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Prostate cancer



Prognostic and predictive markers

g ADT + ARPIl = backbone for M1 and very high-risk MO patients

-M/- Prognostic marker Who need treatment intensification ?

Q Predictive marker Which treatment for intensification ?



Treatment intensification

ADT + AAP STAMPEDE high- M1 low volume* M1 high volume
@ 84 months risk MO
Alive 79% 63% 34%
No relapse 72% 52% 29%
Deaths attributed 50% 70% 82%
to prostate cancer — e e e

And de-escalation for low-risk patients : DE-ESCALATE EORTC phase lll trial !

Grisay et al. 2025 ESMO annual meeting.
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Decipher is predictive for docetaxel

Decipher high Decipher lower
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Years since randomization Years since randomization
Atrisk | 141 126 87 61 44 35 32 28 24 19 16 14 10 4 3 3 At risk |119 115 98 88 74 66 56 49 39 33 31 28 15 12 5 4
Events | 0 15 54 80 97 106 109 113 115 120 121 123 125 127 127 127 Events ! 0 4 21 31 45 52 62 67 76 79 81 84 88 90 91 91
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High Decipher score identifies metastatic patients most likely to benefit from docetaxel
Biomarker-treatment interaction effect p value= 0.039%*

with Veracyte

Grist et al. Cell. 2025;188:5717. doi: 10.1016/j.cell.2025.07.042.



Decipher is predictive for ADT + ARPI

Decreasing p value
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ADT + AAP STAMPEDE patients
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Grist et al. Cell. 2025;188:5717. doi: 10.1016/j.cell.2025.07.042.
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PTEN deficient cell

AR signalling PI3K/AKT signalling

RTK Cell membrane

Abiraterone fenaed
+ ADT PI3KB , PI3Ka }
Capivasertib

Nucleus

Cytoplasm

Tumour proliferation Tumour proliferation

Quistini et al. Res Rep Urol. 2025;17:211. doi: 10.2147/RRU.S388265.



PTEN inactivation is prognostic

A ool ADT PTEN inactive & ] ADT PTEN active
ADT + abiraterone  HR=0.55, 95% CI 0.39-0.77 ADT + abiraterone  HR=0.52, 95% CI 0.36-0.73
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0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 0 1 2 3 4 5 6 7 3 9 10 M 12 13 14 15
Years since randomization Years since randomization
Atrisk|o4a 84 63 43 37 30 25 21 16 12 10 3 0 0 0 0 Atrisk|[117 107 88 76 60 52 45 41 35 25 20 10 O 0 0 0
Events|0 10 31 51 57 64 69 73 77 79 8 81 8 82 82 82 Events| 0 10 29 41 57 65 72 76 80 89 93 94 95 95 95 95
Atrisk 187 80 69 61 55 48 42 36 32 28 24 14 6 0 0 0 Atrisk 195 91 8 78 70 65 55 52 47 40 35 14 1 0 0 0
Events * 0 7 18 26 32 39 44 50 52 54 57 59 59 59 59 59 Events * 0 4 10 17 25 30 40 41 46 51 56 57 57 57 57 57

Grist et al. Cell. 2025;188:5717. doi: 10.1016/j.cell.2025.07.042.



PTEN inactivation is predictive

ADT +
abiraterone : ¢
ADT + ;
docetaxel :
ADT : o
0.9 1.1 1.3 1.5 1.7

Hazard ratio of a 1 standard deviation change in continuous score

Grist et al. Cell. 2025;188:5717. doi: 10.1016/j.cell.2025.07.042.



