Actualizaciones tras el Congreso
Americano de Oncologia Clinica ‘ [ ' GONORTE

Grupo Oncolégico

Presentaciones mas destacadas en
cancer de prostata

Dr. David Olmos
Hospital Universitario 12 de Octubre - Madrid

R\




nmCRPC

Clinically

PROTEUS

mCRPC:
1st line

S,
De Novo
MTS
<)



nmCRPC

FUZOPRO

Clinically
Localized —, TCI:iPC.
Disease stline

PROTEUS

S,
De Novo
MTS
<)



nmCRPC

Clinically

PROTEUS

FUZOPRO
mCRPC:
.
Me TALAPRO-3

1st line

ZZFIRST

]



= N

Clinically

PROTEUS

FUZOPRO
mCRPC:
.
Ve TALAPRO-3

1st line

ZZFIRST
A-DREAM ENZAMET + Decipher D>>



PROTEUS: A Randomized, Double-Blind, Placebo-
Controlled Phase 3 Study in HR-LPC

Neoadjuvant Adjuvant treatment
(C1 through C6) (C7 through C12)

(240 mg QD) (240 mg QD)
+ADT +ADT * PSMA-PET (3 months after EQOT)

* PSA every 3 months
» Conventional and PSMA-PET

imaging at BCF (PSA 20.2 ng/mL);
PBO + ADT PBO + ADT every 6 months thereafter

Patients With
HR-LPC

OMN—-=002Z2>»3X

-—
s
-—

Stratification: Adjuvant or salvage RT
+ cNOvs N1 post-RP at investigator's
» Gleason score (7 vs 8-10) discretion

» Region (North America, Europe, ROW)

+ To complement these data, a substudy is ongoing to further inform on the role of APA + ADT + RP versus RP alone

Patients randomized from July 15, 2019, to June 30, 2022.
Protocol Amendment 7 for including PSMA-PET into MFS assessment (April 14, 2022).

APA, apalutamide; BCF, biochemical failure; C, cycle; EOT, end of treatment; PBO, placebo; PSA, prostate-specific antigen; PSMA-PET, prostate-specific membrane antigen positron emission tomography; QD, dai
ROW, rest of the world; RT, radiation therapy.
3APA/PBO is stopped 2 weeks prior to planned RP and then resumed 4 weeks after RP. Cardiovascular risk prophylaxis and venous thromboembolism prophylaxis given based on risk. )
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PROTEUS Statistical Analysis Plan
Based on 2000 Accrued Patients

Dual Primary End Points pCR/MRD MFS

Alpha (2 sided) 0.01 0.04

Power 94% 85%

Number of events needed at final analysis >5% difference between arms 477 (Actual 472)

COMPOSITE: COMPOSITE:
*+ pCR/MRD and MFS were to be tested at * ha * .
recycled to test MFS when pcR/MRD anc ~ PCR-pTO or MFES convencional

» As pCR/MRD and EFS were significant a % MRD—<pT2 or <5% residual T wer * MES PET 6

* . .
MTS por biopsia
Power for MFS analysis was based on assumption of HR=0.75
Power for pPCR/MRD was based on assumption of 5% pCR/MRD rate in PBO + ADT arm.

The independent data monitoring committee recommended continuing blinding until the final analysis. )
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MFS by Conventional or PSMA-PET Imaging

Dual Primary End Point Met:

— 100 —f—eonmn rraime
12 8.9% G APA + ADT
o OR, 10.17 E g0 ==
> 95% CI, 5.27-19.64 4 PBO + ADT .
a + i
T p<0.00012 B 60 1
Lo 0
E § --------------------------------------------------------------------------------------
B £ 40
9 g
= o ,,_| HR, 0.80°
(=] w
[ 5.1% ypTO = 95% ClI, 0.67-0.96
Sl 1.0% p=0.02°
9 0 T T T T f T |
o, 0 12 24 36 48 60 72 84
0 - : 0.4% ypTO. at risk Months Slnce Randomlzataon
APA + ADT PBO +ADT ;:/:\[31 m»z &io 9‘:::1 812 (m 285 :‘,“ 8
94/1057 10/1052 .

Positive study according to their pre-specified ENDPOINTS boundaries
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MFS by Conventional or PSMA-PET Imaging

Dual Primary End Point Met:

o 100 ~¢—ooetcrriorortmna
8.9% APA + ADT
ol OR, 10.17 . T ——
il 95% Cl, 5.27-19.64 a N
s 81 p<0.00012 3 60- PBO+ADT
% 6 % a0
= E 20| HR, 0.802
E 5.1% ypTO = 95% Cl, 0.67-0.96
£ o2 1.0% p=0.02°
g‘ ° 0 112 2l4 3I6 418 6‘10 7I2 8I4
0 — . 04% ypTO_ at risk Months Since Randomlzataon
APA + ADT PBO +ADT ) +ADT 1052 1060 s 812 634 65 0
94/1057 10/1052 - ' : &
Aprox. x10 FOLD Only 5% MFS increase
INCREASED IN pCR/MDR What does PET-PSMA MFS means?

