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Updated Disease-Free Survival by Investigator,
Intention-to-Treat Population
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No. at Risk Primary DFS endpoint was met at A1 and was not

Pembro 498 458 416 388 370 355 337 327 307 284 221 1860 65 19 5 formally statistically tested thereafier

Placebo 498 438 390 357 333 07 22 282 254 210 1% @ 16 2

oo

Key Eligibility Criteria
Histologically confirmed clear cell RCC with no prior systemic therapy
« Surgery <12 weeks prior to randomization ) N )
+ Postnephrectomy intermediate-high risk of recurrence (MO) Rembroizumah 200 mg Q3V\.
— pT2,grade 4 or sarcomatoid, NO for~1 year (17 cycles)

— pT3,any grade, NO Overall Survival, Intention-to-Treat Population

Postnephrectomy high risk of recurrence (M0):

— pT4,any grade, NO

— Any pT, any grade, N+
Postnephrectomy + complete resection of metastasis (M1 NED)
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i Pembro Placebo
i (N=496) | (N=498)
o0 ; i

® Events, n 55 86
5 50
8 Median, mo (95% CI) NR (NR-NR) NR (NR-NR)
G Median follow-up was 57 2 months (range, 47.9-74 5)
304
04 HR 0.62 (95% CI 0.44-0.87); P =.002*
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Keynote 564

KEYNOTE-564: Disease-free Survival Qutcome

Improvement in both DFS
and OS but........

A Disease-free Survival in the Intention-to-Treat Population
12 Mo 24 Mo 36 Mo 43 Mo
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HR 0.72; T
- 95% Cl, 0,59 - 0.87] i
- We need to select patients [: o ' 21% of Pembro group terminated

based on biomarkers e ‘10‘ VAL A R S R L LA S R treatment for tOXiCity (VS 2% pIacebo).
- Horts Grade 3-4 toxicity: 19% Pembro vs. 1%

Pembrolizumab 496 458 416 388 370 355 337 327 307 284 221 160 65 19 5 0 | b
Placebo 498 438 390 357 333 320 307 292 282 254 210 139 62 16 2 O p aceno.
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Part 1: Part 2:
Biomarker identification Association of circulating KIM-1 with DFS outcomes

* Ahigh throughput proteomics analysis was * iAhigh:sensitvly, quantitative, electrochemium once
9 P ProvOOS YBIo WS ” assay was used to evaluate circulating KIM-1 in all
n n performed using an affinity-based proximity extension S o oh treatment
- : A
I M M otl o n 0 1 0 - KI m -1 aslsay p.anel of anr o)fnmat.ely 3090 proteins - discontinuation and disease recurrence serum samples

: C"CUIal"Tg proleins. wilh dfﬁerenUgl abundance « Aserum KIM-1 cutoff was selected based on optimal and
pattems n Tatchgd basellng b d 186asg.recurence stable differentiation of clinical benefit between treatment

samples (n=73 pairs) were identified arms

Circulating kidney injury molecule-1 (KIM-1) biomarker /
analysis in IMmotion010, a randomized Phase 3 study of .‘ ‘ ‘ ‘
adjuvant atezolizumab vs placebo in patients with renal cell e ER, At Disease Recurrence(n=109)
carcinoma at increased risk of recurrence after resection

T Or At Discontinuation without
(n=762) Cycle 4 Day 1 (n=699) Disease Recurrence (n=371)

IMmotion010 Study design (NCT03024996) KIM-1 was identified as the most significantly enriched circulating
o protein in recurrence vs baseline serum samples in IMmotion010
Key eligibility criteria \

Atozolizumab 1200 mg IV q3w
* Resected intermediate- to high-risk* RCC St for 16 ovoles or § yeart Baseline (pre-treatment) vs at disease recurrence matched samples
- T2 Grade 4 \ y ¥ .«
- T Grade 36 __< R (n=73 pairs)
- T3bic of T4 any Grade -7
- TXN» any Grade e E Placebo IV q3w 10.0
- M1 NED NeTT for 16 cycles or 1 year®
« Clear cell andlor sarcomatoid companent 4 ° * KIM1
( "\ ("Primary endpoint : 2 7.5
Stratification factors + Investigator-assessed DFS in ITT population g
+ Disease stage a
Toae v ST v 1 NED it b T ol
Y PCM-' ;:mf-zlolg = lC; « Invest ed DFS In the IC1/2/3 populati = :
"l.“";:‘ IVSICIZR@1N) + IRF-assessed DFS in the ITT and IC1/2/3 populations. S
North America® vs res! of world SEAERBRNEE Ko 1 8 H L POPUon) ] 254
\_ ) + Safety =
0.01
-0.5 0.0 0.5 1.0
Log, fold change
Enriched in Baseline Enriched in Disease Recurrence

Albiges L, ASCO 2024
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de ONCOLOGIA de PRECISI( Atezolizumab improved DFS vs Placebo in the

baseline KIM-1High subgroup

KIM-1High subgroup KIM-1°% subgroup
L] L] 14 14
IMMotion010: Kim-1 o = ohome
- — Atezolizumab
" 0.8 0.8
0.74 074
R® 06 32 06
P o5 2 o5 ]
B o4 a 0.4 L
0.3 034
0.2 0.24
0.14 0.14
0 21.16 o 57.23
048 121620 24 28 32 36 40 44 48 52 56 S AR ARAR RS R RARR S R RRAARES
. Time (months) Time (months)
KIM-1High status at baseline was associated with worse DFS - Median DFS  HR* (95% CI)
in IMmotion010 ‘ Atezolizumab 151 NE R Atezolizumab 229 57.23 a0 nreat
Placebo 149 21.16 Placebo 223 NE |