CAPItello-281 trial

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

Placebo

4 days on, 3 days off Time to PSA progression

Of ~6,200 patients submitting tumour

Patients with PTEN deficient Capivasertib 400 mg BID Primary endpoint
de novo mHSPC P 4 days on, 3 days off * Investigator assessed rPFS
« PTEN deficiency: Abiraterone/pred 1000 mg/5 mg QD Secondary endpoints
(diagnostic cut-off of 290% of viable +ADT +ADT *  Overall survival
malignant cells with no specific Time to first subse
. . N : E quent therapy

cytoplasmic staining by IHC) 1,012 p?tlents »  Symptomatic skeletal-event free survival
- i.e.=10% of cells expressing PTEN (R1:1) Time to pain progression

by IHC - 400 mg BID + Time to castration resistance

tissue 97% had a valid IHC result and Abiraterone/pred 1000 mg/5 mg QD Exploratory post-hoc
25% were PTEN deficient + ADT +ADT PTEN deficiency su bgroups
Stratification factors:T Study timeline b ; Current :a L |
M1 volume (CHAARTED criteria) and visceral mets Enrolment period Primary rPFS DCO Final OS DCO
13 July 2020-5 Feb 2024 7 Oct 2024 Planned for 522 deaths

» Geography :
Median rPFS follow-up:¥ ~18 mo  (52.2% maturity)

Fizazi et al. 2025 ESMO annual congress.



Investigator-assessed rPFS

Capi + abi (N=507)

Pbo + abi (N=505)

1.0
Events,n (%)  183(36.1) 215 (42.6)
0.8 Median rPFS, months (95% Cl)  33.2 (25.8, 44.2) 25.7 (22.0, 29.9)
HR (95% Cl) 0.81 (0.66, 0.98)
% 26- P-value 0.034
(@]
B ol g, T TR .
% I
8 04 ! 5 - i~
o 1 I
25.7 months | 7.5months ! 33.2 months 1
0.2-1 i "I
1 I
—+—— Capivasertib + Abiraterone (N=507) ! I
———— Placebo + Abiraterone (N=505) : :
0.0 T T T T T T T T — T — T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
_ ) Time from randomisation (months)
Number of patients at risk
507 460 435 353 282 233 217 165 123 93 69 62 41 21 6 0
505 479 440 359 276 215 198 154 113 83 50 51 37 23 8 0

Fizazi et al. 2025 ESMO annual congress.



Toxicity

Capi + abi (N=503) Pbo + abi (N=503)
Tt Crace 23 (1 ooz | wories | vorces | Grier Tt Crace 23 (1

Diarrhoea 51.9/6.2 8.0/04
Hyperglycaemia* 38.0/10.3 129/0.6
Rasht 35.4/12.3 7.0/0.2
Anaemia 23.9/5.2 12.7/1.0
Hypokalaemia 221/8.7 12.7/4.8
Hypertension 19.9/5.8 239/7.8
Fatigue 15.9/0.4 125/0.8
ALT increased 141144 13.3/34
Urinary tract infection 13.714.2 101/1.2
AST increased 12.912.6 11.7/2.0
Nausea 121/0.6 4410.0
COVID-19 11.7/0.8 8.7/0.6
Asthenia 11.3/0.8 50/04
Pyrexia 109/1.2 28/0.0
Hot flush 10.5/0.2 13.5/0.0
Pruritus 10.5/0.2 2.6/0.0
Back pain 9.9/0.6 10.9/0.0
Constipation 8.3/0.2 11.9/0.0

Arthralgia ' . 76/ (:l.4l . . | . . 10'.1 10.4 . .

100 80 60 40 20 00 20 40 60 80 100

Diabetic ketoacidosis was reported in 6 patients (1.2%) in the capi + abi arm, and 0 patients in the pbo + abi arm.

Fizazi et al. 2025 ESMO annual congress.



PTEN subgroups

* Also for,
* OS
 Symptomatic skeletal events
* Castration resistance
* PSA progression

Fizazi et al. 2025 ESMO annual congress.
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PTEN heterogeneity

@ @PB4 PTEN status
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Warner et al. Nat Cancer. 2024;5:114. doi: 10.1038/s43018-023-00692-y.
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MHSPC : treatment options on top of ADT

ADT

Capivasertib

RT prostate

Abiraterone
CAPIltello-

281

PEACE1

LATITUDE

AMPLITUDE STAMPEDE H

Docetaxel

GETUG15

ARANOTE ENZAMET

STAMPEDE G

ARASENS CHAARTED

Darolutamide
STAMPEDE C-E alileinlas

Enzalutamide

Niraparib

Apalutamide

Radiothérapie : Parker et al, The Lancet, 2018, 392, 2353-66; Boevé et al, Eur Urol, 2019, 75, 410-18

Docetaxel : Gravis et al, Lancet Oncol, 2013,14 149-58; Sweeney et al, N Engl J Med, 2015, 373, 737-46; James et al, Lancet, 2016, 387, 1163-77
Combo : PEACE1 Fizazi K, et al. Lancet 2022; 399(10336):1695-1707.