PSA-driven, major % not basal PET
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MFS by Conventional Imaging

APA + ADT wdin

100  (95% Cl, 84.8-89.2)
80 — !
E PBO + ADT e Use of PSMA-PET with
2 < i (95% °C| 81.2.86.2) potential early detection
§ E 60 i s of metastasis and
§ S Tt ““““““““““““ subsequent therapy
> g 40 | may impact MFS by
» - ; conventional imaging
= 20 - HR, 0.842 .
95% CI, 0.67-1.07 i
p=0.15 :
0 | | | | i | |
0 12 24 36 48 60 72 84
No. at risk Months Since Randomization
R0 L ADT NNT for 5 yrs Conventional MFS
i | need to treat 32 patients to avoid a MTS at 5 years! A
NS, ot igica How many | need to terat to avoid a OS? ;
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Outcomes with SoC 1L mCRPC differ by BRCAm/HRRm/non-HRR status

BRCA1/2m pts tend to progress earlier to 1L, either taxanes or ARPI

BRCA < HRR non-BRCA< Unselected < Non-HRR

100% -
Median time (months) to key outcomes and HR (95% Cl) of comparison of the BRCA Medn (NI TATOIIATH TATH 16001100 3630 3030 A0S 3260 20,00 (2400, 20700
subgroup with the HRR non-BRCA, non-BRCA and non-HRR subgroups 90%
B BRCA (n=95) B MRR non-BRCA (n+127) B nonBRCA (n=633) I non-MRR (+5086)
B80%
s HR: 13 (1.0-1.8) % 70%
g " HR: 1.7 (1322 5 os
g HR: 1.8 (1.4-240 3 0%
E g
s a2
e g
2 HR 1400109 H
o PFS2 » ) $
2 HR 18(14-2)) a
z HR 1.9 (15-245 L]
o &£
o
b
8 vvvvv
o8 HR: 20 (1.6-25)"
HR 21 (v 7-27)*
0 & 10 15 20 25 30 "L T T L T L T T T L— T T
Month: 0 5 10 16 20 25 30 35 40 45 S 66 60 €5 VO Y5 80 S5 90 96
onins Months since treatment initiation
LR
Unadjinled medan survivel Hits in bhane e Lt ween §ubgroapn Taxsme ORCA 2 n = F ] . . s 2 L] L
"M companing BRCA v RN M“CA .- u—wnnq IlCAn'm“CA ‘MM comparing BRCA va nos-MIR AR BRCA %7 “ 0w ar I 2 ] . . )
~ BRCA Jen i m " m A .- “d e
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rPFS by BICR in the overall population ~ Interim Analysis Cohort 1 per Nov 2024 amendment

uzuloparib +AAP |

‘ ‘-»-.x\ Events, n (%) 121 (48 6) 138 (559
g *, Median rPFS (95% CI). months 248(204,304) 199(152,222)
754 B! “'\
HR (85% Cl), 0.71 {0.55, 0.91)
k\ ;\\\% one-sided stratified log-rank p p = 00034
3 i3 i
£ b Prestablished HR <0.75
- — ]

w50 B g p<0.01 IA boundary
- \iﬂ‘—‘_‘w ‘

25 Placebo +AAP STt

f—
0 -
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 24 38 38 40 42 44 a6
Time since randomization (months)
No. at risk

Placebo « AA-P 247 212 191 173 165 142 124 115 110 100 4 88 77 62 48 45 M 16 13 12 5 0

The interim rPFS analysis met the prespecified efficacy boundary, confirming the study as positive for its primary endpoint
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OS in the overall population > 83% maturity for final 0S
224 of 270 OS events

Crossing OS curves

g
75 suggest non-proportional
hazards
= HR=0.96 with 83% of
- 0 RIS = events — very low
o Fuzuloparib + AA-P  Placebo + AA-P =+ +'§ prﬂbﬂblhl}' that any
non-proportional hazard
" n (5 [i; 3 2 (4T 1
Evenls, m (%) 104 (43.4) 116 (47.0) madel WI”EhaﬂgE the
25 4 Median rPFS (85% Cl), manths 41,9 (31,3, NR) 36,8 (28.7, NR) i+ CDI'IEIUfiiDFI
HR (95% C1); 0.96 (0.73, 1.24)
oné-sided siralified log=rank p p = 03667
a4
1] 2 4 -} B 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46
Time since randomization (months)
Mo, at nsk
Placeba + AA-P 247 243 240 234 228 X0 211 204 192 181 172 1684 152 135 19 105 B89 83 45 34 21 11 4 0

With 83% OS maturity in this analysis, it is highly unlikely that the final OS analysis will change the result
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FUZUPRO study: fuzuloparib + AAP = Activity in BRCA > DDR > Unknown

Similarly to TALAPRO-2 and PROPEL
In FUZUPRO we see the same hierarchical benefit aligned with biology

BRCA >> HRRm >> Unselected pts > non-HRRm
7]
L
-
HR 0.48 (0.24-0.83) HR 0.51 (0.31-0.85) HR 0.71 {0.55-0.95) HR 0.81 {0.61-1.08)
7] ?
c
N
Unknawn HR 0.76 (0.32-1.32) HR 0.96 {0.73-1.24)

Ye ef al. ASCO 2026
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FUZUPRO in Post-ARPi = similar lack of data as other PARPi-ARPi combinations

