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Final Analysis Checkmate 9ER

Study design: CheckMate 9ER

Stratification factors
* IMDC risk score
N = 651 » Tumor PD-L1 expression*
* Geographic region

Key inclusion criteria’ Nivolumab 240 mg IV Q2W
« Previously untreated advanced or + Cabozantinib 40 mg PO QD*
metastatic RCC
« Clear cell component Sunitinib 50 mg PO QD,
cycle of 4 weeks on/
. IMDC risk group :
oy 2 weeks off?
Median (range) follow-up for OS* in the Primary endpoint: PFS per BICR (RECIST v1.1)
ITT population, 67.6 (60.2-80.2) months Key secondary endpoints: 05, ORR per BICR (RECIST v1.1), safety

Database lock, June 21, 2024

« All analyses presented are descriptive and exploratory

Median FUP = 67.6 months

Motzer RJ, et al. ASCO GU 2025
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Final Analysis Checkmate 9ER

PFS per BICR in the ITT population

Progression-free survival probability (%)

100+
90+
80+
70+
60+

Median PFS (95% Cl), months
NIVO+CABO 16.4 (12.5-19.3)
SUN 8.3 (7.0-9.7)

HR (95% Cl), 0.58 (0.49-0.70)

No. at risk
NIVO+CABO 323

SUN

328

78

Months
237 168 131 104 79 58 48 37 31 26 12 2 0
160 91 59 43 30 22 14 1 7 7 1 0 0

Median follow-up, 67.6 (range, 60.2-80.2) months (ITT population).
Stratified Cox proportional hazards model used for HR.

Motzer RJ, et al. ASCO GU 2025

OS in the ITT population

100 Median 0S (95% Cl), months
£ 90- NIVO+CABO 46.5 (40.6-53.8)
A SUN 35.5 (29.2-42.8)
”-é 70 HR (95% Cl), 0.79 (0.65-0.96)
§ 60
3 50
£ w
2 304 39‘4%5 35.4%!
T 20 '
$
o 10
0 }
T T T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
No. at risk Months
NIVO+CABO 323 298 272 250 222 208 183 164 149 132 122 79 18 0 0
SUN 328 277 243 218 190 169 154 138 120 13 103 59 14 1 0

Median follow-up, 67.6 (range, 60.2-80.2) months (ITT population).
Stratified Cox proportional hazards model used for HR.
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PFS per BICR, OS, and ORR per BICR in IMDC favorable risk
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Final Analysis Checkmate 9ER

PFS per BICR 0s ORR per BICR
Median PFS (95% Cl), months Lot Median O (95% CI), months 100
NIVO+CABO _ 21.4 (12.8-24.6) %0 NIVO+CABO  53.7 (40.8-70.7)
SUN 12.8 (9.4-16.6) _ SUN 58.9 (46.1-NE)
80 HR (95% C1), 0.67 (0.46-0.97) 2 3804 HR (95% C1), 1.08 (0.70-1.66) .
E 70.1% ;
£ 70
3 3
3 o %
& 50 é
; -
g 40 T
z §
= 304 2
§
& 1 E 20
104
et 0 —
NIVO+CABO

0 6 12 18 24 30 36 42 48 54 60 66 72
Months

Mo, at risk
MIVO+CABO 74 )
SUN 7 o4 M 0 02 % 7 3 3 2 2 0 0

Motzer RJ, et al. ASCO GU 2025

0 6 12 18 24 30 36 42 48 54 60 66 72 78
Months

(n = 74)

SUN
(n=72)

PFS per BICR

Good risk patients:
- Active surveillance
- Local treatment

- 10 based combinations
- TKI monotherapy

PFS per BICR, OS, and ORR per BICR in IMDC intermediate/poor risk

0s ORR per BICR

100 4 1004 100
g Median PFS (95% Cl), months Median 05 (95% Cl), months
904 NIVO+CABO  15.4 (11.1-18.6) 904 NIVO+CABO  43.9 (34.9-53.0)
. SUN 7.1(5.7-8.9) £ 5 SUN 29.2 (23.7-36.0)
T HR (95% CI), 0.56 (0.46-0.69)" E 1 HR (95% Cl), 0.74 (0.60-0.92)"
704 Z 704
2
5 £ w0
% a
50 = 50
2 s
40 T 40
2
304 = 304
&
204 3 201
n
S 10 104
x
7.6% PD
0 o7+ T T+ o
0 6 12 18 24 30 36 42 48 54 60 66 72 78 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 NIVO+CABO SUN
Months Months e fn=236)




