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Doublets or Triplets according to Volume & Timing
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radiotherapy
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*Volume defined as per CHAARTED criteria;
#Enzalutamide, Apalutamide, or Abiraterone; ADT + Docetaxel if an ARPI unavailable and suitable for chemotherapy.

“Erlzalulamlde, Darolutamide, or Abiraterone. Most evidence supports triplet therapy in de novo high-volume disease.
*ADT + ARPI + Docetaxel can be considered for recurrent high-volume disease, however data is limited in this patient cohort.

Adapted from Azad et al, Eur Urol, 2025
David Olmos MD PhD @Dolmos77
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Could volume impact Tx decisions in other genomic backgrounds?
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Olmos et al, Ann Oncol, 2025; Presented by Dr Rathkopf at ASCO 2025; Swami et al, Clin Cancer Res, 2022; Gilson et al, JCO Precision Oncol, 2020
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Clinical outcomes of mCSPC according to BRCA/HRR/Non-HRR status

CAPTURE
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AMPLITUDE: Randomized, Double-Blind, Placebo- 7
Controlled Study

Clinical data cutoff: January 7, 2025, for the first and final rPFS analysis and first interim analysis of time to symptomatic progression and OS

Key eligibility criteria:
* mMCSPCz2
* 21 HRR gene alteration: BRCAT1,
BRCA2, BRIP1, CDK12, CHEK?2,

Primary end point

* rPFS by investigator

FANCA, PALB2, RAD51B, RAD54L B T « Contemporaneous trial against
« ECOG PS 0-2 . 11 an active ARPi doublet, but:

Key exclusion criteria: (N=696)
* Any prior PARPI

* Any prior ARPI other than AAP
Prior allowed treatments in mCSPC:

* Prior docetaxel (up to 6 cycles)?

+ Prior AAP (up to 45 days) Stratifications:
» BRCA2vs CDK12 vs all other alterations

- Prior docetaxel (yes vs no) * BRCA1/2mut 55% of pts

» Disease volume (high vs low)

» Metachronous mCSPC may be
under-represented

aParticipants with lymph node-only disease are not eligible. PLast dose <3 month prior to randomization.
ECOG PS, Eastern Cooperative Oncology Group performance status; HRQoL, health-related quality of life; NIRA, niraparib; PARPi, PARP inhibitor; PBO, placebo; QD, once daily.

2025 ASCO #ASCO25 presenTED BY: Prof. Gerhardt Attard, MD, FRCP, PhD ASCO AMERICAN SOCIETY OF

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org. KNOWLEDGE CONQUERS CANCER
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TALAPRO-3: Trial Design > Interim analysis 1

« Contemporaneous trial against
Primary endpoint an active ARPi doublet, but:

Key eligibility criteria » rPFS by investigator assessment

mCSPC harboring HRR gene alterations

Documented metastatic disease by TALA 0.5 mg® + ENZA 160 mg
positive bone scan or metastatic lesion once daily

on CT or MRI scan

Key secondary endpoint
* OS (alpha protected)

Other secondary endpoints
* ORR per RECIST v1.1
* Duration of soft tissue response
» PSA response
* Time to PSA progression

No triplet with Docetaxel -

70% High volume, 84% de novo

ECOG PS 0 or 1

Ongoing ADT
<3 months of ADT with or without ARPI
in mCSPC

Prior .docetaxel for mCSPC not PBO + ENZA 160 mg
permitted® once daily ’

» Metachronous mCSPC may be

» Time to systemic antineoplastic un d er-re p resen ted
therapy

* Time to first SSE

Stratification factors

* De novo vs relapsed mCSPC Iiél;fgtg ¢ BRCA 1/2m Ut on Iy 1/3 Of ptS

[l vs lanevelns dseass Data cutoff date: February 18, 2026 Exploratorylendpoint
* BRCAm vs non-BRCAm status « PFS2

* Highest number of ATMmut

HRR gene alterations: ATM, ATR, BRCA1, BRCA2, CDK12, CHEK2, FANCA, MLH1, MRE11A, NBN, o o o —
PALB2, RAD51C (using FoundationOne/FoundationOne®CDx and FoundationOne®Liquid CDx) cases In PARP' trlaIS (N - 1 57)

a0.35 mg once daily if patient has moderate renal impairment. PAs per protocol amendment (September 2021). ClinicalTrials.gov identifier: NCT04821622.
ADT=androgen deprivation therapy; BRCAm= BRCA alterations; CT=computed tomography; NRI=magnetic resonance imaging; ORR=objective response rate; PBO=placebo; PFS2=time to second progression or death; PRO=Patient reported
outcomes; PSA=prostate-specific antigen; RECIST=Response Evaluation Criteria in Solid Tumors; SSE=symptomatic skeletal event.