Abiraterone : Fizazi etal. N Engl) Med. 2017, 377, 352-60; James et al, N Engl ) Med, 2017, 377, 338-51

Enzalutamide : Armstrong Al et al. J Clin Oncol. 2019;37(32):2974-86. ; Davis et al, N EnglJ Med, 2019, 381, 121-131 Niraparib : Attard G. et al Nat Med. 2025;
Apalutamide : Chi et al, N EnglJ Med, 2019, 381, 13-24; Saad F et al. J Clin Oncol 2024;42:4271-81. Capivasertib : Fizazi et al. ESMO 2025 RN . . I
Darolutamide : Smith et al, N EnglJ Med, 2022, 386, 1132-42 Lu-PSMA-617 : Tagawa et al ESMO 2025 M e rC I a B rl e U C S a u tO I S .



AMPLITUDE trial

Median follow-up: 30.8 months

Key inclusion criteria:
« mCSPCa

» Alteration in =1 HRR eligible gene:
BRCA1, BRCA2, BRIP1, CDK12, CHEK2,
FANCA, PALB2, RAD51B, RAD54L"

» ECOG PS 0-2
Key exclusion criteria:
* Any prior
* PARPI
* ARPi other than AAP
Prior allowed treatments in mCSPC:
« ADT <6 months
» Docetaxel <6 cyclesc
« AAP <45 days

» Palliative RT

Attard et al. 2025 ESMO annual congress.

Nira (200 mg QD)
+
AAP (1000 mg QD + 5 mg QD)
+
ADT
(n=348)

Randomised
1:1
(N=696) PBO
+
AAP (1000 mg QD + 5 mg QD)
+
ADT
(n=348)

Stratification factors:

BRCA2 vs CDK12 vs all other
alterations

Prior docetaxel (yes vs no)
Disease volume (high vs low)

Key secondary end points

« Time to symptomatic progression
+ OS

+ Safety

Clinical data cutoff: January 7, 2025



AMPLITUDE trial

BRCA sub-group

100+~ wﬂxﬁ%_?‘\_%ﬁ Niraparib + AAP median:
L e . not estimable (NE)
80 - ™ o,
T M
= 60 — # +oE
X . +
S s 4
1 ST
& 40- T
= Placebo + AAP median: 26.0 months i
20
HR=0.52 (95% CI: 0.37-0.72)
p<0.0001
0 T T T T T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48
Time (months)
Number at risk
Niraparib+AAP 191 177 158 142 95 55 30 L 0
Placebo+AAP 196 174 137 109 73 33 22 6 0

Attard et al. 2025 ESMO annual congress.

HRRm (ITT)
100+
80 Niraparib + AAP median: NE
;.é" 60
S~ V. 2 S
a
= 40+ Placebo + AAP median: 29.5 months
20
HR=0.63 (95% CI: 0.49-0.80)
p=0.0001
0 T T T T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48
Number at risk Time (months)
Niraparib+AAP 348 321 280 246 164 91 54 9 0
Placebo+AAP 348 312 245 201 135 70 43 9 0



Urothelial cancer



Anti-Nectin-4
monoclonal antibody
Protease-cleavable linker
monomet hyl auristatin E
(MMAE)

Enfortumab Vedotin (EV)

Enfortumab g
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+
Pembrolizumab
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Sternschuss et al. Futur Oncol. 2025. doi: 10.1080/14796694.2025.2482363.