;uluu:::; 28
+ Ablraterone + Enzalutamide Darolutamide
In High Risk In High Risk
ADT+ Fuzuloparib + AA-P
{N = 248)
- nmCRPC DRD status
Positiva 60 (24.1)
L Gr Megativalunkmnown 188 (T5.9) 191 (77.3)
Clinicall Risin _—
. Y B CRPC: BRCA1/2 mutations
lized Tﬂ li ‘ Positiva 28 ({11.2) 28 (11.3)
. L o5 2 L (11.3)
Disease Moncastrate Clinical ine : .
Metastases: Megativalunknown 221 (BB.8) 219 (88.T)
' . - Presence of visceral metastases 25 (14.1] 41 (16.8)
De Novo | MNoncastrate {excluding lymph nodes) 2 (14.4) B
MTS ) Docetaxel Presence of high tumer burden 153 (61.4) 155 (62.8)
ADT+ Abiraterone Baseline PSA level, median (MQR) 13.7 (4.7, 50.8) 14.2 (4.6, 51.2)
E'“"““"'I':: Bassline PSA level
— e Darolutamide <median 126 (50.8) 121 {49.0)
ataxel + Fore
OR Darolutamide =median 122 (49.0) 125 (5008)

Use of cytotoxic chemotherapy
or novel AR-targeted therapy at 43 (17.3) 43 (17.4)
HSPC stage

Note: in FUZUPRO 20 pts in the experimental arm have <3m run-in AAP before randomization
in MAGNITUDE longer AAP exposition fo AAP before randomisation was associated fo worse

1 patient previously exposed to Abiraterone in mHSPC*
outcomes in BRCA/MRR patients (Castro et al. ASCO GU 2023) *Data provided by investigators/Sponsor

ADT - Androgen Deprivation Theraopy; CRPC — Costration Resistant Prostate Cancer
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Further evidence of the ARPI+PARPi combos is required in Post-ARPi setting

Post-AAP

TALENT (NCT06844383): Talazop + Enza vs Talazo in HRR

Post-AAP or Post-“amide”/ARi

TEAM PC (NCT06582628): Talazop + Enza vs Enza in all

ADT + (" Primury andpeint: \

Tetarooart: 0.5 mg = PFS
I 150 g
o Sy Secondary andpoints
E 1. PFEASD response rates
ey 3 montha
ADT 2. Tima b PSA
— 1, QO (overal, fatigus)
S Ay & Salwly
T Explersiory
Eradposnls
e 1PFS by gere: batvsn
BACANT en rewe @A S mededees e (SCALT CDH1Z
P i b P T RS peEey

-,\:Ln wrul e ""-'_'__,-"l

Exgerisearn Arm FoarAd
LR Tl oo cotients portd fUp do 41,
RN + Eruabtariide I / “
. p——— 160 mg o Adarreus ALK «5 satesh '
with 8 ar AR i
P pogreioe 1
i POSEAR . Conmel dem puet-aiiam !
.M':rn“ \.\ i it et ot
misimsly symremsic | Aardomucdtion =1:1" . v
T 16D g oed 12 potients pastART e Smtapre ol
1otk for %7 pot-enroksiamiss) :
L, IS 0 reatin :
—— Post-ARi ., Eeeimentuldm st ARl |
o "
it WO Baioitall 2 patients pout-A fip fo +1) !
B e : 1':”*"‘; ; (ioen  post-Erushromide] i
= ™ Momirun & R =54 patiets i
[
T 1 L .
o 2 ani e in roam
- —
[llemren — : s
= dpromiiale fool cate of Expererefeb Lol A sédee sterane sord el e; Ane asdhagen memrpior mbinta: Domdilamde, doahioreke or Suchfome
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TALAPRO-3: Trial Design - Interim analysis 1

« Contemporaneous trial against

Primary endpoint an active ARPi doublet, but:
Key eligibility criteria »  [PFS by investigalor assassmant
mCSPC harbaring HRR gane allerations
Documented metastatic diseass by TALA 0.5 mg® + ENZA 160 mg
positive bone scan or matastatic lesion once daily
on CT or MRl scan

Key secondary endpoint
+ O3 (alpha protactad)

Other secondary endpoints
+ ORR per RECIST v1.1

No triplet with Docetaxel =

70% High volume, 84% de novo

ECOGPS0or1

Ongoing ADT + Duration of soft tissue response
= ! 4 * PSA raspons
mOSpG o DT with or without ARP - Time io PSA progression » Metachronous mCSPC may be
Prior docetaxel for mCSPC not PEO + ENZA 160 myg + Tima lo systemic antineoplastic under_represented
parmitted" once daily : i’ﬂmpt!f s
= Tima 1o first 58
Stratification factors + Safaty
+ De novo vs relapsed mCSPC « PROS « BRCA1/2mut ﬂ'nly 1/3 of Pts
Data cutoff date: February 18, 2026
+ High vs low-volume disease ' Exploratory endpoint
+ BRCAmM vs non-BRCAm status = [PF52

* Highest number of ATMmut

HRR gene alterations: ATM, ATR, BRCAT, BRCAZ, COK12, CHEKZ, FANGA, MLH1, MRET1A, NEW, c o n .
mﬂ?mﬁrﬁusm FoundationOnelFoundation One®C0x and FoundationOne®Liquid COx) cases in PARPI trials {N—1 5?}

035 mg onca daily il palient has modarals renal impairment. BAs par profocal amendment (Saplember 2021). ClnicalTrials.gov idenlifier: NCTO4821622.