2026 ASCO [N )  rresevreosy: Neeraj Agarwal ASCO secsosmer
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Probability of rPFS

76.6% (70.8-81.4)

56.2% (50.0-62.0)

HR=0.481 (0.357-0.647); P < 0.0001

0 2 4 6 8

No. at Risk

10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52
Months

TALA + ENZA 300 282 271 262 260 248 241 232 222 219 213 206 196 195 189 182 178 163 126 99 96 63 32 20 14 3 O
PBO + ENZA 299 284 279 255 243 232 222 212 203 200 188 179 175 174 163 151 151 132 98 74 74 49 32 21 12 6 O

1/3 BRCA1/2 - HR 0.37
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HR: 0.63 (95% ClI, 0.49-0.80)

p=0.0001

No at risk
NIRA + AAP 348 321

PBO + AAP 348 312

12

280
245

18

246
201

24
Time (months)
164

135

NIRA + AAP: NE

PBO + AAP: 29.5 mo

30

91
70

>50% BRCA1/2 — HR 0.52




TALAPRO-3

AMPLITUDE

100 A

: o PARPi/Platinum

H fo in control arm

g HR=0.77 (95% CI 0.56—1.04) 0] g Z'I\n/r: gi:’ﬂlﬁElngitLhApRo
p=0.09 5| HR0.79 (95% Cl 0.59-1.04)

p=0.10
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 0 T T T T T T T T T T T T T T
) - Months 0 3 6 9 12 B 18 211. (24 h)27 U NG/ Rt I VA R BRCA Vs non_BRCA
0. a IS NImeEI' at I'iSk ime (months

300300 299 295 290 288 284 280 276 273 272 265 257 250 248 246 239224 186 146121 95 69 47 24 11 3 1 O

Niraparlb +abiraterone 348 339 335 328 320 31 293 280 28 169 133 MW N ¥ B 3 0 °
PBO + ENZA

Abiraterone 348 344 340 330 319 314 304 28 219 64 1B M0 0 40 B 4 0

299 298 297 289 285 282 273 264 260 254 250 245 239 234 228 222215205166 137113 90 64 48 21 15 5 0 O

1/3 BRCA1/2 in TALAPRO-3
* >50% BRCA1/2 AMPLITUDE

Agarwal et al. ASCO 2026; Attard et al. Nat Med 2025

TALA + ENZA | PBO + ENZA NIRA + AAP PBO + AAP
(N=300) (N=299) (N=348) (N=348)
Events, n 74 91 Events, n 85 108
Median (95% CI), Median (95% CI), . .
- onthe | NR(NR-NR) | NR (NR-NR) onthe | NR(NR-NR) | NR (41.3-NR)

D. Olmos MD PhD @dolmos77




Exploratory unpublished analysis performed for this presentation

METHODOLOGY:

A fixed-effects model is appropriate given the minimal effect heterogeneity between AMPLITUDE and TALAPRO-3
Data source: Agarwal et al. ASCO 2026; Attard et al. Nat Med 2025

Overall Survival

Study HRR positive HR 95%—-CIl Weight

TALAPRO-3 ] 0.77 [0.56; 1.04] 45.9%

AMPLITUDE l 0.79 [0.60; 1.05] 54.1%

Fixed Effects Model | <|> | 0.78 [0.63; 0.96] 100.0%
0.5 0.75 1 1.5

Favors Favors
PARPIi + ARSI Pbo + ARSI

Heterogeneity: 12 = 0.0%, 1° =0, p = 0.8899
Test for overall effect: z = -2.34 (p = 0.0191)

Expected to be higher in BRCA!/2 pts

* NOTE/CAUTION:
No OS stratified data for BRCA vs non-BRCA HRR subgroups across trials; unequal BRCA distribution (higher in AMPLITUDE) may overestimate the HRR non-BRCA effect when analyzed together.

Lorente, Attard, Agarwal, Olmos. Submitted
D. Olmos MD PhD @dolmos77
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13

Subgroup Analysis of rPFS

A consistent treatment effect for rPFS was observed across prespecified subgroups