Keynote-905/EV-303 trial

Allocation to this treatment arm stopped Nov 2022

Koy Eligibility Criteria Pembrolizumab 200 mg ) e Pembrolizumab 200 mg
* Adults with MIBC IV Q3W 3 cycles IV Q3W 14 cycles
» Clinical stage T2-T4aNOMO or

T1-T4aN1MO by central assessment
AT
Enfortumab vedotin 1.25 mg/kg

» 250% Urothelial histology n=174

» Cisplatin-ineligible per Galsky criteria2
or cisplatin-declining

« ECOG PS 0-2

R 1:1
Enfortumab vedotin 1.25 mg/kg

d1 and d8 IV Q3W 3 cycles
+

d1 and d8 IV Q3W 6 cycles
+

Pembrolizumab 200 mg
IV Q3W 14 cycles

n=170

Pembrolizumab 200 mg
IV Q3W 3 cycles

aN1d + 2 -

Stratification Factors
+ Cisplatin ineligibility (ineligible vs.
eligible but declining)
» Clinical stage (T2NO vs. T3/T4aNQ vs. Primary endpoint: Event-free survival (EFS) by BICR
T1-4aN1) Key secondary endpoints: OS and pathological complete response (pCR; pTONDO, i.e.
« Region (US vs. EU vs. Most of World) absence of viable tumor in examined tissue from surgery) by central pathologist review
Other secondary endpoints include: Safety
Exploratory endpoints include: EFS by pCR status

Vulsteke et al. 2025 ESMO annual meeting.



Muscle invasive bladder cancer

* About half of patients are ineligible for cisplatin

* Galsky criteria

* Poor PS
Impaired renal function
Hearing loss
Peripheral neuropathy
NYHA class Il heart failure

Galsky et al. J Clin Oncol. 2011;29:2432. doi: 10.1200/JC0O.2011.34.8433.



Baseline characteristics

Characteristic, n (%) EV + pembro (N = 170) Control (N = 174)
Median age (range), years 74.0 (47-87) 72.5 (46-87)

265 to <75 years 63 (37.1) 77 (44.3)

=75 years 78 (45.9) 68 (39.1)
Male 137 (80.6) 131 (75.3)
ECOG PS

0 102 (60.0) 95 (54.6)

1 47 (27.6) 53 (30.5)

2 21 (12.4) 26 (14.9)
Region

United States 21 (12.4) 23 (13.2)

European Union 78 (45.9) 77 (44.3)

Most of World 71 (41.8) 74 (42.5)
Cisplatin eligibility status (per Galsky criteria)

Ineligible 142 (83.5) 139 (79.9)

Eligible but declining 28 (16.5) 35 (20.1)
PD-L1 combined positive score (CPS) 2102 80 (47.1) 83 (47.7)
Tumor stage at baseline (centrally assessed using both
pathology of TURBT specimen and imaging)P

T2NO 30 (17.6) 32 (18.4)

T3/T4aNO 133 (78.2) 132 (75.9)

T1-4aN1 7(4.1) 10 (5.7)
Creatinine clearance

260 mL/min 68 (40.0) 72 (41.4)

230 and <60 mL/min 102 (60.0) 101 (58.0)

<30 mL/min 0 1 (0.6)
Pure urothelial carcinoma histology 152 (89.4) 161 (92.5)

Vulsteke et al. 2025 ESMO annual meeting.



Primary endpoint : EFS

EV + pembro Control
(N = 170) (N =174)
100 ; ' Events, n (%)  48(28.2) 95 (54.6)
90 = : 77.8% : Median, mo NR 15.7
< 80~ ' 74.7% (95% Cl) (37.3-NR)  (10.3-20.5)
T 70- ! . HR 0.40, 95% CI 0.28-0.57,
S 60- : : one-sided P <.0001*
= 1
® 50 : ! . o
@ I | . /174 pts (16.7%) in
& 404 ! : the control arm received
"q:'; 30 - ! ' 39.4% |-|'|_|_|_|| 11 I adjuvant nivolumab as
S ' ' of data cutoff per local
w20+ ! ! guidelines/prescribing
10= ! ! information
0 I i - T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60
No. at Risk Months
EV + pembro 170 140 116 73 56 42 35 16 3 0 0
Control 174 116 84 48 33 22 14 9 1 0 0

Vulsteke et al. 2025 ESMO annual meeting.