ADT=ardragen deprivation therapy, BRCAm= BRCA allerations; CT=compubad lomography, NRI=magnelic rescnance imaging; ORF=objeclive rmeparda rate;, PEBD=placebo; PFE2=lima 1o sscond pragression or daath, PRO=Patia arlesg

pubcomeas; PSA=prosiate-spacific anligan; RECIST=Response Evalualion Criterd in Soid Tumors; SSE=symplomalic shaletal evant )
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Clinical outcomes of mMCSPC according to BRCA/HRR/Non-HRR status

CAPTURE mCSPC

BRCA vs non-BRCA HRR vs non-HRR
A B BRCA < HRR non-BRCA < Non-HRR

100. - AN AOTBACA DOCE + ADT BRCA & Aot DOCE + ADT s 8%CA 100 ANPL ADT WA DOGE + ADT MR AR - AT DOCE + ADT ot
"R, Mecton (0% OB 1000 W D0AD  IZAB LG 104D SITIRIATIIN | 2290 ORNIA% Mackan 5% S0 TIEACNE 2000 (AN TIIRPAINE T80 (170400 I BRC I I . I
ol 1% . n A, volume lose prognostic value
® &
= I»
; “ é N Am Medi; h:
tcomes an, months
o . BACK - INo-BRCR HR (95% CI P value
g g (N=69) (N=4a87) ¢ )
- © All patients
0 0 " (18- < 1
™ 4 | e i
g * m(R Xz zi] ' 22(1.7-3.0) <0.001
w » » e 3 ) e 7 (2.0-36) <0.001
m P High volume n=42 n =264 !
- 10 10 PrS 128 218 ! ——— 2.1 (1.4-3.0) <0.001
° o TYCR 108 170 ' > 19 (1.3-2.7) <0.001
0s 247 414 ' —_— 2.5 (1.7-3.5) 20,008
O 5 %0 15 20 25 30 35 40 45 50 55 € 65 YO V5 60 &5 00 5 O 5 10 15 20 35 30 35 40 45 50 55 60 65 0 TS 0 85 0 05 L ol ne3? e i A e
Wenthe shuon inatutont nitiition Months since treatment initiation N YDme. < '
e ot ik o v ik PFS 168 430 ' —— - 3.7 (2.3-58) <0.001
aorenca B o w8 . ' AN ATIOR B % M ® « 148y s 5 ¢
0 3 ' —_——————— 36 (2.3 <0.001
ADTBRCA B W W Y 3 3 2 * 1 % 1 ' 1 (I ) DOCE+ADTIA ©1 & @ N M ¥ L TR | . TTCR 160 5.0 ' 36 (2.3-5.5) 0.00:
A " A N . os a6 nse H ———_e—— 34 (1865) <0.001
Trestment comparncn i BRCA PR B5% COj 04 B.3-1.7) Trestrint comparacn in MR (A 357 CO§ 10 193200 : Hazard ratio (log scale)
Trastesent carmpainon n e BHCA DA 35% CHf 05 £4.57) Tresmant compartsan s s AR WA 9% €A 05 0361 <
Favours BRCA  Faveurs non-BRCA
C D Outcomes Median, months HR (95% CI) P value
HRR lon-HRR
1007 —reng A+ ADY BCA DOCE » ADY BRCA AR . A DOCE + ADT e 85CA 100 AR o ADTMAR  DOCE o ADT AR AN < ADT e HIVIDOCE « ADT o AR (N=159) (N=397)
W, Moo 5%, O 2424 0N M7 EAATI08 S AN AT (2 TR0 Macion (5% GO 3000 GO0 NI 33 LS TORG  IOBNMIAOKNE LT3 kAL TR PR
patien
» - PFS 205 306 V PN 16 (1.3-2.0) <0.001
ed Lo TICR 17.0 229 L 14 (1.1-1.8) 0.003
0 i 7 05 39.0 55.7 L ——— 15 (1.1-2.0) 0.003
E : High volume n =86 n=220
w 00 0 PFS. 16.4 223 e S 15 (1.1-2.1) 0.005
= TTCR 124 17.0 | —— 14 (1.1-19) 0.011
o os 280 414 : —— 1.5 (1.1-2.1) 0.014
g “ a1 ) i 40 Low volume nw73 nw=177 ]
i Do 1 S 370 457 e — 1.7 (1.1-2.6) 0.012
o - ™ TTICR 250 326 e 14 (1.02.2) 0.080
o BX P~ 0s 466 716 —————— 17 (1.0-2.8) 0.034
0 0.
4 Hazagd ratio (log scale)
2
o ° -— e
0O 5 10 15 20 25 30 35 40 45 0 55 00 6 TO TS 80 65 0 0 © 5 10 15 20 25 30 35 40 45 50 55 60 65 V0 TS M0 85 90 96 Favours MRR Favours non-HRR
Mantha sece treatment iniation Months since trestmant intsaton
e sk o v
anmoaoTERCA B B B u W a0 20 MRLATIOR W o m @ @ @ m oM oW 8 T & 3 3 3 % o1 1 e
“ ¥ % omomomowm e 7 8 40 Vs

DOCE.ADTBACA 7 ' # 1 W 4 M 8 & 4 3 3 1 1 1 %

Olmos et al. Ann q:
N
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Primary Endpoint: rPFS by Investigator

TALA + ENZA led to a 52% reduction in risk of progression or death

1.0
i TALA + ENZA PBO + ENZA
:?E.B“.-"u (70.8-81.4) (N=300) (N=299)
0.8 — : Events, n 67 126
w I
L [ Median (95% CI),
::: 06 | months NR (NR-NR) 45.8 (37.7-NR)
) : Median follow-up for rPFS was
E 0.4 — : 56.2% (50.0-62.0) 37.6 and 37.7 months, respectively
b |
g :
o [
0.2 - |
|
HR=0.481 (0.357-0.647); P < 0.0001 i POSITIVE STUDY
. ; ] & -
0.0 | For its 1ry endpoint
T Ir T T T T T T T T T T T rr1rrrrr1r o1 17 T 1
0 2 4 6 B 1012 14 16 18 20 22 24 26 28 30 32 34 36 3B 40 42 44 46 48 50 52
Months
Mo. at Risk

