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TALAPRO-3: Talazoparib (TALA) + enzalutamide (ENZA) compared with placebo (PBO) + ENZA forthe treatment of patients (pts)
with metastatic castration-sensitive prostate cancer (InNCSPC)harboring homologous recombination repair (HRR) gene alterations.

Key eligibility criteria
HRR gene-allered mCSPC

Metastatic disease confirmed by positive
bone scan or metastatic lesion by CT or
MRI scan

ECOGPS0or1
Ongoing ADT

<3 months of prior ADT with/without ARPI
for mCSPC

Prior docetaxel for mCSPC not permitted’

Stratification factors

+ De novo vs relapsed mCSPC
* High- vs low-volume disease
* BRCAm vs non-BRCAmM

TALA 0.5 mg* + ENZA 160 mg QD

PBO + ENZA 160 mg QD

Data cutoff: February 18, 2026

Primary endpoint
« rPFS by Investigator assessment

Key secondary endpoint

« OS (alpha-protected)

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

Time to subsequent
antineoplastic therapy

Time to first SSE
Safety
PROs
Exploratory endpoint
« PFS2

HRRm: ATM, ATR, BRCA1, BRCA2, CDK12, CHEK2, FANCA, MLH1, MRE11A, NBN, PALB2, RAD51C*
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TALAPRO-3: Talazoparib (TALA) + enzalutamide (ENZA) compared with placebo (PBO) + ENZA forthe treatment of patients (pts)
with metastatic castration-sensitive prostate cancer (InNCSPC)harboring homologous recombination repair (HRR) gene alterations.

Primary Endpoint: Investigator-Assessed rPFS

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

TALA + ENZA PBO + ENZA
(n=300) (n=299)

No. of events 67 126

Median (95% CI), NR 45.8
mo (NR-NR)  (37.7-NR)

Median follow-up for rPFS was
37.6 and 37.7 months, respectively
56.2% (50.0-62.0)
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HR, 0.481 (95% CI, 0.357-0.647); p<0.0001
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No. at Risk Months
TALA » ENZA N0 2602 271 282 260 248 241 232 222 N0 213 208 158 195 105 162 178 183 128 69 8 6 W X0 WM k| 0
PBO + ENZA 200 284 270 255 243 232 222 212 203 200 188 179 175 174 163 159 151 132 98 74 74 40 32 21 12 & 0

2026 ASCO o s ASCO
\“s.se_fh ? gedefo



S LIGHTS

2026

TALAPRO-3: Talazoparib (TALA) + enzalutamide (ENZA) compared with placebo (PBO) + ENZA forthe treatment of patients (pts)
with metastatic castration-sensitive prostate cancer (InNCSPC)harboring homologous recombination repair (HRR) gene alterations.

By Gene Analysis of rPFS

In post hoc analyses, rPFS generally favored TALA + ENZA across HRR gene subgroups

TALA + ENZA PBO + ENZA
No. of Events/No. of Patients HR (85% CI)
All HRR gene-altered patients based on all HRR tests  67/300 261297 | 0.482 (0.358-0 648)

ATM e 7 ' 0.433 (0,238-0.786)
s 214 0.786 (0.131-4,711)
R &1 0.706 (0.215-2.321)
BRCA2 17/87 4597 . 4 ! 0.353 (0.202-0.617)
COK12 0.275 (0.125-0.603)

CHEK2 12/44 n4d ' 0.628 (0.304-1.290)

FANCA /10 18 p————————————e—— 4277 (0.512-35.752)
'

MLH1 V3 1" NE
MRET1A ( 21 ' NE
NEN s 1/4 NE
PALB2 T - NE

RADS1C 00 14 ' NE

Favors TALA « ENZA Favors PBO + ENZA

2026 ASCO o e W ASCO
Neseth  (2)gedefo



BEC ST LIGHTS

2026

TALAPRO-3: Talazoparib (TALA) + enzalutamide (ENZA) compared with placebo (PBO) + ENZA forthe treatment of patients (pts)
with metastatic castration-sensitive prostate cancer (InNCSPC)harboring homologous recombination repair (HRR) gene alterations.

rPFS in the BRCAm vs non-BRCAm Subgroups

BRCA1/2m " Non-BRCA1/2m
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TALAPRO-3:_ Talazope?rib (TALtL\_) + enzalutamide (ENZA) compared with placebo (PBO) + ENZA forthe treatment of patients (pts)
with metastatic castration-sensitive prostate cancer (InNCSPC)harboring homologous recombination repair (HRR) gene alterations.