Subgroup analyses : EFS

Events/Participants

EV + pembro Control HR (95% CI)

T

Overall 48/170 95/174 —— : 0.40 (0.28-0.57)
Age

<65 years 3/29 16/29 . : 0.13 (0.04-0.46)
265 to <75 years 21/63 44/77 —— 0.41 (0.24-0.70)
>75 years 2478 35/68 —a— : 0.50 (0.30-0.84)

Sex '
Male 371137 721131 - 0.40 (0.27-0.59)
Female 11/33 23/43 —— : 0.37 (0.18-0.79)

ECOG PS '
0 26/102 43/95 - 0.54 (0.33-0.87)
1 16/47 35/53 —— : 0.30 (0.16-0.57)
2 6/21 17/26 —_— ' 0.19 (0.07-0.52)

Region !
United States 6/21 11/23 —l—:— 0.47 (0.17-1.27)
European Union 21/78 4177 —— 0.38 (0.23-0.65)
Most of World 21/71 43/74 —— 0.41 (0.24-0.69)

Cisplatin eligibility :
Ineligible 41/142 81/139 - 0.37 (0.26-0.54)
Eligible but declining 7/28 14/35 —_— 0.58 (0.23-1.44)

PD-L1 CPS :
>10 21/80 42/83 - 0.37 (0.22-0.64)
<10 26/87 53/90 —_—— 0.40 (0.25-0.65)

Tumor stage :
T2NO 4/30 13/32 i ' 0.26 (0.08-0.80)
T3/T4aNO 41/133 75/132 —-— 0.43 (0.29-0.63)
T1-4aN1 317 7/10 i : 0.35 (0.09-1.40)

Creatinine clearance )
260 mL/min 16/68 36/72 —_—l 0.32 {0.18-0.59;
<60 mL/min 32/102 59/102 + ! 0.45 (0.29-0.70

0 1

<0.05 0. 25 05 10 2 0 4. 0

Vulsteke et al. 2025 ESMO annual meeting.

Favors EV + pembro Favors control




Secondary endpoint : OS

EV + pembro Control
(N=170) (N=174)
Events, n (%) 38 (22.4) 68 (39.1)
1004 ' 86.3% : Median, mo NR 417
90=- ' 1 79.7% (95% ClI) (NR-NR) (31.8-NR)
] 1
< 807 ! HR 0.50, 95% Cl1 0.33-0.74,
= 70+ ! ! one-sided P =.0002*
% 60= ' 75.7% !
i ' ' 0 * 8/170 pts (4.7%) in the
‘_:'} 50 : : 63.1% EV + pembro arm and
® 40- ! : 46/174 (26.4%) in the
@ 30= ' I control arm received
> ) [
(@) " » subsequent therapy for
20+ : : recurrent/metastatic
10 ' ' disease
] 1
0 | | | I | | | | : | | | | I | | n ; | | | I | | | | I | | | | I | | n I | | | | I
0 6 12 18 24 30 36 42 48 54 60
No. at Risk Months
EV + pembro 170 159 144 94 68 56 45 28 10 0 0
Control 174 150 130 75 54 45 30 18 6 0 0

Vulsteke et al. 2025 ESMO annual meeting.



Secondary endpoint : pCR

1007 Estimated difference®
48.3% (95% Cl 39.5-56.5)

80 — one-sided P <.000001*
S | |
X 60
Tp)
(2
3 40—
oY
(&)
Q.

20—

0 —

EV + Control
pembro

Vulsteke et al. 2025 ESMO annual meeting.

