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Talapro-2

Key eligibility criteria

Primary endpoint:
e rPFS by BICR
Already met (ASCO 2023)

ma Enzalutamide + Talazoparib

* 1L mCRPC
* ECOGO0O-1

* Ongoing castration : N
sOINS 1:1 randomization Key secondary endpoint:

Stratification factors * OS (alpha controlled)

* Prior abiraterone
(5%)/docetaxel (21%) —

Sequential enroliment in two cohorts:

Unselected (Cohort 1), N=805

!—A_\

Non-deficient

or unknown
N=636

HRRm = HRRm
N=169 = N=230

l—’_)

HRRm only (Cohort 2), N=399




kTALAPRO-Z Unselected

Overall Survival (Final Analysis)
20.4% reduction in risk of death, >8 months improvement in median OS

1.0 : Median OS
Events/patients (95% Cl), mo

oe- TALA + ENZA 211/402 458 | (39.4-50.8)
8 PBO + ENZA 243/403 37.0| (34.1-404)
S 0.6 -
2 8.8 months improvement
2
% 0.4 — Median follow-up for OS was
a 52.5 months

02

HR=0.796 (0.661-0.958); P=0.0155
0.0 | | 1 | | | | | | | | 1 | | | | |
0] 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68
No. at risk Time (Months) . L
TALA+ENZA 402 390 371 347 319 296 285 250 226 212 193 183 158 89 42 11 1 o Sequential enroliment in two cohorts:
PBO+ENZA 403 391 362 331 305 287 257 231 207 183 163 148 127 77 33 4 1 ()
Unselected (Cohort 1), N=805
|
For statistical significance at the final overall survival analysis, the stratified log-rank 2-sided P value needed to be £0.022 based on a grou | ; |
spending function. Non-deficient

Data cutoff: September 3, 2024. HRRm HRRm
N=169 | N=230
| J
1
HRRm only (Cohort 2), N=399

or unknown
N=636




A. Any HRR Gene Alterations (HRR-Deficient Intention-To-Treat Population)
Survival rate,

TALA+ENZA PBO+ENZA
100 = % (95% CI): = (N=199)
91 (87-95) Events, n 93 126
Median (95% Cl), mo 45.1 (35.4-NR) 31.1(27.3-35.4)
o0 - |
| Survival rate,
= | % (95% CI):
§ ol | 88 (83-92) |
H | |
3 I | 65 (58-71) |
3 | | TALA+ENZA
§ 40- | 1 |
8 | I I
| | I 42 (34-49)
20 - | | | | 28 (21-36)
: } { : PBO+ENZA
o o Stratified: HR=0.622; 95% Cl, 0.475-0.814; P=0.0005 l I
1 ] ]
1 1 1 1 L 1 : 1 1 1 1 1 1 1 1 1 Ll 1
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68
Months
No. at risk
TALA+ENZA 200 199 190 179 164 155 145 128 m 85 64 51 33 21 8 3 0
PBO+ENZA 199 191 179 166 150 135 120 103 85 62 46 33 21 14 5 0 0
B. BRCA1/2 Gene Alterations
Susvival ey, TALA+ENZA PBO+ENZA
100 = % (95% Cl): (N=71) (N=84)
94 (86-98) Events, n 30 56
Median (95% Cl), mo NR (35.4-NR) 28.5 (24.5-34.4)
80 - '
|
| "
° I Survival rate, 60 (48-71)
i oy % (95% Cl):
s |88 (78-93) '
E : : [ TALA+ENZA
3 | | |
g 40 — | I |
| | | |
| | | |
20 I I | 36 (25-46) ] PBO+ENZA
I | | | 23 (13-34)
| | | |
o | Stratified: HR=0.497; 95% Cl, 0.318-0.776; P=0.0017* | |
1 1 | |
I Ll 1 I 1 | 1 Ll 1 1 1 1 1 1 1 1 1 1
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68
Months
No. at risk
TALA+ENZA 7 7 69 66 59 58 55 51 43 33 20 15 10 7 2 1 0
PBO+ENZA 84 80 76 69 61 56 50 40 36 23 14 8 6 4 1 0 0
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Sequential enroliment in two cohorts:

Unselected (Cohort 1), N=805

Non-deficient
or unknown
=636




kTALAPRO-Z Unselected)

Overall Survival in Subgroups With No Alterations Detected by
Both ctDNA and Tumor Tissue

Clinically meaningful reduction in risk of death in patients without BRCA or HRR alterations

No BRCA alteration detected No HRR alteration detected
Events/ Median OS Events/ Median OS
patients (95% CI), mo patients (95% ClI), mo