TALA + ENFA 300 282 271 262 260 248 241 232 232 319 213 206 196 195 180 182 178163 126 99 96 63 32 20 14 3 0O
PBO + ENZA 200 284 279 255 243 232 222 212 203 200 188 179 175174 163 151 151132 88 74 74 49 32 21 12 6 O

Diata cutoff: Fabruary 18, 2028, Intention-to-Treat Population )
Stratified hazard ratics (HRs) and 2-sided P values are reported throughout this presentation unkess otharsise stated, Cl=confidence Intarval; HR=hazard rati; NR=nal reachad
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Overall Survival in TALAPRO-3 & AMPLITUDE Interim analysis

Probability of OS

No. at Risk
TALA+ENZA 300300299295 290 288 284 280 276 273 272 265 257 250 248 246 239 224 186 146121 95 69 47 24 11 3 1 0

PBO + ENZA 299298 297 289 285 282 273 264 260 254 250 245239234 228 222215205166 137113 90 64 48 21 15 5§ 0 0

2026 ASCO

ANNUAL MEETING

TALAPRO-3

HR=0.77 (95% CI 0.56-1.04)

p=0.09

Months

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

TALA + ENZA | PBO + ENZA
(N=300) (N=299)
Events, n 74 91
Median (95% Cl), | g (NR-NR) | NR (NR-NR)
months

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

presenten 8y: D. Olmos MD PhD @dolmos77

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org.

Overall survival (%)

Number at risk
Niraparib + abiraterone 348 3%
Abiraterone 348 34 340

AMPLITUDE

HR 0.79 (95% CI 0.59-1.04)

p=0.10
é‘ 9 |: 5 B 2 U 7 N B ¥ N 5 4‘8
Time (morkhs)
B N8 N0 M 293 60 8 WY W oW M ¥ VW 3 0
330 39 34 304 28 N9 B4 1B M0 0 0 B 4 0
TALA + ENZA | PBO + ENZA
(N=300) (N=299)
Events, n 74 91
i 0
Median (95% Cl), | Ng (NR-NR) | NR (NR-NR)
months

PARPIi/Platinum
in control arm
» Similar, 1/3 in both
AMPLITUDE & TALAPRO

BRCA vs non-BRCA

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

N
CLINIC

V4
a SCO AMERICAN sO&ETY OF
CLINICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER



AMPLITUDE & TALAPRO-3 Meta-analysis Olmos. ASCO 2026; Lorente et al. Submitted EUO 2026

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

Overall Survival

Study HRR positive HR 95%—Cl Weight

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

AMFLITUDE . 0.79 [0.60;1.05] 54.1%

Fixed Effects Model | *i._l._."_"_.-"-“—#'* | 0.78 [0.63; 0.96] 100.0%
0.5 0.75 1 1.5

Favors Favors
PARPi + ARSI Pbo + ARSI

Heterogeneity: P = 0.0%, = 0, p=0.8899

Both trials analysed together show a significant OS effect for ARPi+PARPi in HRRm mCSPC

/] A
+ NOTE/CAUTION: AN
Mo OS stratified data for BRCA vs non-BRCA HRR subgroups across frials; unegual BRCA distribution (higher in AMPLITUDE) may overestimate the HRR non-BRCA effect when anary[ gmm |r ||
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Subgroup Analysis of rPFS

A consistent treatment effect for rPFS was observed across prespecified subgroups

Placebo +
Enzalutamide

Talazoparib +
Enzalutamide

no. of evenis/no. of patients HR (95% CI)
Overall All patisnts 67/300 126299 —e— | 0.484 (0.360-0.652)
Disease stage® De nova 5A/252 113/254 = 0.464 (0.338-0.637)
Relapsed 8/48 13045 '—'—:—‘ 0.679 (0.289—1.554)
Disease volume? High 52/211 107212 —e— [ 0.422 (0.303-0.588)
() 15/RG 087 —r— NAMA (M 4104 5o}
BRCA1/2 allarations® Yes 221104 49/103 e : 0.368 (0.222-0.608)
Mo 451196 77/196 e 0.567 (0.392-0.819)
o — =70 371156 B4/147 I
fge =t <70 30/144 621152 —e— | .
Site of melastasis Bone only 14/86 27196 renammw! Benefit in rPFS for
Soft tissue only Bi38 12127 | ~ b
Bone and softtissue  47/176 871173 —— HRR non-BRCA
Gleason score <8 Bi45 14/49 P
28 56245 111/245 e (e e
Bassline PSA sMadian 29/150 51/149 | 0.527 (0.334-0.831)
=Median 38150 75/149 = I 0.446 (0.302-0.660)
ECOG PS o 37199 72/208 —e— 0.484 (0.326-0.720)
1 30/101 5491 e 0.446 (0.285-0.697)
Priar ARP| for CSPC Yos oy44 14/36 - 0.507 (0.218-1.173)
No 58/256 112/263 L) 0.485 (0.353-0.666)
Geagraphic region Morth America 11/38 /27 I - 0.951 (0.394—2.298)
Europa 24/132 Ta/142 —— ' 0.310 (0.195-0.492)
Asia 26113 401116 e 0.626 (0.382-1.026)
Rest of the world 617 4114 | I 'I 0.950 (0.268-3.375)
0.1 1