EV + pembro Control
(N =170) (N=174)
PCR, n 97 15
PCR rate, % 57 .1 8.6
(95% Cl) (49.3-64.6) (4.9-13.8)

* pCR: absence of viable tumor (pTONO) in examined
tissue from RC + PLND

* Pts who did not undergo surgery, including those with
clinical complete response after neoadjuvant therapy,
were considered non-responders



Surgery was feasible after EV + P

* 87.6% of patients underwent surgery

* Grade 5 events during surgery phase were low
* 2.7%In EV + P versus 5.7% in control

Control (N = 159) EV + pembro (N = 146)

Total4 64.8% 67.8%

Anemia 4

Prostate cancer

Urinary tract infection
Constipation 4

Hypokalemia

Nausea -

Procedural pain
Abdominal pain |

Post procedural urine leak -
Weight decreased A

lleus 4

Vomiting

Diarrhea A

Fatigue

Urosepsis -

Insomnia -

Pyelonephiritis -

Blood creatinine increased A

U v T T T T T T T T T T T T
60 40 20 0 20 40 60
Incidence, %

Any grade AEs mm Grade 23 AEs Any grade AEs = Grade 23 AEs

Vulsteke et al. 2025 ESMO annual meeting.



Pathological response rate

100%
0% |
8% |
% | 63.6% ¥
60% f 57.1%
il 42.0% 42.0%
40% 36.0% 37.3% 36.4%
o s 27.5%
2 1ill
10% 8.6%
o | ]
ABACUS PURE-01 VESPER ddMVAC VESPER GC NIAGARAGC NIAGARA GC+D EV-103 Cohort H Disitamab vedotin| KN905 TUR KN905 EV+P
+ toripalimab

Rosenberg. 2025 ESMO annual meeting.



Adjuvant phase after pCR ?

Surveillance

Screening ctDNA monitoring Treatment Follow-up

until 1 y post-cystectomy?

Atezolizumab (1680 mg)

~ ~ IVgdw forupto1y
» MIBC within 6-24 weeks of Confirm no evidence of Treatment
radical cystectomy radiographic disease® follow-up

Placebo
« Histologically confirmed 4 R Nt 01y
(y)pT2-T4aNOMO or - 6-weekly ctDNA+
(y)pTO-T4aN+M0 CtDNA testing? any time
urothelial cancer
« No evidence of e 12-weekly
radiographic disease radiographic
imaging
* Prior neoadjuvant

; U Y No treatmen
chemotherapy permitted No treatment R Surveillance
« ECOG PS 0-2 \ ’ follow-up

AN

Repeat testing

if ctDNA- Primary endpoint: INV-assessed DFS

Key secondary endpoint: OS

Powles et al. N Engl J Med. 2025. doi: 10.1056/NEJM0a2511885. IMvigor011 trial.



Adjuvant phase after pCR ?

OS in patients who tested ctDNA+

100 .
Atezolizumab Placebo
90 — (n=167) (n=83)
Events, n (%) 60 (35.9) 36 (43.4)
80 — 0S, median (95% CI), mo 32.8 (27.7,NE)  21.1 (14.7,NE)
Stratified HR (95% ClI) 0.59 (0.39, 0.90)
70 Stratified P value 0.0131
60 - : Median follow-up: 16.1 mo from randomisation
S |
~ 50 - 1
8 40 — : oy T =t : Consistent benefit in relevant
: :46.9 ) secondary endpoints:
30 : : Disease-specific survival:
20 - | : HR, 0.64 (95% CI: 0.40, 1.05)
|
|
10 | |
|
0 - : |
| I I | I | | | I | I I | 1 | | I | I I | I | 1 1
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48
Time from randomisation (mo)
No. at risk

Atezolizumab 167 162 155 154 143 130 118 108 92 86 75 65 59 51 43 30 23 19 12 7 &5 3 2 1 A1
Placebo 83 80 76 74 65 53 44 36 34 30 26 21 19 17 15 13 10 10 8 5 2 1

Powles et al. N Engl J Med. 2025. doi: 10.1056/NEJM0a2511885. IMvigor011 trial.



Perspective

BT -

Eligibility:
KN905 population

Rosenberg. 2025 ESMO annual meeting.

< X2 mMmQGO XX CW;m

ctDNA
assessment

+

/
—

.

Treatment switch

Single agent PD-1 inhibition



Kidney cancer



Belzutifan

HIF-2a

—
HIF-2a

hIBIOTS I XD

hypoxia

HIF complex

Dana-Farber Cancer Institute.



