) 1 (0.5)
Anemia 168 (31.8) 27 (13.2) 68 (12.9) 10 (4.9)
Thrombocytopenia 91 (17.2) 9 (44) 42 (7.9) 2 (1.0)
Dry mouth 208 (39.3) 2 (1.0) 0 (0.0) 0 (0.0)
Nausea and vomiting 208 (39.3) 35(17.1) 8 (1.5) 1 (0.5)
Renal effects 46 (8.7) 12 (5.9) 18 (3.4) 6 (2.9)
Second primary malignancies 1 (2.1) 2 (1.0) 4 (0.8) 1 (0.5)
Intracranial hemorrhage 7 (1.3) 3 (1.5) 5 (0.9) 2 (1.0)

Presented 8y Michael J. Morris

PASCO21 Content of this presentation is the property of the author, licensed by ASCO

Permission required for reuse

2021ASCO

ANNUAL MEETING
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rPFS by absence of PSMA-positive lesions
(PFS-FAS)

PSMA-positive bone lesions PSMA-positive liver lesions

100} Hazard ratio: 0.45 oudl Hazard ratio: 0.48
. : 95% CI: 0.26, 0.78 ~ 904 95% CI: 0.34, 0.67
€ w ;*_‘] p=0.004 £ w0 p < 0.001
— - | g.
z 70 N 4 = 190 -
= 7 1 Median 11.5 vs 8.7 months a2 Median 9.0 vs 4 4 menths
g i 08 o ¢ _§ 60 -
a 0= a S0
$ 40 -— § 40
£ 04 1 E %04
8 | 4~ Presence of PSMA-posiive 9 wd Prasence of PSMA-posisive
w | bone fesions (n'N = 238/353) w 1 lives lesions (N = 43/51)

10 ~ ~o Absence of PSMA.positive

10 4~ Abzenca of PSMA-positive

| bone Meions (N = 15020) | liver lesions (W = 208/331) | I
0- — T r—TrTrTrTrr r Dy s oy s S o o et IS W sy SA0: (5 WL N AP, 8, SR ZB02 193 W 410
0123450780 10NMN2IWB5BITBVON2D 012348067 880NNV ITV92722D
Time from randomation (months) Time from randomization (months)
Number of patients stll at nisk Number of patieres stil at risk

Presence of PEVA. MIMIII IO NOTIOMOT AP2 M2 X T2I I TT T2 AT L2 4 N 18 Y Frevence of PIMA- M &SN e 7 ey 2208 00
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Absence of PSMA+ lesions in bone or liver was associated with a decrease in the risk of an rPFS event
compared with presence of 2 1 PSMA+ lesions in these organs

on pal with2 1 tron boow: Jaft pacs 1 f Il & without any HSMA (eft pan L ¥
o, N L 2y et PSMA ¢ f fiogm oo
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Loss of PSMA Expression in a Subset of CRPC

12.6% (VISION) + 28% (TheraP) were not eligible for Lu-

PSMA due to PSMA-negative disease PSMA-low biopsies may reveal NEPC
PSMA. FDG+ PSMA» FDG+ PSMA-
i . ' N .
% ‘. - & ()
R8s L @ %
% N Yy
< &

n=29 (10%) n=51(18%)

Tosoian et al, 2016
Ineligible (n=80, 28%)

Bakht et al, Nat Cancer 2023
Hofman et al, Lancet Oncol 2018, Thang et al, Eur Urol Oncol 2018

PSMA negative disease associated with poor prognosis (median OS 2.5 mo in TheraP)
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2023

Phase 3 trial of ['"7Lu]Lu-PSMA-617 L
in taxane-naive patients with |
metastatic castration-resistant
prostate cancer (PSMAfore)

Oliver Sartor

Phase Ill trial of [177Lu]Lu-PSMA-
617 in taxane-naive patients with
metastatic castration-resistant
prostate cancer (PSMAfore)

Presenter: Oliver Sartor,*
Mayo Clinic, Rochester, MN, USA

Co-authors: D Castellano, K Herrmann, J de Bono,
ND Shore, KN Chi, M Crosby, JM Piulats, A Flechon,
XX Wei, H Mahammedi, G Roubaud, H Studentova,
S Ghebremariam, E Kpamegan, TN Kreisl,

N Delgoshaie, K Lehnhoff, MJ Morris,” K Fizazi,*

on behalf of the PSMAfore investigators
‘Contributed equally
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PSMAfore: Ph 3 evaluating '"""Lu-PSMA-617 vs change in NHA in chemo-naive, NHA-exposed mCRPC
Baseline characteristics were as expected for a chemo-naive mCRPC patient population