14
05 — KIM-1to
o ¢ ; " . "
” — KIM-1" On-treatment increase in KIM-1 was associated with worse DFS in
=l both KIM-1High and KIM-1-°*% subgroups
Median DFS
o HR? (95% ClI|
; 064 (months) { ) On Treatment Atezolizumab Placebo
w os KIM-1Hign 300 35.88 ¥ 5 yon 4 oy ¥ vr Baseiin change
o 1.75(1.40,2.17) A, WS .
044 KIM-qLow 452 57.23 09 09
034 08 08
) o7 07
0.2 R 45 BT
014 " "
y 3 05 E 05
0 35.88 57.23 04 04
0 4 8 1216 20 24 28 32 36 40 44 48 52 56 60
02 02
Time (months) . . - [
0 0
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 0 4 B 1216 20 24 28 32 36 40 44 48 52 56 60
Time (months) Time (months)
Baseline On-treatment n Median DFS HR (95% CI) Baseline of Modian DFS HR (95% CI)
Increase® 12 148 Increase® 36 48
KIM-1Hsh 168 (0.77, 3.69) KIM-1Ho» 3.53 (2.24,. 5.58)
No increase 126 NE No increase 105 454
Increase* 34 15 Increase® 28 29.0
KIM-1Lo= 356 (221,575) KIM-1tow 251(142 444)
No increase 179 NE No increase 179 NE

“increase in KIM-1 was defined a5 8 230% increase rom baselne to Cycle 4 Day 1 value.
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de ONCOLOGIA de PRECISION Early KIM-1 decrease associated with PFS & OS in Nivo+Ipi arm

Overall Survival Progression Free Survival
10| 2> 1o
2"y
. RS : h
Checkmate-214: Kim-1 SN 1\
- - 3
] o X §
8§ . 3 ol
: - 3
1] w -
= s 0| B
g i § L v,
o
Nivolumab 3 mg/kg | 6
Stratification k + ipilimumab ) iy B - . - .
Key eligibilty criteria icati ’ o = = = = = £ . - ~ - -
Treatment naive, IMDC prog nivolumab 3 mg. v 2w N ran Nomoer at sk
inoperable, locally score (0 vs 1-2 vs 3-6) 4 W 4 3 ¥ | 10 e a % !
advanced, or : 4 bl “ kot H | &7 9 13 9 1
melastatic RCC  Ragon § 2 g @ | g ¥ & 1
L2 S S 4 - =
Clear-cell histology® - s L L L] L » 0
KPS 270% o / 'S Sunitinib 50 mg orally daily e ® = L » ol

(4 wk on, 2 wk off)

Endpoints
. : PFS, OS, ORR (intermediate/poor risk)
+ Secondary: PFS, OS, ORR (ITT)

+ Exploratory: PFS, OS, ORR (favorable risk)

KIM-1 decrease after 3 weeks was not associated with response <

T to Sunitinib
Baseline KIM-1 levels and clinical outcomes
$ 2 = 5 ] 7 Overall Survival sater T D 10|
« Higher baseline KIM-1 was associated with worse overall and progression free survival o ¢ ’ an 10% Dec
2z
3 |
1.00/ 5 s d L ors)
4 ] =
& - L 2
2 o : 2 . . g
g £ L 3
KiM1 Modium 3
050 e
H . o 3l = = E ol
P . § H — —
KIMY Medium . S g g o
KIM1 High o
s A 0 & @ % = @ & B = ]
0 % & 75 766 — — Vores
Nomber a ok
274 211 159 3 3 (% 7l ] ] 2 H H i 8
274 193 146 106 18 a ko " 2 2 § H i H
I B e ] Ry g4 8 I S
Months ° £ w!;. » 0 E] Il:h L) 100
KIM-1 association with outcomes remains significant after adjustment for ORR with >30% decrease 37%
IMDC risk and baseline tumor burden in multivariable models ORR with >30% increase 40%

Xu W, ASCO GU 2025
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Prior abiraterone? or docetaxel, n (%) 109 (214 10(27.3)
Abiraterone 152 25(62)
Docetaxel 86 (21.4) 93(234)
Ta I a p ro -2 HRR gene ateration status?,n (%) | Deficint 8 011) 8 (208)
Non-deficient or unknown 317(18.9) 319(19.2)

Talazoparib + Enzalutamide Placebo + Enzalutamide

- . HRR-deficient cohort is being presented today in poster D15
TALAPRO-2: Trial Design Statistically significant and clinically meaningful improvement in OS

Tissue source for prospective HRR gene alteration testing, n (%) (N=402) (N=403)

Patient population Primary endpoint Tumor tissue 402 (100.0) 403 (100.0)

* 1LmCRPC « rPFS by BICR
« ECOGOor1 B Talazoparib + enzalutamide
- i [ Key secondary endpoint Tumor tissue and blood (circulating tumor DNA) 57(14.2) 58 (14.4)

3 + OS (alpha protected)
Stratification factors Unselected Cohort 1 (N=805) Other secondary endpoints

* Prior abiraterone* or docetaxel for

Pl ‘ + Time to cytotoxic chemotherapy
+ HRR gene alteration status N Placebo + enzalutamide +, PES2
(deficient vs non-deficlent or (N=403) * ORR
known «  Patient-reported outcomes.