1.0 3 TALA + ENZA 114/219 |48.4 | (37.2-54.1) 1.0 4 TALA + ENZA 82/154 146.6) (33.0-54.1)
PBO + ENZA 137/220 }37.1](31.1-40.7) PBO + ENZA 99/160 |37.4] (30.0-40.9)
0.8 4 v 0.8 1 -
0 (7]
o 11.3 months improvement o 9.2 months improvement
S 06 S 06 -
g 2
- 3
S 041 S 04 -
o o
[ o
02 0:2
HR=0.749 (95% CI, 0.582-0.963); P=0.02372 HR=0.782 (0.582-1.050); P=0.10082
0.0 I I I | I I I 1 I I I I I I | I | 0.0 | | | | I I | | I | | | | | | | |
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68
No. at risk jime (Months) No. at risk Sequential enroliment in two cohorts:

TALA + ENZA 219 213 204 187 172 159 155 135 123 114 102 99 89 51 26 7 1 0 TALA +ENZA 154 148 142 128 120 110 10¢
PBO + ENZA 220 214 196 179 164 155 135121 110 98 84 75 63 39 20 1 1 0 PBO+ENZA 160 156 143 131 120 113 97| Unselected (Cohort 1), N=805

i
[ |
Non-deficient HRRm . HRRm
N=169 N=230
\ J
1
HRRm only (Cohort 2), N=399

Post hoc analysis employing all available test results of prescreening/screening samples including both prospective and retrospective ana
Data cutoff: September 3, 2024. *Reported 2-sided P values are nominal and descriptive.

or unknown
N=636




KTALAPRO-Z Unselected)

Most Common All-Cause TEAEs

In the talazoparib arm:

* 49.0% had grade 1-2 anemia

TALA + ENZA PBO + ENZA :
at baseline

(N=398) (N=401)
* Most common TEAEsS leading to a

Anemia 67.8 dose reduction of talazoparib were:
Neutropenia = Anemia (46.2%)
Fatigue %Y 30.2 " Neulropenia (16.3%)
= Thrombocytopenia (6.2%)
Back pain )
» Grade 3—4 anemia
Thrombocytopenia = Reported in 49.0% of patients
Leukopenia = Median time to onset was
3.3 months
Decreased appetite h
= 42.2% received an RBC
Fall All grades All grades transfusion (median of two
NP Graco -2 e Grade 1-2 transfusions)
m » 8.5% discontinued talazoparib due

Arthraigia 17.3 AEN 21.7 to anemia

80 60 40 20 00 20 40 » Median duration of treatment with
talazoparib was 19.7 months

Patients, %

Data cutoff: September 3, 2024. Figure includes TEAEs reported in 220% of patients in either arm.
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When to use enzalutamide - talazoparib ? BMUC
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* Fit patient (ECOG 0-1)

* No prior ARPI (vanishing population) —— Small populationin clinical practice
* BRCAm

* In HRR mutated: + —
BRCA 72 CHECK2

CDK12 ATM
PALB2

Fallah et al, JCO 2024
* In non HRR mutated: benefit/risk?
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Ipilimumab-nivolumab-cabozantinib in 1L mRCC TBMuc

COSMIC-313

Key eligibility criteria

* 1L mRCC

e IMDC intermed or poor risk

* KPS>60%

* Clear cell component

Ipilimumab - Nivolumab - Cabozantinib

-> Nivolumab - Cabozantinib

1:1 randomization

Ipilimumab - Nivolumab - Placebo

-> Nivolumab - Placebo

12* Belgian Multidisciplinary
Meeting on Urological Cancers

Primary endpoint:
e PFS
Already met (ESMO 2022)

Key secondary endpoint:
e OS



D
OS in the ITT Population BMUC

OS was comparable between arms 12* Belgian Multidisciplinary

Meeting on Urological Cancers

Median OS
(95% CIl), months
Cabo + nivo + ipi (n=428) 41.9 (34.847.9)
Placebo + nivo + ipi (n=427) 42.0 (34.9-53.1)
9 67% HR, 1.02 (95% CI, 0.85-1.23); P=0.8366
(o] 65%
Y
5]
2
)
[
a
© 30+
o
20+
10 -
0 ) 1 1 ) 1 1 1 1 1 1 1 ) 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Months
No. at risk
Cabo + nivo +ipi 428 404 386 363 341 328 313 298 279 264 250 237 223 187 160 101 54 21 4 0
Placebo + nivo + ipi 427 402 376 350 331 312 297 276 265 253 240 230 216 189 168 106 99 24 4 0

Median follow-up of 45.0 months.
COSMIC-313 8 Albiges L et al. ASCO GU 2025




Treatment Exposure and Summary of AEs (Safety Population) "OEMU(:

. g . 12* Belgian Multidisciplinary
Treatment exposure and dose modifications Meeting on Urological Cancers

Cabo + nivo + ipi Placebo + nivo +ipi
(n=426) (n=423)

Median duration of exposure of study treatment, months (range) 13.7 (0.2-53.4) 10.3 (0.1-55.3)
Median average daily dose of cabo/placebo, mg (range) 22.4 (3.6—-40.0) 35.2 (0.8—-40.0)
Median nivo infusions per patient, n (range) 11.0 (1-52) 9.0 (1-48)
1/2/ 314 cycles of ipi administered, % 1122/131/58 6/7/131/74

| Dose modification (any treatment component) due to AE, % | 92 | 76
Treatment related AE leading to discontinuation of 21 component % 49 | 26

|

Most common treatment-related AEs (any grade in >25% of patlents)

Cabo + nivo + ipi Placebo + nivo + ipi
(n=426) (n=423)
Any Grade Grade 3/4 Any Grade Grade 3/4
Treatment-related AE, % 99 75 91 43
Alanine aminotransferase increased 46 26 19 6
Aspartate aminotransferase increased 44 19 17 5
Diarrhea 43 5 21 3
Palmar-plantar erythrodysesthesia syndrome 29 4 5 0
Hypothyroidism 26 <1 17 0
Hypertension 25 9 7 2
Pruritus 21 0 26 <1

» Use of systemic immune-modulating medications* for AE was 73.0% in the cabo + nivo + ipi arm and 56.7% in the control arm
*Includes glucocorticoids and other immunosuppressants. AE, adverse event.
COSMIC-313 15 Albiges L et al. ASCO GU 2025




Wise words by lan Tannock

What should we call a therapy that increases
PFS, has no effect on survival, and adds toxicity?

HARMFUL
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CHECKMATE - 274
OS results



Adjuvant nivolumab in MIUC

CHECKMATE 274

Key eligibility criteria

* High risk MIUC

1:1 randomization

mma Placebo for 1 year

JO
BMUC

12* Belgian Multidisciplinary
Meeting on Urological Cancers

Primary endpoint:
* DFSinITT and PDL-1 > 1
Already met (ASCO GU 2021)

Key secondary endpoint:
e OS



D
BMUC

12* Belgian Multidisciplinary

CheckMate 274 Meeting on Urological Cancers
0S2: all randomized patients with MIBC
100 ++
hT"..x: ‘Hk. L Median OS (95% Cl), months

o, 2O ML TN NIVO NR (45.0-NE)
R 80 N M 75.3% PBO 39.9 (29.8-52.1)
2 i S Ty \M HR (95% Cl), 0.70 (0.55-0.90)
= 70 L ! J\%
S 60 ! ™~ ! JLMM
a 166 ey [TTTRRTNTIT
= 50 : : LI i Lui =
> ; 153 7 LLL AL gy ‘
2 404 : : Lyl 11 i i)
(\:n I I
— 30—' ] 1
E | |
$ 20+ : )
(@] | |

10 : :

| I
0 T T T f T f T T T | T T T
0 6 12 18 24 30 36 42 48 54 60 66 72 78
Months
No. at risk

NIVO 279 258 239 213 193 172 145 107 81 56 34 20 3 0
PBO 281 240 218 195 172 143 119 89 65 43 31 17 6 0

YInterim OS analysis.
Median follow-up of 36.1 months in the ITT population and 34.5 months in the MIBC population.
Galsky MD, et al. J Clin Oncol 2025;43:15-21.

“Followup for OS is ongoing as the prespecified boundary
for significance was not met at the time of these analyses.”




Phase 3 peri-operative |10 trialsin UCC

S e o

NIAGARA

durvalumab, per-operative, open label \/

AMBASSADOR pembrolizumab, adjuvant, open label No trend

CM-274
IMvigor010

BUT...

nivolumab, adjuvant, placebo control  Trend of benefit but NS

atezolizumab, adjuvant, open label X

Open label trials with possibility of informative censoring, e.g.
AMBASSADOR pts censored for leaving study in control arm to get
approved adjuvant nivolumab

NIAGARA % post-recurrence |10 in control arm unknown
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In summary BMUC
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Talazoparib - Enzalutamide gives a OS benefit in unselected and HRRm mCRCP patients.

Though most impressive in BRCAm vs HRRm (hodgepodge of different mutations) vs
non-HRRm (risk/benefit?).

Triple therapy (nivolumab-ipilimumab-cabozantinib) does not prolong OS and might
harm metastatic RCC patients; stick to doublets.

Adjuvant nivolumab is an option in high risk MIUC though with a non-significant OS
benefit for now.
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