Von-Hippel Lindau disease

Hemangioblastomas
Cerebellar

e \/HL ge ne mutation Hemangioblastoma

Retinal Angioma

* Autosomal dominant NO

* Life expectancy
* 60 years in female Ppeteiuogiocysatia
* 67 yearsin male

* Main cause of death
* CNS hemangioblastomas

Renal cysts &
Renal cell carcionma

Binderup et al. ] Med Genet. 2017;54:11. doi: 10.1136/jmedgenet-2016-104058.



LITESPARK-004

Tumor Assessments
At screening and every 12 weeks for a minimum of 3 years,

Key Eligibility Criteria then every 24 weeks thereafter

Diagnosis of VHL disease, based
on germline alteration

=21 measurable RCC tumor

No RCC tumor or other VHL tumor Belzutifan

that necessitates immediate 120 mg orally once daily®
surgery?

No prior systemic anticancer
therapy

No metastatic disease End Points
ECOG PS 0 or 1 Primary: ORR in VHL disease—associated RCC per RECIST v1.1 by IRC

Secondary: ORR in other VHL disease—associated neoplasms; DOR;
TTR per RECIST v1.1 by IRC; and safety

Narayan et al. J Clin Oncol. 2025. doi: 10.1200/JC0.2025.43.16_suppl.45.



Baseline characteristics

Age, median (range), years
Sex, n (%)
Male

Female

ECOG PS, n (%)
0
1

28

41 (19-66) Prior VHL disease-related surgical procedures,*®
n (°/o)

No. of participants who had 21 prior surgical procedure

59 (97)

32 (52) RCC

29 (48) Pancreatic lesions (serous cystadenoma + pNET)
CNS hemangioblastoma
Retinal hemangioblastoma

20 (62) Size of target lesions,” median (range), mm

10 (16) RCC

CNS hemangioblastoma

fﬁo. of participants with non-RCC neoplasms®
per IRC, n (%)

pNET

CNS hemangioblastoma

C{etinal hemangioblastoma

\ pNET
20 (33) VHL alteration, n (%)
50 (82) Deletion
14 (23)) Mutation

Narayan et al. J Clin Oncol. 2025. doi: 10.1200/JC0.2025.43.16_suppl.45.

47 (77)
9 (15)
46 (75)
26 (43)

22 (10-43)
17 (10-87)
19 (10-52)

18 (30)
43 (70)



ORR in RCC

ORR, % (95% ClI)

70 (57-81) |

Best response n (%)

CR
PR
SD
PD

NE?

7 (11)

36 (59)

17 (28)
0

1(2)

n Target Lesion Size, %

Best Change

100
90-
80~

60
50+
40
30
20
10

-10-
-20-
=30+
=40 -
-50 —
_60 -
=70 -
-80 -

=100~

57 of 612 participants (93%) experienced a reduction
in target lesion size

ICR
i PR
i SD

Narayan et al. J Clin Oncol. 2025. doi: 10.1200/JC0.2025.43.16_suppl.45.



Duration of response for RCC

100 1 1 1

i 176.2%
80 =

1 |- — J

70 -

Remaining in Response, %

No. at risk

I\;Illontt;s
But also for CNS hemangioblastomas (81.5%), retinal hemangioblastomas (94.1%) and pNETs (91.5%)

Narayan et al. J Clin Oncol. 2025. doi: 10.1200/JC0.2025.43.16_suppl.45.



Responses in retinal hemangioblastomas

Retinal hemangioblastoma
n=14

Participants with retinal hemangioblastoma at

baseline, n L
Improved 14 (100)
Stable 0
Progressed 0
NE/NA 0

Response rate, % (95% Cl)

DOR, median (range), months

100 (77-100)
NR (8.5-61.0+)

TTR, median (range), months 2.8 (2.5-10.8)

Eyes assessed at baseline, n 18
Improved 18 (100)
Stable 0
Progressed 0
NE/NA 0

Response rate, % (95% Cl)

Narayan et al. J Clin Oncol. 2025. doi: 10.1200/JC0.2025.43.16_suppl.45.