- Safet
Sequential enroliment in two cohorts: Y

ross both arms

DCO3: Sept 3, 2024 Talazoparib + Enzalutamide Placebo + Enzalutamide
OS (final) current (N=402) (N=403)
Analysis timeline: 3 . . 9
( 1 or more al in the cor ding gene 85(21.1) 82 (20.3)
CDK12 23(5.7) 29(7.2)
BRCA2 23(5.7) 28 (6.9)
ATM 23(5.7) 14 (3.5)
CHEK2 6(1.5) 5(1.2)
BRCA1 5(1.2) 4(1.0)
Other (ATR, FANCA, MLH1, MRE11A, NBN, PALB2, RAD51C) 14 (3.5) 13(3.2)

Agarwal N , ASCO GU 2025
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Prior abiraterone? or docetaxel, n (%) 109 (214 10(27.3)
Abiraterone 152 25(62)
Docetaxel 86 (21.4) 93(234)
Ta I a p ro -2 W gene alteration status®, n (%) | Deficient i 214) 84&3.8)
Non-deficient or unknown JAT(18.9) 319(13.2)

Placebo + Enzalutamide

Talazoparib + Enzalutamide

HRR-deficient cohort is being presented today in poster D15

TALAPRO-2: Trial Design Statistically significant and clinically meaningful improvement in O: . . = 5
4 — e o - Tissue source for prospective HRR gene alteration testing, n (%) (N=402) (N=403)
'Pa:l:r:czopzulaﬂon rr{i;::g;ggpolnt Tumor tissue 402 (100.0) 403 (100-0)
S [ oY Secondely Shdeoit Tumor tissue and blood (circulating tumor DNA) 57(14.2) 58 (14.4)

Stratification factors .
Other secondary endpoints

«  Prior abiraterone? or docetaxel for
CSPC (yes vs no)

+ HRR gene alteration status
(deficient vs non-deficient or

Sequential enroliment in two cohorts:

* Time to cytotoxic chemotherapy
- PFS2

- ORR

+ Patient-reported outcomes

- Safety

f pati ross both arms

Talazoparib + Enzalutamide Placebo + Enzalutamide

DCO DCO3: Sept 3, 2024
1PF: OS (final) current

Analysis timeline: [ HRR gene alterations by prospective tumor tissue testing, n (%)’ (N=402) (N=403)
1 or more al i in the cor ding gene 85(21.1) 82 (20.3)
CDK12 23(5.7) 29(7.2)
BRCA2 23(5.7) 28 (6.9)
ATM 23(5.7) 14 (3.5)
CHEK2 6(1.5) 5(1.2)
BRCA1 5(1.2) 4(1.0)
Other (ATR, FANCA, MLH1, MRE11A, NBN, PALB2, RAD51C) 14 (3.5) 13(3.2)
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Talapro-2

TALAPRO-2 Unselected

years of additional follow-up

Update (DCO: Sept 3, 2024)

Primary Endpoint: rPFS by BICR
Statistically significant and clinically meaningful t
Primary analysis (DCO: Aug 16, 2022)'

Events/ Median

patients
TALA + ENZA 202/402 (274-380) 470
PBO + ENZA 231/403 (16.6-24.7) 469

months improvement

Median rPFS
(95% CI), mo

Events/ Median rPFS
patients (95% CI), mo
TALA + ENZA 402 NR (27.5-NR)

PBO + ENZA 191/403 21.9(16.6-25.1)

e SEERE

HR=0.667 (0.551-0.807); P<0.0001*

. e e e o ) e S R L [ L T
8 6 0 4 8 2 0

Time (Months)

ENZA

Stratified hazard ratios (HRs) and 2-sided P values are reported throughout this presentaion unless otherwise stated.
*The updated rPF'S data are descrstive

follow-up,
mo

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

o
©

o
o

o
>

8
]
g
K}
3
3
[

02
_l HR=0.796 (0.661-0.958); P=0.0155

20 24

No. at risk
TALA + ENZA 402 390 n
PBO+ENZA 403 391 362

32 36
Time (Months)

4

193

TALAPRO-2 Unselected

ement in median OS

Median OS
95% Cl), mo

(39.4-50.8)
(34.1-40.4)

Events/patients
TALA + ENZA 211/402

PBO + ENZA 243/403

8.8 months improvement

Median follow-up for OS was
52.5 months

44

183
148

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 group sequential design with O'Brien-Fleming

spending function.
Data cutoff: September 3, 2024,

Agarwal N, ASCO GU 2025



VII SIMPOSIO NAC TALA + ENZA PBO + ENZA

ot & 5 No new safety findings were
de ONCOLOGIA ¢ TRl e el identified aﬂtoyv an ad?ﬂsﬁonal
Any TEAE 394(89.0) 384 (958) 2years of follow-up
Treatment-related 360 (90.5) 286(713) + No additional cases of MDS or
SAEs 182(467) 126(314) AML in the talazoparib group;
Treatment-related 85(214) 13(32) n=1of each previously reported
Grade 3-4 TEAEs 302(75.9) 179 (448) + Rate of discontinuation of
a a p r O - Grade § TEAES 14(35) 20(50) talazoparib due to AES was
Treatment-related 1(03) 2(05) :‘::I];;;o that nthe primary
:‘:s;;l:::f:o‘";' Dlcoparh 260(85.3) 99(247) + In exposure-adjusted analyses,
rate of venous embolic and
D:::;:d “uc:’?: :é.u ezoperoof 217(845) 2(12) thrombotic events was
-p tinchannad with lnnnar fallow.iin
Discontinuation of lqupav Bor 7 TR .
3 . lacebo dueto AE 86(216) 52(13.0) (2.4 per 100 participant-years)
Subgroup Analysis of Overall Survival