PSMAfore: Study Design PSMAfore: Baseline Patient and Disease Characteristics
An international, multicenter, randomized, open-label Phase |l study
TLuPSMALTT Dangs of ARPY
N=234 M=
Ebgibia sdults Age imeddan Targel. yrers ey T253-81)
+ Confrmad MORPC Whis, n (%) Mmeaz 2 5
* 71 PEMA postive metastatic son on $COG porforrsence sisten. n (%
[Ga)Ge-PSMA- 11 PETICT and no ¢ MEBL4) rsue)
HICABONArY esons® 1 oen "
s Wmmmm Gleanan soore 10, » (%) 13852.1) 107 (45.T)
PSA. medem (range), ot 104 2-1187) S (D-2234
. ‘IWWW Hemagiohin, medias fange), oL 290 28355 129 038104
>12 months ago) Alkatne phosphatese, sdan (raspel AL 00381727 1015 (281010
= Not candidas for PAR - Siow of desase, 1 (W)
+ ECOG performance status 0-1 Live 13458 ran
LATEN rode Ny Tape)
Pore xnears 200 W n
Prise ARPL 8 00
?mm’ vsh Bve) torstwore 1% 00 9) 33 (550
«  BOLSF worst pain intensty score (O-2 v >3) Entshaside MHLD 84 3544
el nno V@Y
Note that 505/547 (92%) of patients meet

¢5Ga-PSMA-11 screening criteria (see below)

“Ga PSMA ve baud on wholhor soft Ussuo or bono only dbnn cemral!y dmrmlnod vlsualty based ona Ioslon showing gnatot lnhnslty compand to background liver;
aase (wi PS

1) 21 Iesbn (osseous or extraosseous) nespecwa ol size;
2) all lymph nodes that measure 225 mm in short axis;
3) all bone metastases with a soft tissue component 210 mm in the longest diameter (PSMA-negative bone metastases without a soft tissue component do not exclude pts);
4) all sodd organ metastases 210 mm n the longest diameter;
5) ai nh‘apmstabc lesions regardless ofsze
2158 f bone involveme :
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PSMAfore study met primary endpoint of rPFS

Primary endpoint was met:
— At the time of primary analysis (DCO October 2, 2022): HR was 0.41 (95% CI: 0.29, 0.56);, P < .0001

~ At the time of second interim OS analysis (DCO June 21, 2023): HR was 0.43 (95% CI: 0.33, 0.54)

rPFS (at the time of second interim OS analysis) TTLu-PSMA-617 ct §f ARPI
u- 1ange o

100§ —a— 1T7Ly-PSMA-G17 (N=234) (N=234)
i " &= Change of ARP Events, n (%) 115 (49) 168 (72%)
2 B0 1
= Median rPFS , 12.0 56
2 o months (95% CI) (9.30, 14.42) (4.2,5.9)
a
g HR (95% Cl) 0.41 (0.29-0.56)
; P-value < 0.0001
3 20
0 : : x . . * : : : : r
0 2 4 6 8 10 12 14 16 18 20 22
Patients at risk Time from randomization (months)
mLu-PSMA-617 234 216 174 150 125 82 64 45 20 10 2
Changeof ARPI 234 197 126 79 65 36 21 12 8 B 1

Saroe O, et ol Abslract p dat ESMO Cong 2023 Colober 20-24, 2023, Madid, Span, Abstract LBA13
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Event-free probability, %
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100 +——e ; OS (intent-to-treat analysis)
80 - : e
¢4 TN
40 -
20 { ——"7Ly-PSMA-617
Jhange ol ARPI
0 T T T T 1
0 6 12 18 24 30
Time from randomization (months)
100
K 0S (prespecified crossover-adjusted analysis)
80
60
40
2 "LPSMAE17
0 Crossover-adusted change of ARPI
0 6 2 18 %

Time from randomization (months}

"Three patients died belore recenving '"LUPSMAG17

ITT analysis
7Lu-PSMA-617 Change of ARPI

(N=234) (N=234)
Events, n (%) 69 (29)° 65 (28)
Median OS , 19.2 19.7
months (95% Cl) (16.9-NE) (17.8-NE)
HR (95% Cl) 1.16 (0.83-1.64)
P-value -

Crossover: 123/146 (84%)
patients with radiographic progression crossed over

TLu-PSMA-617 Change of ARPI

(N=234) (N=234)
Median OS , 19.2 19.5
months (95% CI) (16.9-NE) (14.9-NE)
HR (95% CI) 0.80 (0.48-1.33)