TALA + ENZA PBO + ENZA
(n=295)
- : Adverse events of special interest

(n=299)
Anemia 71 :
Palges - ~ « 3 patients with MDS in the TALA + ENZA
Neutrophil count decreased ol arm (vs 1 in the PBO + ENZA arm) and 2
Neutropenia . = - with AML (vs 0)
4 4 « Venous embolic and thrombotic events
occurred in 7 patients in the TALA +
ENZA arm (vs 5 in the PBO + ENZA arm)

Asthenia
White biood cell count decreased

Most Common (215%) All-Cause TEAEs

Hot flush
Decreased appetite

Back pain
Constipation
Nausea
All grades
Grade 1 0or2

Platelet count decreased
: 17 Grade 3 or 4

Arthraigia
Fall All grades
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TALAPRO-3: Talazoparib (TALA) + enzalutamide (ENZA) compared with placebo (PBO) + ENZA forthe treatment of patients (pts)
with metastatic castration-sensitive prostate cancer (InNCSPC)harboring homologous recombination repair (HRR) gene alterations.

Anemia in the Talazoparib Arm

incidence of Anemia* by Week

In the TALA arm

* Al basetne 4% had Grade 1-2 anomea

« Mectian teme 10 onset of Grade 34 anemia
3Zmo

« 40% moceived & packed RBC ansfusion, with
median of 2 ransfusions over e endire Guraton
of TALA veatment (among those Yranshsed)
The medan duraton of TALA regtmen!t 34 2 irx
o paterdts wiih (rdde -4 v 2 129
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* 14 had recurment Grade 3-4 anemia after dose
reduchon of TALA
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TALAPRO-3: Talazoparib (TALA) + enzalutamide (ENZA) compared with placebo (PBO) + ENZA forthe treatment of patients (pts)
with metastatic castration-sensitive prostate cancer (InCSPC)harboring homologous recombination repair (HRR) gene alterations.

Overall Survival (Interim Analysis)
Interim OS trend favors TALA + ENZA

TALA + ENZA PBO +« ENZA
(n=300) (n=299)

No. of events 74 o1
Median NR NR
(5% Cl), mo (NR-NR) (NR-NR)

Median follow-up for OS was
40.5 and 41.1 months, respectively
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HR, 0.767 (95% CI, 0.564-1.044); p=0.0905

0 2 4 6 B 101214 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56
No. at Risk Months

TALA « ENIA 300 300 206 205 200 288 284 280 276 273 272 265 25T 280 248 5230 224 163 146 121 85 69 47 24 11 3
PBO « ENIA 200 298 207 280 285 282 273 264 200 254 250 245 230 234 228 215206 %68 137 113 B0 64 48 29 5 5§ O
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TALAPRO-3: Talazoparib (TALA) + enzalutamide (ENZA) compared with placebo (PBO) + ENZA forthe treatment of patients (pts)
with metastatic castration-sensitive prostate cancer (InNCSPC)harboring homologous recombination repair (HRR) gene alterations.

Conclusiones:

= TALAPRO3 consigue su objetivo primario en SLPr en pacientes con alteraciones HRR

» Los principales efectos adversos identificados fueron hematologicos principalmente anemia y
neutropenia. También la fatiga presentd una incidencia relevante.

» Pendiente de resultados de supervivencia global, podria convertirse en un nuevo estandar de
tratamiento en CPMHS
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