TALA + ENZA PBO + ENZA HR (95% CI)

Subgroup Events/patients
Overall 211/402 243/403 0.796 (0.661-0.958)
Age, years 2 1377240 154/240 0.797 (0.633-1.004)
741162 89/163 0.778 (0.571-1.059)
ECOG PS 134/259 156/271 0.842 (0.669-1.061)
771143 87/132 0.700 (0.514-0.952)
Gleason score 56/117 60/113 0.895 (0.622-1.289)
28 153/281 177/283 0.769 (0.619-0.955)
Stage at diagnosis Mo 91172 111 0.828 (0.627-1.093)
M1 118/226 1297215 0.781 (0.609-1.003)
Site of metastasis Bone only 81/168 95/155 0.676 (0.502-0.910)
Soft tissue only 19/48 25/57 0.900 (0.495-1.636)
Rana and eoft ticcua 10a/181 1241487 0 RER (0 K701 125)
HRR status® Deficient 40/85 56/84 0.542 (0.361-0.814)
Non-deficient/unknown 1711317 187/319 0.874 (0.711-1.076)
Prior abiraterone® or aocetaxel Yes 35/109 ranw 0.653 (U.46/-0.940)
No 156/293 1697293 0.853 (0.686-1.060)

In the talazoparib arm:

aov *+ 49.0% had grade 1-2 anemia
TALA + ENZA  PBO + ENZA 2t beseline

(N=398)
Most common TEAES leading to a
aneria 678 EEEHCERNTY (TR 200 dose reduction of talazoparib were

o7.7 KON | % 1057 + Anemia (46.2%)
w49 ENE—Y m:oz * Neutropena (16.3%)

* Thrombocytopenia (6.2%)
Back pan 269 EXTREEEN KCNNEIY] 207
Back pai f Grade 3-4 anemia

open T
floperia 256 KIENNENEY] M )07 0 « Reported in 49.0% of patients

eukopenia * Median time to onsel was
3.3 months

Decreased apy
s 422% received an RBC
al Al grades All grades transfusion (median of two
transfusions)
8,5% discontinued talazoparib due
to anemia
Median duration of treatment with
talazoparib was 19.7 months

Nausea

00 02 04 06 08 1 14 16 18
- -

Favors TALA + ENZA Favors PBO + ENZA

The HR for the overall ITT population was based on a Cox model stratified by the randomization stratification factors. For all subgroups, the HR was based on an unstratified Cox
model with treatment as the only covariate. Data for the HRR-deficient cohort are presented at ASCO GU 2025 in poster D15.
“HRR gene alteration status (deficient vs non-deficient or unknown) by randomization stratification. "includes two patients in each treatment arm who received prior orteronel

Patlonts, %

Agarwal N , ASCO GU 2025
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Talapro-2

Unselected (Cohort 1)

Patient population

« 1L mCRPC

* ECOGOort

¢ Ongoing androgen deprivation therapy

Stratification factors

¢ Prior abiraterone* or docetaxel for
CSPC (yes vs no)

* HRR gene alteration status (deficient
vs non-deficient or unknown)
(unselected cohort only)

Sequential enroliment in iwo cohorts:

Unselected (Cohort 1), N=805
s —

HRRm HRRm
N=169 N=230

e e
HRRm only (Cohort 2), N=399

Talazoparib + enzalutamide
(N=402)

Placebo + enzalutamide Key secondary endpoint
(N=403) » 0OS (alpha protected)
Other secondary endpoints

HRR-deficient (Cohort 2)
* Time to cytotoxic chemotherapy
Talazoparib + enzalutamide * PFS2
(N=200) . ORR
Placebo + enzalutamide + Patient-reported outcomes
(N=199) * Safe
o _Safey y

Samples prospectively assessed for HRR gene alterations (ATM, ATR, BRCA1, BRCAZ, CDK12, CHEK2,
FANCA, NBN, MLH1, MRE11A, PALB2, RAD51C) using FoundationOne®/
FoundationOne®CDx and FoundationOne®Liquid CDx

DCO1: Oct 3, 2022 DCO2: Sept 3, 2024
rPFS (primary) 0S (final) current
Analysis timeline: lv ‘
(HRR-deficient) |

Fizzazi K, ASCO GU 2025
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Talapro-2

rPFS HRR population

Figure 2. (A) Updated and (B) Primary Analysis of BICR-Assessed rPFS

(HRR-Deficient Intention-To-Treat Population)