Sanoe O o ol Anstinct protestad of ESMO Congreas 200X October 20.34 20X Masrie Spain. Abshiact LEAT)
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LUPSMA CRPC Data: Context in one Slide

Trial Life-prolonging OS Benefit Median OS with PSMA-SUVmean = 10
Control Arm LuPSMA “Most benefit”

LuPSMA Post-docetaxel and post NHT

VISION No Yes ~15 months Yes
~ hormone switch

THERA-P Yes No ~ 19 months Yes
- cabazitaxel

LuPSMA Post-NHT but docetaxel naive

PSMAfore No No ~19 months Not reported (yet?)
- hormone switch (*84% x-over)
Starting NHT Both Docetaxel and NHT naive
Abiraterone No Yes ~32-34 months Not available

Enzalutamide - Prednisone / Placebo
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Enza-p: Synergy with ARSI Therapy?

Risk Factors for Early Treatment Failure

ENZA-p schema on Enzalutamide

DM 2ULN

ALP =ULN

OhJP“'VF“ Albumin <35g/1
-vndpnl nt)

<3 Years since intial diagnosis
>5 Bone metastases
Visceral metastases

Stratification
@ PSA doubling time <84 days

Pain requiring opiates >14 days

Prior abiraterone

Emmett L et al ESMO
2023 LBA84

navo metastatic disease at dia,

gHOS

Patient population:
11-14% prior
abiraterone

52-58% de novo M1

53-56% prior docetaxel
for mHSPC

2-4 doses given
adaptively based on
PSMA PET response,

with further dosing only
for those with PSMA-
avid persistent disease
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PSAS0 93% (combo) vs 68% (enza alone)

E NZa- p Re SuU ItS Similar adverse event profile except slightly more
dry mouth (40% vs 10%) and anemia (14% vs 3%)

Progression Free Survival
PSA-PFS R-PFS

HR 0.43 {95%C| 0.29-0.63) p=0.00001 HR 0.67 (95% C1 0.44-1.01)

£,
L
=
2
W
&
5
B
a

2 2

Months Months
Number at risk (number censored) Number &t nsk (number censored)

w  T8{0) 417 e - TR0

- 5310 6E(J) 408 - B30

PSA-PFS Participants Events Censored Median Months Censored Median Months
Enzalutamice 12
16

Enzalutamide

Emmett L et al ESMO 2023 LBA84
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Phase 3 CYCLONE 2: CDK4/6 Inhibition in mCRPC'

Abiraterone + Prednisone * Abemaciclib in mCRPC

Part 1: Lead in (N = 30) Part 2: RP2D (N = 150) Part 3 (N =170)
Abiraterone acetate
1,000 mg QD
prednisone 5 mg BID
abemaciclib 150 mg BID
X0 Abiraterone acetate Abiraterone acetate
E Abiraterone acetate : 1,000 mg QD ,": 1,000 mg QD
& 1,000 mg QD - prednisone 5 mg BID = prednisone 5 mg BID
= prednisone 5 mg BID K<) abemaciclib RP2D BID n=75 o abemaciclib RP2D BID n=85
.g abemaciclib 200 mg BID § §
: g E
g Abiraterone acetate ° °
° 1,000 mg QD c Abiraterone acetate i = Abiraterone acetate
E prednisone 5 mg BID n‘? 1,000 mg QD Imepm‘t’\e 4 1,000 mg QD
[+ 4 placebo 150 mg BID prednisone 5 mg BID Anahsei prednisone 5 mg BID
placebo RP2D BID n=75 placebo RP2D BID n=85
Abiraterone acetate
1,000 mg QD
prednisone 5 mg BID
placebo 200 mg BID
Primary endpoint of rPFS not met; overall safety and tolerability profile
was consistent with the known profiles of the agents?

@ If prespecified adaptive expansion criteria are met at adapuve interim ana!ysls part 3 will open and 170 addmonal patients will be randomized.

1. https://clinicaltrials.gov/study/NCT03706365. 2. . https://i

results-and.