Data cutedf; Fabruary 18, 2028, Intention-to-Treatl Population. *By randomzation stratification Favers TALA + EMZA Favors PBO + ENZA

Uinstratified hazard ratic based on Cox proporticnal hazards mode. P-yales from unstratified log-rank test )
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Benefit beyond BRCA

CDK12: Benefit in rPFS supports ENZA+TALA, which was already seen in mCRPC
TALAPRO-3 AMPLITUDE

TALA + ENZA P20 + ENZA
no. of eventshe. of patients
All HRR-deficient pafients basad on oll HRR fests 677200 e q 048 0.3 1o 065 PFS

HR 158 C1 End Point Subgroup  HR (96% Cl) EventsN
Nira + AAP PBO + AAP
BRCA12 052(0.37-072) ) 57191 93196
ATN 1% 7 043 .24 1o 079) CHEK2 065(0.381.11) : 2472 3276
AR ) ABRBIAT CDK12  101(0.43-239)
A FANCA 0.76(0.20-282)
. ‘ N PALB2  241(066-874)
035 .20 1o 042) Other  0.72 (0.20-2.66)
028 1210 058 Time 1o BRCA12 044(0.29-068)
symptomatic CHEK2 047 (0.21-1.05)
; progression CDK12 068(0.26-162)
R o o FANCA  0.71(0.12-4.27)
3 PALB2 NE (NE-NE)
\E Other 1.18(0.12-11.36)
BRCA12 0.75(051-1.11)
CHEK2 085(0.45-159
COK12 057 (0.25-1.31)

FANCA  092(0.20-4.12) — e

063 03010 123)

[

- N o 5

7
¢

o
_‘-‘ N WD W
w

o

PALBZ2 330(052-21.21)
Other 0.79(0.18-3.36)

FovorsNis ¢ AP ¢

Favors TALA + ENZA  Fawors PBO + ENZA
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Benefit beyond BRCA

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

TALA + EXZA P20 + ENZA
4. of eventso. of patients : Nira + AAP PBO + AAP
A1 M s il st it I S Y s : LR 045 PFS RRCA12_ 0520 37-072) i 571101 G¥198

HR 158 C1 End Point Subgroup  HR (96% Cl) EventsN

ATH %) 1 043 024 1o 079) CHEK2 065(0.38-1.11)
: COK1Z  101(0.43-2.39)
FANCA 0.76(0.20-282)
RCk! ) ‘ ‘ Ll PALB2  241(066-874)
BRCA2 ‘ 035 .20 1o 042) Other  0.72 (0.20-2.66)
0380120 08N Time 1o BRCA12 044(0.28-068)
symptomatic CHEK2 047 (0.21-1.05)
‘ progression CDK12 068(0.28-162)
e S8 FANCA 0.71(0.12-427)
NE PALB2 NE (NE-NE)
\E Other 1.18(0.12-11.36)
RRCA1Z2 N751051-1 11)
CHEK2 085 (0.45-1.59)
COK1Z 057 (0.25-1.31)
FANCA 092(0.20-4.12)
PALB2 330(0.52-21.21)
Other  0.79(0.18-3.36)
Favors TALA + ENZA  Fawors PBO + ENZA Foors MR ¢ AAP e

AR £y N 0 RA310dTY)

063 .30 0 123)
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Benefit beyond BRCA

ATM: robust rPFS benefit observed with ENZA+TALA
TALAPRO-3 AMPLITUDE

TALA + ENZA P20 + ENZA
no. of eventshe. of patients
All HRR-deficient pefiants basad on oll HRR fests 677200 e —— 048 0.3 1o 065 PFS

HR 158 C1 End Point Subgroup  HR (96% Cl) EventsN
Nira + AAP PBO + AAP
BRCA12 052(0.37-072) ) 57191 93196
AT 1) 7 043 24 1o 079) CHEK2 065(0.38-1.11) : 24/72 32178
AR s : BRS04 COK12 ~ 1.01(043-239) 3
A FANCA 0.76(0.20-282)
. ‘ N PALB2  241(066-874)
035 .20 1o 042) Other  0.72 (0.20-2.66)
028 1210 088 Time 1o BRCA12 044(0.29-068)
symptomatic CHEK2 047 (0.21-1.05)
; progression CDK12 068(0.26-162)
R o o FANCA 071(0.12-427)
3 PALB2 NE (NE-NE)
\E Other 1.18(0.12-11.36)
BRCA12 0.75(051-1.11)
CHEK2 085(0.45-159
COK12 057 (0.25-1.31)

FANCA  092(0.20-4.12) — e

063 030 10 129)

[

- N o 5

7
¢

o
_‘-‘ N WD W
w

o

PALBZ2 330(052-21.21)
Other 0.79(0.18-3.36)

FovorsNis ¢ AP ¢

Favors TALA + ENZA  Fawors PBO + ENZA
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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