A 100 TALASENZA  PBO:ENZA
et (N=200) (N=199)
% a Events, n E) 127
o= Median (95% Cl), mo  30.7 (24.3-88.5) 12.3 (11.0-16.5)
25
£% @
58
gt
35 4 TALAENZA
=3
é 20 PBOENZA
S o] Stratified: HR=0.468; 95% Cl, 0.359-0.612; P<0.0001*
6 & 8 1z 18 20 24 2 32 3 40 44 48 52 s oo 64
No. atrisk Months
TALAENZA 20 s 1 13 115 o & 7 & ® E) a7 2 1 3 1 o
PEO-ENZA 188 18 128 78 6 a a2 2 2z u o © z 2 o 0 0
B. 100- TALASENZA  PBO:ENZA
* N=200) (N=199)
3 w Events, n &6 108
H Median (95% Gl mo  NR(21.5-NR) 13.8(11.0-167)
g
£i .
B2 TALA<ENZA
gL w0
2
20-
PBOJENZA
& Stratified: HR=0.45; 95% CI, 0.33-0.61; P<0.0001 I
x 28 =2 36 40 45 a8 s2 56  s0 64
No. strisk Months
TALAENZA 00 0 &3 07 &2 @ £ 21 s 2 o o o o o o o
PBO:ENZA 188 149 126 & a 2 2 4 4 o 0 o 0 0 0 o o
Figure 2B has been reproduced from Fizazi K, et al. First-line talazoparib with enzalutamide in HRR-deficient metastatic castration-resistant prostate cancer: the
phase 3 TALAPRO-2 trial. Nat Med. 2024;30:257-264, under the terms of the Creative Commons CC BY license Licenses List - Creative Commons
ENZA=enzalutamide; mo=menths; NR=not reached; PBO=placebo; TALA=talazaparib.
*The updated rPFS data are descriptive

. rPFS favored TALA plus ENZA in patients with and without BRCA1/2 alterations

40

Radiographic progression-tree survival, %

o

No. at risk
TALASENZA 71
POOJENZA 84

Radiographic progression-free survival, %
&
1

No. at risk.
TALAJENZA 120

PBOJENZA 115

16
86

107
79

0-j_Stratif| .258; 95% CI, 0.160-0.421; P<0.0001

82
55

rPFS BRCA1/2

TALA+ENZA PEO+ENZA
IN=T1) N=84)
Events,n 27 56

Median (95% Clj,ma  NA (30.2-NA) 11.08.3-112)

TALA+ENZA

PBO+ENZA

T T T T T T
2 16 20 24 28 3@ 36 40 & 28 52 56 B0 64

Months

49 47 40 88 3 &0 19 10 10 s 5 1
2 16 14 11 6

o
-
"
®
oo

rPFS Non-BRCA1/2 HRRm

TALAVENZA PBO/ENZA
(N=129) (N=115)
Events, n 7”2 n

Median (95% Cl), mo  24.7 (16.6-36.1) 16.6(11.2-21.8)

TALA<ENZA

m PBO+ENZA

T T T T T 1
36 40 44 48 52 56 60 64
Months
6 55 51 2 7 29 2 W 7 [ 2 1 0
4 33 3 2 16 10 8 8 1 1 0 0 0

Fizzazi K, ASCO GU 2025
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Talapro-2

Overall Survival HRR (Final Analysis)?!

k TALAPRO-2 HRRm )

Overall survival, %

HRRm (ITT)

No. at risk
TALA+ENZA
PBO+ENZA

A. Any HRR Gene A

ion-To-Treat

Survival rate,

(HRR jent

28 (21-36)

100 = % (95% CI):
o1 (87-95) Events, n
iy ¥ Median (95% CI), mo
_ I
& I
| Survival rate,
| % (95% CI):
88
60 1 k
I I
I I
1 1 Slog
) | | I
i 1 | 42 (64-49)
20 = I I | |
1 1 | |
1 I | |
o o] stratified: HR=0.622; 95% CI, 0.475-0.814; P=0.0005 | : I I
& L
1 1

0 4 8 12 16 20 24 28 32 36 40 44 48 52
Months

200 199 190 179 1684 155 145 128 111 85 64 51 33 21

198 191 179 166 150 135 120 103 85 62 46 33 21 14

TALA+ENZA PBO+ENZA
(N=200) (N=199)
93 126
45.1 (35.4-NR) 31.1(27.3-35.4)
TALA+ENZA
PBO+ENZA
T 1 1 1
56 60 64 68
8 3 0
5 0 0

At a median follow-up of 44.2 months, treatment with TALA plus ENZA resulted in a 38%
reduced risk of death vs ENZA plus PBO for patients with HRR-deficient mCRPC

Fizzazi K, ASCO GU 2025
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Talapro-2

Overall Survival BRCA1/2 (Final Analysis)’

BRCA1/2

Non-BRCA1/2 HRRm

B. BRCA1/2 Gene Alterations

100 =

80 =

60 =

40

Overall survival, %

Event
Median (95% CI), mo

its, n

TALA+ENZA PBO+ENZA
(N=T1) (N=84)
30 56
NR (35.4-NR) 2.5 (24.5-34.4)

TALA+ENZA

PBO+ENZA

20 o
| 23 (13-34)
T | 1
o J| stratified: HR=0.497; 95% C1, 0.318-0.776; P=0.0017* I 1 1
. I 1
T T T T T T T T T T T Ll T T T T T 1
0 4 8 12 16 20 24 28 a2 % 40 44 48 52 56 60 64 68
Months
No. at risk
TALA-ENZA m 7 ) & s s 5 51 o ) 20 s 0 7 2 1 a
PBOJENZA B = S & & % 50 w0 ® = 14 5 & " 1 o a

C. Non-BRCA1/2 HRR Gene Alterations
100 =

7 i
Survival rate,
15, (95% ci:
® | 89 (82-04)
60 - |
}
|
I
i !
|
I
20 I
|

0 Stratified: HR=0.727; 96% Cl, 0.616-1.024; P=0.0665" I
1 I

Events, n
Median (95% CI), mo

TALA+ENZA PBOJENZA
(N=129)

(N=116)
63
42.4 (34.2-NR) 32.6(28.0-42.2)
TALAENZA
PBO+ENZA

T T T T T T T T 1
0 4 8 12 16 20 24 28 32 40 44 48 52 56 60 64 68

No. at risk.