Talazoparib + Placebo +
Enzalutamide Enzalutamide
no. of events/no. of patients HR (95% Cl)
Overall Al patients 67/300 126/299 —eo— | 0.484 (0.360—0.652)
Disease stage? De novo 58/252 113/254 . F—e— . . 0.464 (0.338-0.637)
Relapsed 9/48 13/45 - &—— 0.679 (0.289-1.594)
Disease volume? High 52/211 107/212 F—eo—i - 0.422 (0.303-0.588)
I ow 15/89 19/87 ; o—! i 0 808 (0 410—1 590)
BRCA1/2 alterations? Yes 22/104 49/103 F—e— ! 0.368 (0.222-0.609)
No 45/196 77/196 i, 0.567 (0.392-0.819)
Age — yr 2/0 3//106 04/14/1 v T AR
<70 30/144 62/152 —e—1 |
Site of metastasis Bone only 14/86 27/96 A Benefit in rP FS for
Soft tissue only 6/38 12/27 | ¢ U
Bone and soft tissue ~ 47/176 87/173 —eo— HRR non-BRCA
Gleason score <8 8/45 14/49 l o -
>8 56/245 111/245 —e— | ——
Baseline PSA <Median 29/150 51/149 —e— 0.527 (0.334-0.831)
>Median 38/150 75/149 —e— 0.446 (0.302—0.660)
ECOG PS 0 37/199 72/208 —e— . 0.484 (0.326-0.720)
1 30/101 54/91 —e— 0.446 (0.285-0.697)
Prior ARPI for CSPC Yes 9/44 14/36 = ® — 0.507 (0.219-1.173)
No 58/256 112/263 —e— 0.485 (0.353-0.666)
Geographic region North America 11/38 9/27 : ® : 0.951 (0.394—-2.298)
Europe 24/132 73/142 F—e— \ 0.310 (0.195-0.492)
Asia 26/113 40/116 —e— 0.626 (0.382—1.026)
Rest of the world 6/17 4/14 l ® l 0.950 (0.268-3.375)
| | | |
0.1 1 3 6
Data cutoff: February 18, 2026. Intention-to-Treat Population. 2By randomization stratification Favors TALA + ENZA Favors PBO + ENZA
Unstratified hazard ratio based on Cox proportional hazards mode. P-value from unstratified log-rank test.

2026 ASCO [N )  rresevreosy: Neeraj Agarwal ASCO secsosmer
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CDK12: Benefit in rPFS supports ENZA+TALA, which was already seen in mCRPC
TALAPRO-3 AMPLITUDE

TALA + ENZA PBO + ENZA .
' ! e End Point Subgroup  HR (95% Cl) EventsN
no. of events/no. of patients Nira + AAP PBO + AAP
All HRR-deficient patients based on all HRR tests  67/300 126/297 0.48 (0.36 to 0.65) PFS BRCA12 052 (0_ 37_0_72) : 57/191 93/196
ATH 33 0.43(0.24t00.79) CHEK2  065(0.38-1.11) ; 24172 32/76
ATR - 0.79 (013 to 4.71) g}?ﬁéﬁ 1.01(0.43-2.39) —':'— 15;; 258 153’; 2;3
0.76 (0.20-2.82 =t
BRCAt 1102210237 PALB2  2.41(0.66-874 i 619 413
BRCA2 ] 0.35(0.20t0 0.62) Other  0.72(0.20-2.66 _,l_ 6/25 415
31191 66/196
072 18/76

symptomatic CHEK2 047(0.21-1.05 |
progression CDK12  0.68(0.28-1.62 N 9/28 12/28
FANCA > 4.28(051t0358) EANCA  0.71(0.12-4.27 : 215 315
MLH1 3 PALB2 NE (NE-NE) i 119 2113
e . 0 A (L) —— 4125 115
BRCA1/2  0.75(0.51-1.11) -l 44191 61196
CHEK2  0.85(0.45-1.59) - 18/72 21/76
PALE? NE CDK12 057 (0.25-1.31) _.+ 9/28 15/28
RADS1C NE FANCA 092 (0.20-4.12) —_— 315 415
PALB2 3.30(0.52-21.21) —i—-— 39 2113
Other  0.79(0.18-3.36) —_— 5/25 3NS5

Favors TALA + ENZA Favors PBO + ENZA Favors Nira+ AAP  ¢—— 01802505 1 2 4 8 % %)  Fayors PBO + AAP

CHEK2 0.63(030t0 1.29)

( )
( )
( )
CDK12 028 (01210 0.60) Time fo BRCA1/2 044 (0.29-0.68)
(0.21-1.05)
( )
(0. )

NBN NE

@GuardConsortium % CONSORTIUM
D. Olmos MD PhD @dolmos77 Agarwal et al. ASCO 2026; Attard et al. ASCO 2025




CHEK2: Benefit trends in rPFS with NIRA+AAP or ENZA+TALA may not translate into OS advantage
TALAPRO-3 AMPLITUDE

TALA+ENZA  PBO+ENZA .
' ! e End Point Subgroup  HR (95% Cl) EventsN
no. of events/no. of patients Nira + AAP PBO + AAP
All HRR-deficient patients based on all HRR tests ~ 67/300 1261297 0.48 (0.36 to 0.65) PFS BRCA1/” 052 (0 37-0 79) ! 57/191 03/196
ATH 33 0.43(0.24t00.79) CHEK2 065 (0.38-1.11) ' 24172 32/76
TR ] TS0 t047Y) CDK1Z2  1.01(0.43-2.39) : 1328 1028
FANCA  0.76(0.20-2.82 4115 5115
BRCAT 1020023 PALB2  241(0.66-8.74 6/9 413
BRCA2 0.35(020t0 0.62) Other  0.72(0.20-2.66 6/25 415

symptomatic CHEK? 047(0.21-1.05
, progression CDK12  0.68(0.28-1.62 9/28 12/28
FANCA > 4.28(0.51t0 35.8) FANCA  071(0.12-427 215 3115
MLH1 NE PALB2 NE (NE-NE) 119 2113
e . Other  1.18(0.12-11.36) 4125 115