CHEK2

w— BRCA2 mut — BRCAZ mut
— ATM_tmest — CHEK2_mut
E % ﬁ s ® 75
'3 > = nonHRA = — nenHRR
e >
(2 g
B #
“w I o anian o oo an an an A Y, - - - - - - -
: ; . 3
§ § : 8
* 3 ’ L} I 3 . ' ]
o Pt o : o &
| ) - ' |
| | ‘—\_1 [ [ -
| ] ' '
) ) 4 5 Y
Time (months) Time (months) Tima (monihs)
M Risk M Risk Al Rusk
12 ) a1 10 1 0 1 na 41 " " 4 0 . 122 a2 4" 15 -] 4 0
. 30 1% ) 'Y ! | 0 3 b % H 8 1 2 73 19 i a 8 2 2
* 097 8485 40 202 150 02 b o ;] 840 440 282 150 62 28 ()4 a8 L2 ) 82 150 62 28

ATMm pts have outcomes
similar to non-HRR pts

CDK12m pts have poor
outcomes, similar to BRCA2

rresenreo gy: D, Olmos MD PhD @dolmos77

os/f
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Lorente et al. ESMO 2025; Submitted Eur Urol Oncol

CHEK2m pts have outcomes

similar to non-HRR pts
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ZZFIRST shows potential activity of ENZA+TALA in HV non-HRRm mCSPC

Radiographic PFS — HRR WT (n = 43) PSA PFS — HRR WT (n = 43)
Wild-type/non deficient HRR by NGS panel Wild-type/non deficient HRR by NGS panel

== Conirgd == |nisrasrdicnal == Conirgd == |niarsrdicnal

HR: 058 (0.28; 1,62k pvalus = 0.3TE?
Siralified HR: 0.68 (0.28; 1.82); p-value = 03767

HR: 037 (0.15; 0,92k pvalus = 00257
Stratified HR: 0.37 (0L15; 0.92); p-value = 00257

PSA Progression-Free Survival (%)

£
=
x
E ®
3
L]
£,
L
[
£ &
2
-
w
-
g
a
a5 2
X .
g
K]
=
"
-4

Tirme (manths) Tirne (manths)

Arm Events/Total Median (35% CI) Time-point KM Est (95% C1) Arm Events/Total Median (35% CI] Time-point KM Est (95% C1)
Control W13 (68.2%) 31.1{13.5-50.7) 7 months B4.6(51.2-95.0%) Control W13 (68.2%) 0.7 (6.6-NA) Tmonths 769 (44.2-97.9%)

12 months 84,6 (51.2-95.8%) 12 months §9.2 (37.3-87.2%)

24 months 61,5 (30.8-87.8%) 4 months 53,8 (24.8-TE0%)

Intgrvgntional 14/30 (46, 7%) 453 (2B6-NA) 7 months 96,6 (77 909 5%) NA (31,1-MA) T months 96,7 (78.6-09.5%)
12 months 93,1 (75.1-98.2%) 12 months 93,2 (T5.5-98.3%)

24 months 753 (65.1-87.4%) 24 months BE.2 (67.2-94.8%)

Musnibar ad risk Misnbstr 2 risk

— 13 12 12 11 11w w9 B T & 35 4 z 2 - 13 11 11 M 3 8 B B T
== 3] 20 29 Z¥ 27T 26 23 1 21 W 1T 1 11 11 1D = 3] 29 2B Z7T 2T 26 H 13

median follow-up: 3.6 years
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Does ARinh induce BRCAness in HRR WT hormone-sensitive PCa cells?

LB B
n=254 (l == TALAO.5mg OD +
® . — | & ENZA 160mg OD + ADT
ENZA 160mg OD + ADT R* Treatment until radiographic
1“ lead in 2x28d 21 " ) _ progression or toxicity
|1 g o (:\ n = 37, interventional .
"a °so o Min 3 y follow u
!l i e CMZA 160mg OD + s P
Tumor biopsy  Tumor biopsy ‘W ADT
(baseline) (on-EMNZA) Mateo et al. ASCO 2026

n =17, control

AR inhibition downregulates HRR gene
expression

PARP inhibition suppresses A
transcriptional activity = Disrupts 558 repair
leading to DSB
= PARP trapping inhibits
Suppresses AR transcription and
activity destabilizes DNA
replication forks

Schiewer et al. Cancer Discov. 2012;
Polkinghome et al. Cancer Discov. 2013;
Co-inhibition of AR and PARP may result in Li, et al. Sci Signal. 2017;

Enha_m:ed benefit in tumurs_mthl or Asim et al. Nat Commun. 2017
without HRR gene alterations?
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What is ENZA causing in these HRR wt hormonosentive PCa cells?

Using RNAseq for comparing Expression Profiles in
paired pre- & post-ENZA tumour biopsies they found:

Global decrease in Transcriptional activity

Q:j L ;. ::_-"j_ A decrease in proliferation/survival signals

: - . A decrease in downstream AR-signalling
e pathways

- (R : .
...w.._.. A decrease expression DNA-repair genes,
4 non-HRR specific
-y guesee--- T T | -
. _ , Aames e,
o e : ?;;. T G o . .Er.-?!'. 13538 wﬂ—-ﬁ v

2026 ASCO #ASCO26 rresenreo sy: D, Olmos MD PhD @dolmos77 Mateo et al. ASCO 2026
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Does this global transcriptional down-regulation translate in true HRR deficiency?