TALASENZA 129 128 121 1 105 o %0 7 () ] “ 2 1 ) 2 0

PBOJENZA 115 m 100 [ 8 n ] ) 49 % 2 2 15 10 4 0 0

*The P values are nominal and descriptive for the subgroup analyses.

* Patients with BRCA1/2 gene alterations had a 50% reduction in risk of death and those with non-BRCA1/2 HRR gene alterations had a

27% lower risk of death with TALA plus ENZA vs ENZA plus PBO

Fizzazi K, ASCO GU 2025
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Imvigor 010: ctDNA exploratory analysis

/ Atezolizumab
+ High-risk MIUC (bladder, renal pelvis, ureter) (1 cycls o  year
+ Radical cystectomyimephroureterectomy with LN

dissection within < 14 wegks
- YPT2Thaor yph+ for patents reated with NAC?
- T3-Tdaor pN+for patents ot treated with NAC? No crossover loved
+ No postsurgical raciation or AC
+ Ifno prior NAC given, patient had to be ineligbl for, or
decined, cisplatn-based AC
+ ECOGPS 02
+ Tissue sample for PD-L1 testing

Observation® g3w

Disease-free survival
> > 1 A
S = =] =1

=g
=
=1

0

100] ey
N 8% ) e e
HRA14(05% C: 081,180 9 75 bt HR, 131 (05% CL077, 223)
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Powles T, et al. Ann Oncol 2020;31(suppl_7):S1417-S1424



VIl SIMPOSIO NACIC
de ONCOLOGIA de PF

Imvigor 011: Surveillance group analysis

ctDNA- population
Study desing

Characteristic All ctDNA- patients

A E n=171
Screening Surveillance Treatment Follow-Up Median age (range), y 59 (40-90)
Ve ~ Race, n (%) White 96 (56.1)
. ) . Asian 63 (36.8)

- High-risk MIBC {DNA Primary Other? 12 (7.0)
- (y)pT2-T4a NO MO or (y)pTO-Tda N+ c * Ik analysis Male, n (%) 135 (78.9)
Treatment . ECOG PS at 0 115 (67.3)

MQ at cystectomy Serial plasma collection Follow-Up population: Psa :
- Received or did not receive prior NAC 6w for 6 mo Placebo Not included screening, n (%) ! 49 (28.7)

. Eligible or not eligible for AC post-cystectomy; x1y in analysis : : - 71
. Cystectomy within past 6-24 weeks with q12w for months 6-12 Hbpogyatradical 3 LAE30)
id FrasidvLald Radi hic i resection, n (%) UC with mixed histology 29(17.0)
no evidence of residual disease adiographic imaging Tumour stage, n (%) <T2 18 (10.7)

+ No known PD-L1 status for adjuvant q12w for up to 12 mo S ill

J ost-cystectom; Radiographic Survival follow-up urveiance e sl
therapy post-cys Y N oy group: Included T3 74 (43.8)
- Available tumour sample for PD-L1 status? imaging gém for 2 y q6m for 2y in analysis T4 18 (10.7)
and WES and matched blood sample Nodal stage, n (%) NO 135 (78.9)
N+ 36 (21.1)
- ) ) -~ CtDNA- definition: PD-L1 status, n (%) Igo;‘l 98 (57.6)
Primary gndpomt: . Disease-free status at baseline IS T e s, Idf)j 5 E;;g
Investigator-assessed DFS 21 ctDNA- result and no ctDNA+ result rgmgved n (%) =10 130 (77.8)
Key secondary endpoint: =1 post-baseline diseases assessment Lymph node density, <20 162 (97.0)

- 0s Completed 212 mo of surveillance post-cystectomy n (%)° 220 5(3.0
or discontinued surveillance <12 mo with no ctDNA+ result Prior neoadjuvant Yes 83 (48.5)
chemotherapy, n (%) No 88 (51.5)

Powles T, EAU 2024
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Imvigor 011: Surveillance group analysis

DFS in the ctDNA-population OS in the ctDNA-population

100+ 19 ; ‘
R 100% “oa
! 929 : ‘ ‘
80 | 82% | 88% 80+
= _
60 —~ 60
& £
i %)
Q 404 O 401 : !
! H i
CIDNA— patients | ctDNA- patients !
‘ ; =171 ;
20- n=171 | : 20{ —— L
Median follow-up (IQR), mo 16.3 (11.6-19.3) Median follow-up (IQR), mo 16.3 (11.6-19.3)
DFS events, n (%) 17 (9.9 : i N 2(12)
04 ; ; 1 T T . + T ; .
0 3 6 9 12 15 18 21 0 3 6 9 12 15 18 21
Months Months
No. at risk m 171 160 152 124 97 58 10 No. at risk 171 171 160 152 124 as 56 12

Powles T, EAU 2024
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Imvigor 011: Surveillance group analysis

DFS in the ctDNA-population DFSin Checkmate274

« Continued DFS benefit was observed with NIVO versus PBO both in the ITT and tumor PD-L1