RRCA1/2 075 (N A1-1 11) 441101 A1/108
CHEK2  0.85(0.45-1.59) | 18/72 21176
PALE? NE CDK12 057 (0.25-1.31) : 9/28 15/28
RADS1C NE FANCA 092 (0.20-4.12) 315 415
PALB2 3.30(0.52-21.21) 39 2113

R Other  0.79(0.18-3.36) 5125 315
Favors TALA + ENZA Favors PBO + ENZA Favors Nira+ AAP  ¢—— 01802505 1 2 4 8 % %)  Fayors PBO + AAP

CHEK2 0.63 (0.30t0 1.29) il 13776

( )
( )
( )
CDK12 55 0281042 10 0.60 Time to BRCA1/2  0.44(0.29-0.68) 311191  66/196
(0.21-1.09)
( )
(0. )

NBN NE

@GuardConsortium
D. Olmos MD PhD @dolmos77




ATM: robust rPFS benefit observed with ENZA+TALA (TALAPOR has the hig
TALAPRO-3 AMPLITUDE

TALA + ENZA PBO + ENZA .
' ! e End Point Subgroup  HR (95% Cl) EventsN
no. of events/no. of patients Nira + AAP PBO + AAP
All HRR-deficient patients based on all HRR tests  67/300 126/297 0.48 (0.36 to 0.65) PFS BRCA12 052 (0_ 37_0_72) : 57/191 93/196
ATH 33 0.43(0.24t00.79) CHEK2  065(0.38-1.11) ; 24172 32/76
ATR - 0.79 (013 to 4.71) g}?ﬁéﬁ 1.01(0.43-2.39) —':'— 15;; 258 153’; 2;3
0.76 (0.20-2.82 =t
BRCAt 1102210237 PALB2  2.41(0.66-874 i 619 413
BRCA2 0.35(0.20t0 0.62) Other  0.72(0.20-2.66 _,l_ 6/25 415
31191 66/196
072 18/76

symptomatic CHEK2 047(0.21-1.05 |
progression CDK12  0.68(0.28-1.62 N 9/28 12/28
FANCA > 4.28(051t0358) EANCA  0.71(0.12-4.27 : 215 315
MLH1 3 PALB2 NE (NE-NE) i 119 2113
e . 0 A (L) —— 4125 115
BRCA1/2  0.75(0.51-1.11) -l 44191 61196
CHEK2  0.85(0.45-1.59) - 18/72 21/76
PALE? NE CDK12 057 (0.25-1.31) _.+ 9/28 15/28
RADS1C NE FANCA 092 (0.20-4.12) —_— 315 415
PALB2 3.30(0.52-21.21) —i—-— 39 2113
Other  0.79(0.18-3.36) —_— 5/25 3NS5

Favors TALA + ENZA Favors PBO + ENZA Favors Nira+ AAP  ¢—— 01802505 1 2 4 8 % %)  Fayors PBO + AAP

CHEK2 0.63(030t0 1.29)

( )
( )
( )
CDK12 028 (01210 0.60) Time fo BRCA1/2 044 (0.29-0.68)
(0.21-1.05)
( )
(0. )

NBN NE

@GuardConsortium % CONSORTIUM
D. Olmos MD PhD @dolmos77 Agarwal et al. ASCO 2026; Attard et al. ASCO 2025




How patients with non-BRCA mutated genes behave with SoC?

As physicians, we must balance benefit vs risk
Understanding how patients perform on the SoC is therefore essential

CDK12 ATM CHEKZ
100%

== BRCAZ mut — BRUCAZ mut — BRCAZ mut
— COK12 mut — ATH il — GHEK2 mut
e — nonHRR 5% — e 75% B ine

Percentage Survival
3
Ea
Percentage Survival
=
&

Percentage Survival
=
=

I | I |
| I | [ |
I I I (BN | |
I | 1 [ | |
l I | [ | | I
I I | 1o | I

0% 0% 0%

o 10 20 30 40 50 & 0 10 20 30 40 a0 fil 0 19 20 30 a0 50 &0
Time (months) Time {months) Time (months)
Al Risk Al Risk At Rizk
* 123 BE 41 15 & 4 0 122 ga 41 15 8 4 0 * 122 a8 41 15 8 4 o
20 15 ] 5 2 1 0 « 89 56 a8 16 8 4 2 » 23 19 11 g 2 2
* 597 5B 440 282 180 62 21 » BAT RS 440 282 150 82 98 " BT 585 440 282 150 62 28

CDK12m pts have poor ATMm pts have outcomes CHEK2m pts have outcomes
outcomes, similar to BRCA2 similar to non-HRR pts similar to non-HRR pts

Is better ADT+ARPI+Docetaxel in these patients?