Using a Functional assay for HRR in tumour biopsies:
H2AX - Double Strand Breaks
RADS51 - final effector of HRR
Geminin* - Diving cells
*HRR is active only during the S and G2 phases of the cell cycle

™ YH2AX o RADS1

PSA<D.2 12MO (Prien. endpoint)

ZZFIRST cohort
13 s
g p—
s 3

NO
YES
ARI‘%CPMEM w4 -;-
| X *
0 wetl,
i, e e o A
- e » - RADSY
:
o = i. 3 5 .
- S 1 fis
= | W g ;- IS { H : Validation cohort
=" - ' 1 * i
- =2 g 14 3o from MD Anderson
- T 2 E:q -
. 3 '.' FOR <005 Z = : »
s o s388 P<00s
On treatment = & &
vs
baseline -t—- >-—;-,-m. - u——r-)-»r

Decrease in proliferation signals

Decrease in all downstream AR-signalling pathways AR INHIBITION DOES NOT IMPAIR HRR '_ \\
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STRATIFICATION

Volume of metastases*
-High vs Low

Planned Early Docetaxe
ECOG PS

-0-1vs2
Anti-resorptive therapy
-Yes vs No
Comorbidities
ACE-27**: 0-1 vs 2-3
Study Site

2026 ASCO

ANNUAL MEETING

Overall ENZAMET cohort:

with poorer OS

MN-Z00Z>»2

Overall survival (%)

=3

ARM A (“Control”): Evaluate | CRPC therapy at
_ Testosterone Suppression —> every > investigator's
/" + standard NSAA 12 weeks discretion at
progression
PR Follow for time
JARMB( ) . to progression
4 Testosterone Suppressiol > every and overall
+ Enzalutamide (160 mg/d) 12 weeks survival

Participants enrolled (N = 1,125)
+
Participants consented for biomarker analyses
(N=1,071)
v
Gene expression profilig (GEP) in CLIA* laboratory
(N =764)*
(Final Biomarker Cohort* (N = 634)
v
ADT + ENZA = Docetaxel Cohort (N=320)
Also more prognostic features in
patients treated with docetaxel

Overall survival in all patients

Decipher risk group

327 (95%) 208 (86"
281 (86%)

Number at risk (% surviving)

DGC > 0.85 was associated

ADT + ENZA ADT + ENZA + Doce

ES
=
]
2
g
2
8°

Decipher Decipher

High Volume

Number at risk ( Number at risk (% surviving)

ADT + ENZA
m

S.year OS

ADT + ENZA + Doce

Overall surviva!
Overall survival

Decipher HR (95% CI)

Time since randomisation (years)

Low Volume

Docetaxel vs No docetaxel
HE B C p-valus  Inberaction p

What does it mean for individual-patient base decisions?




Study Design

Re-initiation triggers:
« PSA=5ng/ml

mAPMS on ADT + ARPI Interrupt «  Radiographic change (PCWG3) | Primary Endpoint: Pliveleiaii
PSA<0.2 (stable/falling) ADT + ARPI * PrCa-related sx Treatment-free Disycretion
after 18-24 mo ADT | > (w/ eugonadal I N
(at least 12 mo ARPI) 4

T 2150 ng/dl)

PSA/T g3 mo at 18 months Exploratory Endpoints:

N=75 Scans at least g6 mo (q3mo w/ rising PSA) « rPFS, TTNT
QOL g6 mo *+ OS (CSS/NCSS)
+ Cost

Secondary Endpoints:

« Time to eugonadal T
* Duration off-tx

+ QOL

PCWG3=prostate cancer working group 3; QOL=quality of life questionnaire; rPFS=radiographic progression-free survival; TTNT=time to next treatment; (N)CSS=(non-)cancer-specific survival [
.

. . ‘ /
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Duration Off Treatment

Hazard of Starting Treatment after Treatment Interruption by Baseline Variables
Duration Off Treatment Hazard Ratio
100 Events/Total Median (95% CI) (95% Cl)
40/78 24.5((19.3-NE) Age
90 +Gensof <70 Reference
>=70 —e—r 0.82 (0.44-1.54)
80 ] PSA prior to intensified ADT start
<20 Reference
=4 >=20 —o— 1.23 (0.66-2.29)
< PSA at time of treatment interruption
] Below lower limit of detection Reference
E 60 Above lower limit of detection —e— 0.93 (0.50-1.73)
E CHAARTED criteria volume
g L P e S e e [ Low Reference
= . High I o | 3.05 (1.60-5.81)
§ 40 | median 24.5 months Stage at metastatic diagnosis
E off treatment M1a Reference
o M1b R 0.82 (0.37-1.80)
7] Mic —ee—— 0.71 (0.19-2.69)
Local therapy
20 4 None Reference
Prostatectomy [} - '] 1.47 (0.54-3.99)
10 | Radiation o— 0.50 (0.26-0.99)
Radiation to metastatic sites
0 No Reference
0 6 12 18 2 30 36 | Yes Ho—i 0.42 (0.18-0.94)
Time from treatment interruption (months) 00 12 24 38 48 60
78 73 61 Falerp-otk 7 6 0 e
Low volume disease and prior RT to mets were associated W|th lower

likelihood of requiring cancer-directed therapy (including ADT~ R\
resumption) after treatment interruption
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Actualizaciones tras el Congreso
Americano de Oncologia Clinica

KEY TAKEHOME MESSAGES

Talazoparib +
Enzalutamida + ADT e
un nuevo SoC en
mCSPC, con posible
actividad en otros
HRR

Apalutamida anadida
a ADT perioperatorio
tiene actividad y
retrasa las MTS en
pacientes, pero no e
un nuevo SoC aun

La discontinuacion del
tratamiento con
ADT+ARPi podria ser
una opcion en
pacienets
selccionados con poco
volumen/oligoMTS y

maximo control
_P)
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