1004 expression > 1% populations
IT™ PD-L1 2 1%
1 i 100 100
L 92% ! ego N N Median DFS (95% CI), months
804 ' | 88% % Median DFS (95% Cf), months 90 \ — TSN
3 E _ 80 WIVO 22.0 (18.8-36.9) — 80 i\ 8 8.4 (5.6-17.9)
i H 3 L P 10.9 (8.3-15.2) z LNy HR (95% (), 0.52 (0.37-0.72)
: H = 70 N HR (95% CI), 0.71 (0.58-0.86) = 70 B
—~ : H 2 2 DS 6.9
S : i g o] : g & ey
~ I ' H \ a ~ L -
(7] : g = . \"—‘H g N TR
E ' 0 g 40 =l i E W i -
404 ! H & TR m & s —
0 ] S S
n 20 20
CtDNA- patients | i
204 n=171 ' i 10 10
5 1 | o v
Median follow-up (IQR), mo 16.3 (11.6-19.3) | ' 0 6 12 18 24 30 36 42 48 54 60 66 0 6 12 18 24 30 36 42 48 54 60 66
' ' Months Months
DFS events, n (%) 17 (9.9)2 : E Mo, at riek o, at riek
b 4 H
(') é é Ig 1'2 1'5 1'5 2'1 Mt follow  the T popukation. 316 manhe. OFS was defined 2 the tome between the date o randomizacion and the date of i recurence local uothetal rac. local o rothetial ract or
zane) or
Months
No. at risk. 171 1m 160 152 124 97 58 10

Powles T, EAU 2024; Gaslky MD, ASCO GU 2023
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Imvigor 011: Surveillance group analysis

DFS in the ctDNA-population

OS in the ctDNA-population

100 190 : '
w 1 100% 1 98%

! 929 T | ; i
80+ | 92% | 88% g0 ;
< 604 - 60 E
g & :
w wn "
= i
o 40 O 40 | |
CtDNA- patients | CIDNA- patients | |
‘ =171 :
201 net 21 edian foll 1QR] 16 3n11 6-19.3 :
Median follow-up (IGR), mo  16.3 (11.6-19.3) edian follow-up (IQR), mo -3 (11.6-19.3) :
. DFS events, n (%) 17 (9.9 | OS events, n (%) 2(1.2) :

0 3 3 9 12 15 18 21 0 3 6 9 12 15 18 21

Months Months
No. at risk 17 17 160 152 124 97 58 10 No. at risk 1m 171 160 152 124 95 56 12

We need longer follow-up in both arms
Has ctDNA negative a negative predictive value?

Serial ctDNA testing may have greater clinical hability than landmark
ctDNA as a risk stratification tool using Natera Signature

Powles T, EAU 2024
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Tombola Trial

TURBT NAC RC 12 mo 24mo  36mo

Inclusion criteria:
S © o0 ©
NN $ 00000 N 20202 2w W
« Cisplatin-fit
« Eligible to 10
190 patients included

Atezolizumab 5 years follow-up

Primary objective:
+ Complete response (CR) after treatment with investigational agent initiated by ctDNA positive status after
radical cystectomy.
CR defined as NED = negative ctDNA and no visible metastasis on CT

Secondary objectives:

. Duration of freedom from clinical relapse
s Overall survival

. Cancer specific survival

Relapse following cystect

pabentn

fiidti e B R L tHs L R B e B H TR M S

Early detection of relapse

™

T L

3
B

Molecular Relapse

Mol & Clin Relapse

omy

56% were ctDNA+ post-RC
75% were detected < 4 months post RC

Of the ctDNA- patients, only 2 (3%) developed
metastases on CT-scan during follow-up

Jorgen Bjerggaard Jensen ESMO 2024
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Tombola Trial

Oncological outcome — immunotherapy at the time of molecular relapse
ctDNA: RFS

CIDMA post RC at
one year landmark

HDNA post RC at
‘ane year landmark

ctDNA OS

e g i o o0
H H T
ore T 1 075 o
752% : i
050 ! H g o |
1 H |
025 H 1 025 1
H H i
HR= 20.2] H H 1
oo PREEEFHD : : soo|  P=000IE |
T T T T T T T T T T T T T T
] 180 380 540 720 o0 1080 0 180 £ 540 2 w00 1080
Days after RC Days after RC
Negaive 81 70 48 £ 7 5 megive 81 70 &0 48 7 5
Posive 86 62 34 25 17 8 Posiive 86 s 55 41 18 8

Primary endpoint
NED (No evidense of disease) (CT and ctDNA-)
following immunotherapy

CT scan

1
ctDNA status

Count
(p-value =0.0042) 5 10 15 20

Jorgen Bjerggaard Jensen ESMO 2024
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EV-302: Exploratory Analysis
Nectin-4 Expression

Study Design and Methods

EV-302: Global, Open-Label, Randomized, Phase 3 Study’

Exploratory Nectin-4 Biomarker Analysis

Retrospective assessment of Nectin-4

ITT Patient

Population (N=886) ' SESbyBICR

+ Previously untreated

(v ® by a CAP/CLIA validated
Nectin-4 IHC assay in primary
or metastatic tumor tissue®

- Nectin-4 expression and Nectin-4/PD-L1
expression were available for 800 of 886
randomized patients (EV+P: n=394;
chemotherapy: n=406)

- PD-L1 expression status was determined
as high (CPS 210) or low (CPS <10)
using a validated PD-L1 IHC assay®