D. Olmos MD PhD @dolmos77 Lorente et al. ESMO 2025; Eur Urol Oncol. In Press
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BRCA1/2 CDK12, ATM... No HRR (o I 1))
0] m guj

Mutant* Others? o
Triplet I ' ] e o
ADT + ARPI + PARPi .
l Be novo metastatllc 5|!sease l | ﬂecurren! metagagllc Hllsease | < _l

‘
* PALB2 may be | | | | I o =
considered High-volume disease* Low-volume disease*  High-volume disease* Low-volume disease* = 5
_ I | 3 3

! TR w ®On

ADT + ARP! ADT + ARPI ADT + ARPI ADT + ARPI*

De Novo HV or or o

ADT + ARPI' + ADT + ARPI' + n

Triplet According to prognosis docetaxel docetaxel _I o

ADT + ARPI +Docetaxel  ADT + ARPI + PARPi vs and . o
vsADT + ARPI + PARPi ADT + ARPI prostate -y
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Adapted from Azad et al, Eur Urol, 2025
David Olmos MD PhD @Dolmos77



CAPltello-281 Study Design

A global, multicentre, Phase 3, randomized, double-blind study

Primary endpoint
Capivasertib 400 mg BID  Investigator assessed rPFS
Patients with PTEN deficient P 4 days on, 3 days off _
de novo mHSPC Secondary endpoints

« PTEN deficiency:
(diagnostic cut-off of 290% of viable

malignant cells with no specific : . .
cytoplasmic staining by IHC)* 1,012 patients * Timeto pain progression
randomised (1:1) » Time to castration resistance

» Time to PSA progression

_ 1000 mg QD «  Overall survival
Abiraterone/pred + ADT «  Time to first subsequent therapy

»  Symptomatic skeletal-event free survival

Of ~6,200 patients submitting tumour

tissue, 97% had a valid IHC result and 400 mg BID Exploratory post-hoc
25% were PTEN deficient 4 days on, 3 days off PTEN deficiency subgroups
1000 mg QD o
+ ADT Study timeline
Stratification factors:? 7 Oct 2024 Final 0S DCO
« M1 volume (CHAARTED criteria) and visceral mets AR RIEE) AR el 222 EEE LS
Current analysis (52.2% maturity)

» Geography

NCT04493853. Full eligibility criteria available in the online article. *Determined using investigational antibody for PTEN (SP218) (Roche Diagnostics).
tHigh-vol. disease with visceral mets, high-vol disease without visceral mets, low-vol. disease; North America; Western Europe and Australia; Latin America and Eastern Europe; Asia.
ADT, androgen deprivation therapy; BID, twice daily; IHC, immunohistochemistry; mMHSPC, metastatic hormone-sensitive prostate cancer; pred, prednisone/prednisolone; QD, once daily; rPFS, radiographic progression-free survival

L congress
Karim Fizazi MD, PhD Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m



CAPITELLO-281: AA + AKTi

CAPltello-281 Primary endpoint: investigator-assessed rPFS CAPItello-281: Interim OS

OS analysis was conducted at 26% maturity, further follow-up is planned

Pho + abi (N=505)
10 h—t—u
e e Events,n (%) 129 (25.4) 138 (27.3)
Events,n(%) 183 (361) 215 (426) 08 ‘ Median OS, months (95% Cl)  NC (425,NC)  NC (NC, NC)
0] Median PFS, months (35% CI) 332 (258, 442) 257 (220,299) HR (95% Cl) 0.90 (0.71, 1.15)
HR (95% C) 0.81 (0.66, 0.98) 8 16 M TR 0.401
g P-value 0.034 _2-
0.6 77 Fuiiut ittt ettt ettt ettt ettty
k<) ©
z S 04
§ : | o
0.4
& i i
25.7months | 7.5months | 33.2 months 0.2
02 | —— Capivasertib + Abiraterone (N=507)
) ) ! ! ~—+— Placebo + Abiraterone (N=505)
—+— Capivasertib + Abiraterone (N=507) ! 1
—+— Placebo + Abiraterone (N=505) : : 0.0 T T T T T T T T T T T T T T T 1
00 - - < . 0 3 6 9 12 15 18 20 24 27 30 33 3% 39 42 45 48
0 3 6 9 12 15 18 20 24 27 30 33 36 30 42 45 Number of patients at risk Time from randomisation (months)
Numberof patents at risk Time from randomisation (monfhs) 507 487 476 447 400 335 286 242 199 164 128 9% 60 42 2 7T 0
2 | o | oem | e | o | g | an | | wm | @ | @ | @ | a | a |6 |6 505 494 479 449 388 330 273 227 18 153 113 88 56 33 19 7 0