PeerView.com/YRR910

tor.lilly.com/news-r

18WS:

Is/lilly-reports-strong-fourth-quarter-2023-financial-

PeerView.com

Copyright © 2000-2024, PeerView
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“Phase 3 CYCLONE-2 results [demonstrated that] abemaciclib added to abiraterone
did not meet the primary endpoint of improved radiographic progression-free
survival in men with metastatic castration-resistant prostate cancer (mCRPC); the
overall safety and tolerability profile was consistent with the known profiles of the
medicines.”

https://investor.lilly.com/news-releases/news-release-details/lilly-reports-strong-fourth-quarter-2023-financial-results-and
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CARD: Imaging-Based PFS and OS with Cabazitaxel versus

Abiraterone or Enzalutamide for mCRPC

A Imaging-Based Prog free Survival
IOOT: \ No.of  Median Imaging-Based
PO Patients  Progression-free Survival
3 04 | (95% Cl)
28 of | e
0 Cabazitaxel 129 8.0(5.7-9.2)
a .E T ‘\ Androgen-Signaling— 126 17(28-5.)
w ' 504 . s
S5 ‘ | Cabazitaxel Targeted Inhibitor
&‘ﬁ 407 » Hazard ratio for imaging-based
o o
£8 304 And & progression or death,
] i 0.54 (95% C1, 0.40-0.73)
204 Sienating ¥
& targeted " g P<0.001
104 inhibitor . S o
0 1] T T T T J T
0 3 6 9 12 18 24 30
Months
No. at Risk
Cabazitaxel 129 91 64 41 23 9 2 1
Androgen-signaling- 126 61 36 22 7 3 1 0

targeted inhibitor

de Wit R. et al. NE/JM 2019;381:2506-18.

A Overall Survival

Percentage of Patients
Who Were Alive

No. at Risk
Cabazitaxel

Androgen-signaling- 126

targeted inhibitor

100-r+ No.of  Median Overall Survival
i Patients (95% CI)
mo
80+ 1 N &
7t \ N Cabazitaxel 129 13.6 (11.5-17.5)
| e T Androgen-Signaling- 126 110 (9.2-129)
60+ A "N Targeted Inhibitor
50- N N, Hazard ratio for death,
", T 0.64 (95% CI, 0.46-0.89)
40 e P=0.008
Y
30+ e Cabazitayel
20+ -
10+ Androgen-signaling-targeted inhibitor =
0 T T T T T 1 T
0 3 6 9 12 13 24 30
Months
129 12 9% 77 51 21 8 2
116 88 64 39 11 3 0

RESEARCH
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CARD: Select Adverse Events

Table 2. Adverse Events (Safety Population).
Cabazitaxel Androgen-Signaling-Targeted Inhibi
Event (N=126) (N=124)
Any Grade Grade 23 Any Grade Grade 23
Any adverse event — no. (%) 124 (98.4) — 117 (94.4) —

{| Any grade >3 adverse event — no. (%) | _ 71 (56.3) - 65 (52.4)
Any serious adverse event — no. (%) 49 (38.9) — 43 (38.7) —
Any adverse event leading to permanent discontinu- 25 (19.8) — 11 (8.9) —

ation of treatment — no. (%)
Any adverse event leading to death — no. (%)* 7(5.6) - 14 (11.3) —
Common adverse events — no. (%) T
Asthenia or fatigue 67 (53.2) 5 (4.0) 45 (36.3) 3(24)
|| Diarrhea | 50 (39.7) 4(32) 3(6.5) 0
Infection 40 (31.7) 10 (7.9) 25 (20.2) 9(7.3)
Musculoskeletal pain or discomfort} 34 (27.0) 2(16) 49 (39.5) 7 (5.6)
Nausea or vomiting 33 (26.2) 0 29 (23.4) 2 (L6)
( Peripheral neuropathy | 25 (19.8) 4(32) 4(32) 0
Constipation 19 (15.1) 0 13 (10.5) 0
| Hematuria ] 19 (15.1) 1(08) 7(5.6) 2(1.6)
Laboratory abnormalities — no. /total no. (%) 171
Anemia 124/125 (99.2) 107125 (8.0) 118/124 (95.2) 6/124 (4.8)
Leukopenia 93/125 (74.4) 40/125 (32.0) 39/124 (31.5) 2/124 (1.6)
Neutropenia | 81/123 (65.9) 55123 (44.7) 8/124 (6.5) 4124 3.2)
Thrombocytopenia ] 51/125 (40.8) 4125 (3.2) 20/124 (16.1) 2/124 (1.6)
Aspartate aminotransferase increased 27/124 (21.8) 47124 (3.2) 35/124 (28.2) 0/124
Alanine aminotransferase increased 24/124 (19.4) 1/124 (0.8) 11/124 (8.9) 0/124
Hypokalemia 15/125 (12.0) 1/125 (0.8) 19/124 (15.3) 1/124 (0.8)
RTP

RESEARCH

de Wit R et al. NEJM 2019;381:2506-18. 10 PEACTICE
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The Canadian Trial (Phase Il O0ZM-054 Trial)