Clinical efficacy (PFS, OS, and ORR) was

Selact secondary
JaimuC =
* Etigile for platinum, + ORR per RECIST
,and P 1.1 by BICR
L [ Chemotherapy and investigator
P ey (Cisplatin or carboplatin + assessment
RRECOCRS S gemcitabine) - Safely
Maximum 6 cycles
Stratification factors: cisplatin eligibiliy (elig igible), PD-L1 ion (highiow),
liver melastases (present/absent)

in Nectin-4 expi 1 groups

Nectin-4 expression at baseline (H-score)

Distribution of Nectin-4 H-Scores Was Skewed Toward
High Expression

H-Score of Nectin-4 Expression at Across Both Arms

(N=800)

07 i EV+P  Chemothel
il frbveslRgy Variable (n=394) rd0e)
a0 ats H-score, median (IOR) 280 (230-298) 270 (215-297)
25 i i | Meseoes225 GupaminHescore, n (%)
200 <150 33(96) 50(12.3)
175 2150 to <225 50(12.7) 56 (13.8)
180 Weoore=150 2225 206 (77.7) 300 (73.9)
125 Patients with H-score 0, n (%) 3(0.8) 6(1.5)
100

75

50

2

Individual patients

High Nectin-4 H-Scores Were Observed Regardless
of the Biopsy Origin

300 4
« The majority (69%) of biopsy ®
samples submitted were of 2 250
primary origin? °
F 200+
2
5
T 150
s
2
£ 100
1
)
£ 504
0-{_® Mean ;
Metastasis
Biopsy origin Metastasis
H-score, median (IQR) 267 (215-295) 287 (235-300)

Data cutoff: 8 August 2023.
EV, enfortumab vedotin; IQR, interquartile range; la/mUC, locally advanced or metastatic urothelial cancer; P, pembrolizumab. s
“These are not matched biopsies: one tumor tissue sample was submitted for each patient.

Powles T, ESMO 2024
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EV-302: Exploratory Analysis
Nectin-4 Expression

Consistent OS Benefit with EV+P in Both <275 and 2275

Nectin-4 H-Score Subgroups

Nectin-4 H-score <2752
n Steatified HR
N Events (months) 95% Cl (95% CI)
EV+P 177 57 264 (223.4) 0518
100 Chemotherapy 212 108 139 (118,10.7) (0.572.0721)

80
go
1]
O 40
EV+P
Chemotherapy
20
0
T T T T T T T T T T T T T T T T T
0 2 4 6 8 101214 16 18 20 22 24 26 28 30 32 34 36 38
3 Time (months)
No. atrisk
EV+P 77471164157150128102 81 64 46 36 24 15 11 4 4 1 1 1
Chemotherapy 212202 192163145114 87 66 50 36 24 15 10 7 4 1 1

Nectin-4 H-score 22752

Median Stratified HR
N Events (months) 95%CI (95% CI)
EV+P 217 62 - 25.6,-) 0.426
100 Chemotherapy 184 85 171 (147,193) (0305,0.595)

80

60

QS (%)

40
20 Chemotherapy

0

T T T T T 7 T T T T T T T T T T T T 1T
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36
No. atrisk Time (months)

EV+P 217208 201 195 186 169 144 121103 81 69 35 17 8 7 3
Chemotherapy 194 184 168 156 145126103 86 65 46 30 19 13 9 6 4 3 1

Consistent PFS and OS Benefit with EV+P Across

Nectin-4 H-Score Subgroups

PF§ 08
Median PFS, months (event/N] Median 03, months (eventN)
EV4P HR (85% ) EVP O HR 5%, C)
125 i3 i 0450 35 11 i 1468
el omugy * | e || P s e " | (03761 0582)
Subgroup, Nectin4 H-score 1 Subgroup, Nectind Hsscore !
. 4 62 i 05% % 14 04 i 0531
(1838 (us0) —— [0280100.598) (1538 (2850) —— [02681052)
£3 62 : 0860 254 118 ' 04%
AIODS e g e B P p | I T —— 0220 0657)
s 64 1 03% 35 14 ! 0456
< (MB3E)  (205%00) o pp || [B8O08)  (143300) HH (038500613)
i i
o1 1 5 [} 1 5
Favars EVF Favers chemotherapy Favors EV4# Favors chematherapy

Consistent ORR Benefit with EV+P Across All

Nectin-4 Subgroups
Nectin-4 H-score, EV+P Chemotherapy
median (IQR) n=437 n=441
Responders® 284.5(240-300) 280 (225-300)
100 4 Non-responders® 270 (210-295) 265 (210-295)
80
g
& 60
o
(=]
40
20 40
n=437 n=173 n=210
0
Overall H-score H-score H-score
population H-score <275°  H-score 2275¢ <150 2150 to <225 2225

Powles T, ESMO 2024
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Conclusions

Adjuvant Pembrolizumab treatment improves OS in High-Risk RCC patients

Kim-1 could be a biomarker to select which patients could benefit from adjuvant immmunotherapy
KIM- 1: Preliminary data in patients with advanced disease treated with 10 show positivy results
Talapro2 (Talazoparib + Enzalutamide) demonstrate an improvement in OS in mCRP patients
The question is: what patients? All corners? HRR +? BRCA1/2? And others....

ctDNA is the most promising biomarker in UC (Adjuvant setting) but ......

We can not actually select treatment based on this results

EV +P improve OS independent on Nectin-4 expression
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