Pbo + abi 505 479 40 3B 26 245 198 154 13 8 9 5 3 2 8 0 A stratified log-rank test was used to calculate two-sided P values. HRs and 95% Cls were calculated using a stratified Cox proportional-hazards model.
Cl, confidence interval; HR, hazard ratio; NC, not calculable; OS, overall survival; pbo, placebo

congress
..... Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. M

BERLIN Gongress
Presented by Dr Fizazi at ESMO 2025 2025 m



IPATENTIAL150:

Identification of PTEN deficiency by NGS was associated with greater benefit from Ipatasertib

Events Patients Median OS, HR (95% CI), pvalue
siratified

mo (95% Cl
A Evenis,n  Patients, N Median free jon-free survivalat 1year Phothbl 170 201 S88(08-309) o (0.78-1.17) 057
survival, months (95% €I)  since randomisation, % (95% C1) Ipat+Abi 158 260 36.8(314-42.1)
—— Placebo-abiraterone group 154 261 165 (13.6-17.0) 633% (573-69-3) PTEN loss by IHC
— Ipatasertib-abiraterone group 124 260 185 (16:3-22.1) 64.4% (583-705)
100%
100
80 75%
3 g
a 60 ~ 50%
i K]
% 407 g 25%
g
20 =+ Ipat+Abi "
Stratified HR for progression or death 0-77 (95% C10-61-0-08); 0% "
p=0034 0 6 12 18 24 30 36 42 48 54 60 66
0 T T T T T T T T T T T Time (ITK)]
3 6 ] 12 15 18 2 24 27 30 3
:;:mmu Number at risk
(nu
Placebo-abiraterone group  261(0)  233(5)  206(9) 175(13) 151(18) 105(40) 71(58) 41(77) 22(90) 10(98)  3{104) E m— | 261 244 225 191 161 133 112 96 35 10 1
IHC Ipatasertib-abirateronegroup 260(0)  238(13)  211(18) 132(24) 149(26) 113(49) 72(77) 48(34) 25(113) 12(124) - - = 260231208 186 160137119100 75 36 & 0
N GS Events Patients Median OS, HR (95% Cl),
A Events,n  Patients,N  Median progression free mo (95% Cl) __non stratified
survival, months (95% CI) Pbo+Abi 72 103 29.8 (25.5-37.0) 0.76 (0.54=1.07)
— Placebo abirateronegroup 70 103 142 (10.5187) ateAGl 98 105 30000T-52.2)
— lIpatasertib-abiraterone group 47 105 191 (13-9-NE)

Progression-free survival (%)

Stratified HR for progression or death 0-65 (95% €1 0-45-0-95)

PTEN loss by NGS

Overall survival

Number at risk

T T T T T T
3 6 9 12 15 18

(number +" o
Placebo-abirateronegroug® 103(0)° 94(2)  80(2)  66(3)  56(3)  40(1) 29(19)

Ipatasertib-abiraterone gr

Elena Castro MD PhD

W05(0) y 92(6) B3(8) 74(12) 63(12) 45(22) 30(3)
LR

L4

21 24 k) 30 EE]
Ty 6@y 4g0 102 &.Iuml‘)er at risk
21(40) 12(47)  A(54) - ﬁwa 98 86 72 58 46 39 31 28 14 6 0
105 80 73 63 54 46 39 34 12 1 0
\d G —
‘ar

Sweeney et al, Lancet, 2021; de Bono, Eur Urol, 2025
Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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STAMPEDE:

PTEN deficiency transcriptomic siganture and Docetaxel benefit
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c hormone-sens
prostate cancer

] |

BRCA1/2 CDK12, ATM...
Mutant* Others? No HRR
Triplet |
ADT + ARPI + PARPi J
© paL52 may be [ PTEN loss | | PTEN intact |
considered IHC or NGS? RNA?

. .

i i De novo metastatic disease Recurrent metastatic disease
De Novo HV ADT + ARPI + capivasertib l '

or docetaxel? |

o
2
o
Q
<
3
&
3
®
@
-]

Triplet According to prognosis
ADT + ARP| +Docetaxel ~ ADT + ARPI + PARPi vs | | |
vsADT + ARPI + PARPi ADT + ARPI High-volume disease* Low-volume disease*  High- vqume disease* Low-volume disease*
ADT + ARPI* ADT + ARPI* ADT + ARPI ADT + ARPI*
PTEN- p— or
Signature| ADT+ARPI'+ ADT + ARPI' + —
docetaxel docetaxel 5
’ PTEN- and —
signature prostate :
radiotherapy ({e]

o3} Buipiodooe sjajdiil Jo s)ajqnoq

Adapted from Azad et al, Eur Urol, 2025
David Olmos MD PhD @Dolmos77



PROSCA 2025

triplets with PSMA-Lul77: PSMA Addition in PSMA +

PSMAddition: randomized phase 3 trial of '’Lu-PSMA-617 in mHSPC

Eligible male patients TLu-PSMA-617
(7.4 GBgq £10% =
Untreated or minimally 6 cycles q6w) :* g
treated® mHSPC + ADT + ARPI° " =
[ il
e l Ly
ECOG PS 0-2 o
: Crossover allowed -
upon BIRC- =
21 PSMA+ metastatic lesion : conF;'lrmed PDe .
on #Ga-PSMA-11 PET/CT I @
ADT + ARPI® ‘S
w
Appropriate for ADT + ARPI
Stratification factors Follow-up periods
* Disease volume (high/low) — per CHAARTED criteria’ « PFS:  until event in all patients
= Age 2 70 years (yes/no) * Safety: 30 days then 24 and 48 weeks
* Previous or planned treatment of primary tumour by radiation or after freatment discontinuation