& A o5
Poor prognosis: s N
liver mets, 5 0 R = 390 71T
CRPC <12 months, % 601 Foee
=
or >3 of 6 (LDH, ECOG, visceral, albumin, ALP, <36 mo from Dx) E a0
fg 20 Group B: ARPI
é Group A: cabazitaxel
0

; 8 1'2 1’6 20 2'4 28 32 36 4‘0
Months from start of first treatment

o

Atrisk 45 31 18 8 7 2 1 o o o
50 33 15 12 9 5 4 4 2 i 1

100 -

40

Overall survival (%)

Overall survival
_|Median 37.0 versus 15.5 months Group B:
HR = 0.58 (0.32-1.05) ARPI first
P=0.073

8

o * T ™ 1
o 4 8 i2 16 20 24 28 32 36 40

Months from start of first treatment

Atrisk 45 44 38 3 21 15 12 6 5 3 2
50 49 39 30 18 12 8 6 5 5 &

Annala M et al. Ann Oncol 2021;32:896-905.
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A
F 1004 ——Group A
= ——Group B
% HR 0-66 (0-45-0.97), p=0-036
S' 80
=9
v
(-9
2
g 60 .
3 A-Abirateron progresyon sonrasi
E o
ardisik Enzalutamid
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) Time from start of first-line therapy (months)
Number at risk
(number censored)
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Group A Group B H
L » B-Enzalutamid progresyon
s Rising PSA Rising PSA o
g sonrasi ardisik Abirateron
F B csasssasismasssisio o R - - - -« o5 s aeseisssiasisiiiassionisinios
B
= -100 T ,
[ (I
36% 4%
1 ]
Confirmed PSA response; p<0-0001 (y2 test)

Daniel J Khalaf, The Lancet Oncology 2019
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Other Recently Reported Trials Investigating Cabazitaxel for mCRPC

Multicenter, randomized, open-abed study PR‘MARY ENDPOINT
Enroliment: May 2017 to Jar 2021 -
o v xy o Jaraiary ol 25 ) Endpeints

! Neutropenia grade > 3 and/or
35 MCRPC grovicusly treated with R S S L primary: Iromesce of grade pe < g A2 4 e o
t docetassl<artainng regimen + G.CSF 2 3 sestropens (messused neutropenic complications
wd > { ARTA : =9 ot nace) andior reubToen . ——————
g Age = 65 yoars D f = iy p<0.001
B ) 11 11 centerz (22 France, 8 Germany) o8 FES | L
o ECOGPS$) ~ ’P.,'_A‘”"‘" i = Ce—rrrr
< 8 >14 for S14 with reversibile ! ‘i""’“."'"‘,';"‘"':;" respanse, e Yo £ Y.
o geriatric imparman) z prednisone (10 mg v wrplomatc shelety event g |
+0C8F safety HAGSL domarkers o 5.1%
N = 196 pts £ n=99 a ol
oo AR St Aeptibasie ool St i wripa Y R pUe e
Age 1€.70ve. 2 70 yudrh sk e riaphy s w1 e et vgmiaibing o CBZ25mgm’ q3w  CBZ 16 mg/m? q2w
(n=87) {n=99)
Othes Wle fory
s |
= ® Conclusions
9 Abiraterone/P Other lile prolonging
CZ Of enzalutamida theragpy
—
8 =3 >

*Qudard S et al. ESMO 2022;Abstract 1363MO; ? van der Zande K et al. ASCO 2021;Abstract 5059.
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W Late Stage W Early Stage

" . J :

Le et al. Science 2017
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Mismatch Repair Deficiency

MSI-H and MRD

* 1346 patients with PC underwent paired tumor and
germline sequencing

« 32 0f 1033 (3.1%) had microsatellite instability—high
or mismatch repair deficient disease

« 7/32(21.9%) carried a germline mutation in a Lynch
syndrome—associated gene.

 Five of 11 patients who received an anti—PD-1/PD-L1
agent had durable clinical benefit.