100 (82-100)



VHL-disease related procedures

'-_—:3:—?

|

§

i|'l'l

l

I
Ill

L

e RCC m  Other
= 4 Pancreatic Radiation
. v CNS < Participant had 21
m Retinal procedure beyond 5 years

M
>

JI

— Treatment ongoing

1 I I I I
wh - =3 =2 =4 0 1 2 3 4 5 6
Years From Starting Belzutifan Treatment

Narayan et al. J Clin Oncol. 2025. doi: 10.1200/JC0.2025.43.16_suppl.45.



Adverse events with incidence = 20%

100%

100 = 93%
90 = Grade 1 or 2
77%
80 —
. Grade 3-52

70 =
e
‘;,. 60 =
Q 49%
S 50 = 46%
% - 39%
£ 31%

28Y% 0
30 - o 26% 26% 25%,
230/0 210/0 210/0
20 =
10 =
¢ i T | 1 —_— T T e B S T T |
2 2 e A 2 o > &) & o
S 0@‘ & & & & ) 9 o0 & 0,'\ Q'b‘ & _@\O
v.o « S P & ’b\) *'b ‘\(b Q'b R K\ > ‘e? 64
& 0‘1? = ) & & oY P & ¢® &
0 0 \»,\‘ 0\0‘
Ny v

Narayan et al. J Clin Oncol. 2025. doi: 10.1200/JC0.2025.43.16_suppl.45.



LITESPARK-022 trial

Study design

Key Eligibility Criteria
» Histologically or cytologically confirmed RCC with clear
cell component
— Intermediate-high risk RCC
* pT2, grade 4 or sarcomatoid, NO, MO
- pT3, any grade, NO, MO
— High risk RCC Rt (1:1)
* pT4, any grade, NO, MO YER[]]
» pT any stage/grade, N+, MO
— M1 NED=
* No prior systemic therapy
* BICR-verified tumor free (CT or MRI of the brain, chest,
abdomen, and pelvis and bone imaging)

Stratification
* Intermediate-high risk vs high risk vs M1 NED
* Tumor grade 1 or 2 vs tumor grade 3 or 4

Press release. https://www.merck.com.

Belzutifan

120 mg oral QD
54 weeks"®
+

Pembrolizumab
400 mg IV QW
9 cycles®

Placebo oral QD

54 weeks"®
+

Pembrolizumab
400 mg IV Q6W
9 cycles®

L

Follow-up

* Years 1-2: Q12W

* Years 3-5: Q16W

* Years 6+: Q24W

+ Efficacy and PROs

+» Safety: 30 days after
treatment cessation
(or 90 days for
serious AEs)

End Points

* Primary: DFS

= Secondary: 05, safety and
tolerability, DRSS, PROs


https://www.merck.com/

LITESPARK-011 trial

PR

* Q8W first 104 weeks and then Q12W thereafter

Key eligibility criteria

¢ Advanced or metastatic RCC
with clear cell component

 Disease progression after first-
or second line anti-PD-1/PD-L1
therapy or as neoadjuvant/adjuvant
treatment with progression on or
within 6 months of last dose
- Therapy immediately preceding

must be anti-PD-1/PD-L1

* Received <2 prior systemic
therapies®

¢ Measurable disease per RECIST

vi.i 60 mg QD cabozantinib
* KPS score 270%

120 mg QD belzutifan +
20 mg QD lenvatinib

Post-treatment

¢ 30-day safety follow-up for
all patients

¢ Q8W imaging follow-up

through week 104, then
Q12W thereafter

* Q12W survival follow-up for
patients with documented
progression

e End points
Stratification : * Primary: PFS, OS
« IMDC prognostic scores * Secondary: ORR, DOR, safety and tolerability

(O vs 1-2 vs 3-6)
¢ | ine of treatment in which anti-PD-1/PD-L1

therapy was given (1 [adjuvant,
neoadjuvant/adjuvant, or first-line]
vs 2 [second-line])

e Geographic region (North America
vs Westermn Europe vs ROW)

Press release. https://www.merck.com.



https://www.merck.com/

guestion ?
pfreres@chuliege.be
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