« 0S: every 90 days after last contact

prostatectomy (yes/no)

2 ADT in the neo-/adjuvant setting and/c not mandatory after crossover

ADT, androgen deprivation therapy; BIR : EVICW Gt ot O VE i E: val,
PETICT, positron-emission tomographyfoomputed tt:-rrmngraphw,-r qbw, every 6 weeks PD, radlographlc d|sease progressmn rPFS radlographlc progressmn free sun.-'wal
1. Sweeney CT et al. N Engl J Med 2015;373:737—46

MEDHQT&SS

Tagawa et al. ESMO 2025




PROSCA 2025

triplets with PSMA-Lul77: PSMA Addition in PSMA +

Data cut-off: 13 January 2025

Data cut-off: 13 January 2025

rPFS by BIRC - the primary endpoint was met
Interim OS (prespecified intent-to-treat analysis

- follow-up continues)

Event-free probability (%)

71Lu-PSMA-617
+ ADT + ARP! A([;IT:Q';)P '
(N=572)
Events —n (%) 139 (24.3) 172 (30.1)
1PD 112(19.6) 152 (26.6)
Death without 1PD 27(47) 20(35)
40 HR (95% CI) 0.72 (058, 0.90)
2] == Lu-PSMA-617 + ADT + ARPI p value 0.002°
=++ ADT + ARP| i y
+ Median rPFS (95% Cl) NR (NE, NE) NR (297, NE)
0 T T T T T T T T T T T T T T T T T - months

T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42

Time from randomization (months)

Number of patients still at risk

572 558 539 524 512 485 458 452 436 337 252 212 153134 79 73 59 23 18 3 3 0
572 550 527 507 495 461 424 408 391 304 225 195 134 99 74 50 47 19 156 4 4 0

aSignificance threshold at rPFS IA2: 0.009 (one-sided; stratified log-rank test); information fraction, 74.4%
Cl, confidence interval; IA, interim analysis; NE, not estimable; NR, not reached

202

Event-free probability (%)

100
80+
Hay M Events —n (%)
607 Censored - n (%)
wl HR (95% Cl)
p value
i |

904 = "Lu-PSMA-617 + ADT + ARPI Median O (95% Cl)

-+ ADT + ARPI i

G T T T T T T T T T T T T T T T T T T

T T T T
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44

Time from randomization (months)

Number of patients still at risk

572 566 562 556 560 543 533 521 512 424 336 267 195 174109 94 78 45 27

12

572 561 551 547 539 531 526 516 501 432 315 268 196 159 118 91 72 46 28 16

2Significance threshold at OS 1A1: 0.0011 (one-sided; stratified log-rank test); information fraction, 47.3%

500
720

1L . PSMA-617
+ADT + ARP| A&T_"QE)P '
(N=572) -
85 (14.9) 99 (17.3)
487 (85.1) 473 82.7)
0.84 (063, 1.13)
0.125°
NR(NE,NE)  NR (NE,NE)
mﬂﬂngmss

Tagawa et al. ESMO 2025



OligoMTS mHSPC: Wolverine

Trial Level Analysis:
Random effects model P<0.001

Study logHR SE(logHR)

ARTO -0.9375 0.2399
EXTEND cADT 06506 03242
EXTEND iADT -0.6509 0.2492

09696 03311

SABR-COMET 24113 1.0096 ———+

Stomp -0.7245 02742

Common effect model
Random effects model

Heterogeneity: /° = 0%, <* < 0.0001, p = 0.59

HR 95%-Cl

0.392 [0.245; 0.627]
0517 [0.274;0.976]
0.522 [0.320; 0.850]
0.379 [0.198;0.726]
0.090 [0.012;0.649]
0.485 [0.283; 0.829]

0.444 [0.349; 0.565]
0.444 [0.349; 0.565]

Cox Regression (Stratified by Trial):
MDT (vs SOC) HR: 0.45 (95% CI: 0.35-0.58), P <0.001

o
=}

o
Y
o

PFS probabilty

soc Median: 14.9 mo

24 48
Time from randomization (Months)

50

7

Cox Regression (Stratified by Trial):
MDT (vs SOC) HR: 0.64 (95% CI: 0.40-1.01), P =0.057