Abida et al, JAMA Onc 2018



PSA trend (ng/mL)

Evre IV Kastrasyona Direncli Prostat Kanseri
immiine Checkpoint inhibitorleri

Pilot Clinical Study to Determine CDK12 Mutant Prostate Cancer

Response to Checkpoint Inhibitor Inmunotherapy

11 pts -5 tt anti PD1
* 1ptexcluded
* 2 pts +++PSA decline
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4000 \ W
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\
2000 \ 200
i
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/,w - \ 800 4 ,’\J vy P —gme
6 _* \ / )V
r 1 v
\\ 400 o
2+ 3 200
N o_e
04 » 04 Prior to anti-PD-1 immunotherapy After 4 doses of anti-PD-1 immunotherapy
—r— T T T — Right external iliac LN, 2.4 cm, PSA 8.9 ng/mL Right external iliac LN, 1.1 cm, PSA 0.9 ng/mL
-150 ~100 ~-50 0 50 100 ~150 =100 -50 0 50

Days from initial anti-PD-1 checkpoint inhibitor immunotherapy

Wu et al., Cell 2028
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Cabozantinib ve Atezolizumab kombinasyonu

CONTACT-02 Study Design

mCRPC

Adenocarcinoma histology

Progressed on one prior NHT*

— No requrement for rapld progression on the
first NHT

Measurable extrapelvic soft tissue metastasis

(visceral or lymph node) per RECIST v1.1

Progressive mCRPC {PSA or soft-tissue

progression)

ECOG PSOor1

Age =18 years

Allowed prior docetaxel for locally advanced

or metastatic CSPC

Cabo+Atezo

Cabo 40 mg PO QD
+ Atezo 1200 mg IV Q3W

R1:1

Second NHT

Abiraterone 1000 mg PO QD
+ prednisone 5 mg PO BID
or

Enzalutamide 160 mg PO QD

Stratification
« Liver metastasis (yes / no)

Dual primary endpoints
* PFS in the PFS ITT population per
RECIST v1.1 by BIRC (first 400
randomized patents)’
+ OS in the ITT population
Secondary endpoint
+ ORR per RECIST v1 1by BIRC
Other key andpoints
* PFS In the ITT population
* (PFS per PCWG3 by BIRC
* PSA response rate

* Time 1o PSA progression,
symptomatic skeletal event?,
chemctherapy, pan progression

+ Safety

+ Prior docetaxel treatment for locally advanced or metastatic CSPC (yes / no)
« Disease stage for which the first NHT was given (mCSPC / M0 CRPC / mCRPC)

« Tumor assessments (RECIST v1.1) were performed al baseline, every 9 weeks for 28 weeks, then every 12 weeks thereafter
* Treatmant was continued until loss of clinical benefith or intolerable toxicity

BID, twice dally, BIRC, Blinded Independent Radiclogy Committee. CSPC, castration-sensitive prostate cancer, ECOG PS, Eastern Cooperative Oncology Group performance status, ITT,
Intention-to-treat; IV, ntravenous; MO CRPC, non-metastatic CRPC; mCSPC, matastatic CSPC; ORR, objective response rate; OS, overal survival, PFS, progression-free survival, PO,
orally, PSA, prostate specific antigen. QD, once dally, Q3W, every 3 weeks. PCWG3, Prostate Cancer Working Group 3, RECIST, Response Evaluation Criteria in Sold Tumors

*NHT for the treatment of mCSPC, MO CRPC, or mCRPC. 'Bone scan assessment not included In analysis. Tima to symptomatic skelatal event is definad as time from randomization to
carliest of any of the folowing. radiation therapy 1o bone, surgery 1o bone, spinal cord compression, or symplomatic fracture. Patients may be treated beyond progression if there is clinical
benefit in the opinion of the mvestigator.

CONTACT-02
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Cabozantinib ve Atezolizumab kombinasyonu

PFS per BIRC in Prespecified Subgroups*

Liver Metastasis
Reduction of risk™ — 57%

Prior Docetaxel
Reduction of risk' — 43%

Bone Metastasis
Reduction of nskt — 33%

100 % HR 0.43 (95% C1 0.27-0.68) 100 HR 0.57 (95% CI 0.34-0.97) 100 4. HR 0.67 (95% CI 0.50-0.88)
—_ 904 - 90 4 :E 90 4
& £ w) £ o)
7] i e
& 70 4 w 704 e 70 4
o
% 2 % o] T 501
50 - 50 1 2 50
2 2 =
= 40 4 E 40 4 a 40 4
E 30 4 % 30 4 8 301
e 204 ° 20 g 20
a % 10 1
10 4 5% — 1 01 17%
O T ‘ T T ; T T 1 0 1 Ll T L] 1 1 L 1 L) o L] L 1 Al L) L] L] L L] 1
0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27 0
Months Months Months
No. of Median PFS No.of  Median PFS No. of Median PFS
Events mo (85% CI) Events mo (95% CI) Events mo (95% CI)
Cabo+Atezo (n=51) 32 6.2 (4.0-8.1) Cabo+Atezo (n=45) 27 88(62-92) Cabo+Atezo (n=162) a7 6.3 (6.0-8.8)
Second NHT (n=48) 41 2.1(2.0-2.3) Second NHT (n=44) 30 41(2.3-423) Second NHT (n=155) 104 41(28-57)