08 probabiity

o
3

48
om randomization (Months)

s0C 48 mo: 75%
woT-soc 48 mo: 87%

T2

Effect of MDT (vs SOC) among subgroups

Group Subgroup Events/N
Full cohort 300/472 s
CRPC_baseline __Resistant 113/199 —
Sensitive 187/273 ——
Primary treated  Yes 258/389 s
No 39/79 o
Cancer stage N1+M1a 131/202 -
Mib+M1c 169/269 —
Imaging type PSMA PET/CT 19/61 +———1—t
Conventional 124/189 -
Fluciclovine PET/CT 40/58 i
Choline PET/CT 117/164 P
Other than PSMA PET/CT 281/411 et
Mets_Number 1.2 202/318 ._._.
35 98/154 =
ADT among CSPC Yes 82/152 heond
No 104/119 —
f -

Hazard Ratio

HR (95% Cl)
0.50(0.39, 0.62)

0.45 (0.30, 0.66)
0.51(0.38, 0.68)
0.51(0.39, 0.65)
0.41(0.21,0.78)
052 (0.36, 0.74)
0.48 (0.36, 0.66)
0.24 (0.09, 0.69)
0.53 (0.37, 0.76)
0.48 (0.26, 0.92)
052 (0.35. 0.75)
0.51(0.40, 0.64)

0.50 (0.38, 0.67)
0.48(0.32,0.72)
0.48 (0.31, 0.74)
0.42 (0.28, 0.63)

Interaction was tested for all subgroups and were not significant at P>0.05.

Adapted from Tang et al, ASCO GU 2025



IRAD-START-MET

START-MET: ShrT Androgen Receptor Therapy METastatic HS prostate cancer. ) RAS

mHSPC, non-blinded, randomized, phase III, multi center study. ~—

ClinicalTrials.gov Identifier: NCT05209243

Meets following criteria

ENDPOINTS

Inclusion criteria N = 266 Primary endpoint:
= | - rPFS

Castration sensitive > Local prior
treatment allowed P STANDARD OF CARE + SBRT (all Key Secondary endpoints:

i i Overall survival
ECOGPSOor1 metastatic lesions) ) ]
Time to cytotoxic chemothera
Distant metastatic disease by < 3 Tima to p‘étA p:;'gression rapy
lesions based on CT and Bone Scan

- : Time to pain progression
and < 5 lesions based on Coline or Time to castration resistance
PSMA PET/TC

ADT+ RT to the primary tumor
(previously not treated) + Second

generation hormonal treatment Time to skeletal-related event

Quality of life and safety profile

L]
L]
[
L]
[
.
L]
L]

Stratification factors:

Randomization 1:1

* Prior local treatment STANDARD OF CARE Exploratory endpoints:
« New Imaging technique (Coline vs

PSMA PET/TC)

ADT+ RT to the primary tumor f:,‘;';}a:::{fofs“ssme“t

l (previously not treated) + Second Second progression free survival

generation hormonal treatment (PFS2)
Time to symptomatic progression

Exclusion criteria

Metastases in previously irradiated

areas (ADT+ Abi/Apa/Enza/Daro)

Prior docetaxel or second
generation hormonal treatments

Tumor stage T4 Pls: Conde-Moreno, Lépez-Campos, Gomez-lturriaga
Genomic sub.studies Pl: OImos and Lépez-Campos.




etastatic hormone-sensitive
prostate cancer

No trial evidence but might Benefit from ADT or

= SPOP
“ ] ADT+ARPi and early descalation?

l :
BRCA1/2 CDK12, ATM... E E
Mutant* Others? No HRR ° m
Triplet | a 71
ADT + ARPI + PARPi il ! (/)
[ PTENloss | [ PTEN intact | Qq
* PALB2 may be <
considered IHC or NGS? RNA? [ ] - -
PET-CT PSMA
ADT + ARPI + capivasertib < #
De Novo HV or docetaxel? i i g (]
Triplet According to prognosis ‘ » - . : E
ADT + ARPI +Docetaxel ~ ADT + ARPI + PARPi vs l De novo metastatic disease I l Recurrent metastatic disease l 3 fD
vsADT + ARPI + PARPi ADT + ARPI
| [
| | | ® v
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The greatest evidence from clinical trials to apply personalized treatment
approach —

the PARPI trialsBRCA1/2 pts benefits the most and have the worse outcomes with SoC—-> Triplet with PARPI
Other HRR: benefit of PARPI addition not extended to all... we lack data of triplet therapy benefit
Early access to best-in-class NGS testing for prostate is still a major hurdle

IHC PTEN loss in prognsostic, adding AKTi is predictive of modest rPFS
Benefit but not OS:

Best method to identify Good responders: IHC vs NGS vs RNA signatures
PTEN deficiency signature in STAMPEDE associates to Doceyaxel Benefit 2 Triplet therapy?

PET PSMA may further stratify patients

To define oligo MTS disease for SBRT intensification
No clear OS data for adding Lul77-PSMA
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