CONTACT-02

*PFS ITT population. 'Reduction of risk of progression or death with Cabo+Atezo vs second NHT
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Cabozantinib ve Atezolizumab kombinasyonu

Interim OS in Prespecified Subgroups*

Liver Metastasis Prior Docetaxel Bone Metastasis
Reduction of risk of death — 40% Reduction of risk of death— 44% Reduction of risk of death - 26%
100 4. HR 0.60 (95% Cl 0.35-1.02) 100 HR 0.56 (95% CI1 0.29-1.08) 100 HR 0.74 (95% C1 0.54-1.02)
. 90+ . 904 . 901 86%
w p 7] R i 2] <
8 70 3 gg 8 70
¥ 2 ¥ 8 o
2‘ 1 E 1 E, <
= = s =
30 4 1 i =t 4
S 20 | 2 2 " | § 20 '°
- - - R ! { -~ -
o || i ‘» o —
10 4 10 4 ; 10 4
0 L] L L] 1] L L] L] L] L] 0 L] U L} T 1 L] 0} L T L) 0 L) L) L) L) L) L) L) L) L) L)
0 3 6 9 12 15 18 21 24 2 0 3 6 9 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27 30
Months Months Months
No. of Median OS No. of Median OS No. of Median OS
Events mo (95% Cli) Events mo (85% ClI) Events mo (95% CI)
Cabo+Atezo (n=59) 23 16.4 (B.3-NE) Cabo+Atezo (n=57) 16 20.9 (10.1-NE) Cabo+Atezo (n=2086) 70 16.4 (11,4-188)
Second NHT (n=60) 3 9.8 (5.5-11.3) Second NHT (n=58) 21 11.3 (9.0-NE) Second NHT (n=196) B84 114 (10.4-146)

NE, not evaluable. *ITT population

CONTACT-02
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Gelecek perspektif

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

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?

oo Tan V) Granada Auditorium - Hall 3 MADRID SPAIN 20-24 OCTOBER 2023




% Change from Baseline in PSA

Kastrasyona Direnc¢li Metastatik Prostat kanseri
Gelecek perspektif

Confirmed PSA responses were observed across cohorts  Confirmed RECIST responses occurred more often in high

w
m<
el 140 RECIST v1.1 evalustle, «* 5 x 1]
1201 ' 10 RECIST v1 1 reagonse, coefirmed n (%)
hood n "N SS 1001 PR 18124 13 By
1 P 0 70 B £e o - ‘ .
jed pAd) o 8114 168) 33 &0 x i N
o ; ; ‘ 85 o B b T(h
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(arpel il S . bl Gl Xakurtamg (N = 67)
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Gelecek perspektif

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

BMS-986365

HNG 986365 & a heterodifunctional
molecule that recrists AR to
cereblon £3 ligase, thereby

facilitating target ubiquitination

Proteasome

,C" v»"v -04
fw~\-n"«

: ‘ﬂO‘O‘!’A"K\ ’g

:7 SrerEa AL 0 Ble-n
_1\7 /\):\.\I =

AL pastsents

ECOG PS, n 0%)
0 10 (37) » (53) 46 148)
1 17 (83) 9 (5
Gleason score, n (%)
1e (M 34 (5)
7 5 (19) 7 2
% 18 (&7) 9 58 (61)
Nissvg 2N (1) 10 (11)
Distant metastasss, n (%)
Bone 24 (89) 5 (&) 80 (84)
Lymph node 15 (56) » 5N 51 (54)
Visceral bhver 4 (15) 11y 55r
Viscoral lung 4 (15) 710 1(12)
Medan serum PSA, pp/L (range) % (1-169%) 37 (3-9610) 51011499
Median nusnber of prior regimens (range ) 7.0 3-10) 40@1n 50 @12
Prior therapies, n (%)
2/ (93) §10% 76 (B0)
24 (89) A4 (5 o8 (72)
Both erzsitamide and abir stercoe 2@ 31 ¢36) 53 (56)
22 (81) (8 53 (56}
Docetanet 21 (8 () 52 (55)
Catartavel 452 50 19 (20)
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Results
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Confirmation of CYP11 inhibition activity in
patients with AR-LBD mutations

AR-LBD activating mutation AR-LBD wild-type

Il == ===

A, wmn
.m = 4

|

I
5%5% 0

w0e Ot
Duration of treatment
AR mutation
= ARwildtype
g B ARLSD wikd-type
F _ s Fizazi K, ASCO GU 2024



Kastrasyona Direnc¢li Metastatik Prostat
kanseri Noroendokrin diferansiasyon

Combination Carboplatin and Cabazitaxel

‘Cabazitaxel 20 mg/m? plus carboplatin AUC 4 mg/mL per min with growth factor
support can be considered for fit patients with aggressive variant prostate cancer
(visceral metastases, low PSA and bulky disease, high LDH, high CEA, lIytic
bone metastases, NEPC histology) or unfavorable genomics (defects in at least

2 of PTEN, TP53, and RB1). Corn PG, et al. Lancet Oncol 2019;20:1432-1443.

. [R———— . s ——— —
B & -
- —,
———— o ——

P

 Targeting more aggressive prostate cancers

* Patients were rgndomly assigned (1:1) to intravenous cabazitaxel 25 mg/m2 with or without intravenous
carboplatin A

* At a median follow-up of 31:0 months the combination improved the median PFS from 4.5 months to 7.3
months (95% CI 0- 58—0 ‘95, p=0-0

= All toxicities were worse with the comblnallon
*  Myelosuppression
» Fatigue, nausea, others

Corn et al Lancet Oncology 2019
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Lurbinectedin in Small Cell NEPC

* Derived from the marine tunicate Ecteinascidia, inhibits
oncogenic transcription and leads to dsDNA breaks

* Approved in SCLC based on a single arm phase 2 study of
105 patients, ORR 35%, PFS 3.5 mo, OS 9.3 mo

* Retrospective multicenter study presented at GU24 of 18
men with SCPC/NEPC treated with Lurbi: PR in 31%, SD in
25%, PD in 43%, PFS 3.35 mo, 0S 6.01 mo

100 PFS 3.35 months b N 0S 6.01 months
(0.16 — 7.79) ' LL' (0.23 - 16.69)
H_LL‘ iy
1

L

—xq
‘ﬁ_‘l_—

Trigo J et al Lancet 2020 2 & & M 5 10 15

Meyer H et al abstract 164 GU 2024 Time (Months) Time (Months)

Probability of Survival
E
Probability of Survival
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HPN328 is a DLL3-targeting T Cell Engager with strong

activity in DLL3+ cancer models

NEPC

Anti-tumor activity in vivo: DLL3+ WCM154 Patient- Derived NEPC Xenografts

Qq\" WCM154

DLL3 100
! 40001 o GFP-THTAC 3
2
o~ « HPN1 kg
iytic S .- g 30004 . b
Cytolytic Synapse E stumin }TrTAC z I
(T cell killing) E > | 2 50
3 2000 p J % - GFP-THTAC
- » » [ 4
g - .3 .. Z ~=- HPN100ugkg
2 : & )
L 0
0 TI A S T AN OINSHIARRHEDNANIT 0 1o 2 »

Weeks Wooks

HPN328 and co-injection with human T cells resulted in tumor
regression and prolonged survival of mice
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Anti-tumor Activity in 1 mg Priming Subjects Evaluable For Response

All Tumor Types (n=50%);

Owverall Response Rate
g. (confirmed + unconfirmed)
i 5 Confirmed Response Rate
s (in patientswith an opportunity to confirm)!
DCR

IIIIvﬁﬁhhm T

28/50 (56%)

15/48 (31%)
34/50 (68%)

Jiing modiie sde extr a(tarval (930S
ASCO :.-.:“"‘ fourinary m rapsesrmo ey O Himnha Befiran
Cancers Symposium

GU NEC (n=12%)

Overall Response Rate

(confiemed + uncontirmed)| 212 {5e%)
2 Confirmed Response Rate
o 3 (in patients with an opportuniy to confirm)*

2 oer 10/12 (83%)

3/12 (25%)

NEPC Other GU NEC

PD
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Sonug

(d BRCA mutasyonu olanlarda yeni nesil androjen reseptor yolagi inhibitorleri
+PARP inhibitorleri ve

 Daha Once 1> Taksan, 12yeni nesil androjen reseptor yolagi inhibitorleri
alanlarda LU-177

O Kabazitaksel > switch yeni nesil androjen reseptor yolagi inhibitorlerinden
daha etkili

d MSI ve TMB kastrasyona direncli asmada gz oniine alinmali
 BITE, androjen reseptor degrader vb tedaviler umut vaat ediyor

L Noroendokrin diferansiasyon olanlarda, kabazitaksel+carboplatine