(' GONORTE
Grupo Oncolégico

ACTUALIZACIONES TRAS EL CONGRESO
AMERICANO DE ONCOLOGIA CLINICA GU

Final Analysis Checkmate 9ER

Efficacy outcomes by baseline organ sites of metastases all favored NIVO + CABO (HRs 0.43-0.75)

Outcome

NIVO+CABO

NIVO+CABO

0.56 (0.46-0.69)

NIVO+CABO SUN
(n=73) (n=79) (n = 241) (n = 251)
Median PFS (95% Cl), mo | 10.9 (7.0-15.2) 6.2 (2.9-8.3) 13.8 (8.3-20.1) | 5.3(3.9-8.2) | 16.4(12.3-21.4) | 8.3 (6.9-9.7)
HR (95% Cl)c 0.55 (0.37-0.82) 0.43 (0.30-0.64)

Median OS (95% Cl), mo

37.6 (23.5-49.9)

22.1 (9.9-29.3)

34.8 (21.4-58.9)

20.7 (12.7-29.2)

47.5 (40.6-55.8)

32.4 (24.6-38.0)

HR (95% Cl)c

0.65 (0.43-0.97)

0.66 (0.45-0.95)

0.75 (0.60-0.94)

ORR (95% Cl), %

52.1 (40.0-63.9)

21.4 (11.6-34.4)

49.4 (37.9-60.9)

9.3 (3.8-18.3)

57.3 (50.8-63.6)

27.9 (22.4-33.9)

Motzer RJ, et al. ASCO GU 2025
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|IO-BASED COMBINATIONS IN RCC
OS overtime in ITT W CM-9ER A KN-426 e CM-214 ¢ CLEAR
Overall Survival HR
CaboNivo ;gg mg; . . o | ggg
vs SUN 32.9 mo? B ‘ ' 0.70
44.0 mo* B oo 0.70
. 12.8 moS A HR 0.79 (MFUP = 67m) ! 0.53
AxiPem  4&"g mos A ‘ ’ 0.59
vs SUN  30.6 mo? A ~ E 0.68
42.8 mo® —& . 0.73
25.2 mo® S RO =E™ .68
Nivolpi ggig mo'o ® o : gigg
.o Mo ' ' "
vsSUN ™55 mo = o = . 0.69
67.7 mo' —%e - : 0.72
17.4 mo'4 < HR 0.72 (mFUP = 99.1m) . 0.47
LenPem 56’6 mo's o . 0.66
vs SUN 33,7 mo® - : * ! 0.72
0.2 03 0.4 0.5 0.6 0.7 0.8 1R 0-79 (rgfyP = 53,7 m} 11 1.2

Courtesy of J. Molina-Cerrillo
Rini B, et al. N Engl J Med. 2019 Mar 21;380(12):1116-1127; Motzer R, et al. N Engl J Med. 2021 Apr 8;384(14):1289-1300; Choueiri TK, et al. N Engl ) Med. 2021 Mar 4;384(9):829-841.
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KEYNOTE 426 CLEAR CHECKMATE 9ER CHEEI;TATE
Min FUP (m) 13 43 27 50 18 44 67 99
ORR (%) 59 vs 36 60 vs 40 71 vs 36 71 vs 37 56 vs 27 56 vs 28 56 vs 27 42 vs 28
CR (%) 6vs2 10vs 3.5 16 vs 4 18 vs 5 8vs5 13vs5 14 vs 5 12vs 3
PD (%) 11vs 17 11vs 17 5vs 14 5vs 14 6vs 14 7vs 14 6.5vs 14 18vs 14
mDoR (m) NR vs 15 24 vs 15 26 vs 15 27 vs 15 20vs 12 22 vs 16 22 vs 15 82.8vs 19.8
mPFS (m) 15vs 11 16vs 11 24 vs. 9 24 vs 9 17vs 8 17 vs 8 16 vs 8 8.3vs 8.3
mOS (m) NR vs NR 46 vs 40 NR vs NR 54 vs 54 NR vs NR 50 vs 36 46 vs 35 46.7 vs 26

Rini B, et al. N Engl J Med. 2019 Mar 21;380(12):1116-1127; Motzer R, et al. N Engl J Med. 2021 Apr 8;384(14):1289-1300; Choueiri TK, et al. N Engl J Med. 2021 Mar 4;384(9):829-841.



ﬂ’ GONORTE ACTUALIZACIONES TRAS EL CONGRESO
/J Grupo Oncologico AMERICANO DE ONCOLOGIA CLINICA GU

OVERALL SURVIVAL DATA FROM THE 1st TRIPLET

COSM |C'313 Study DESign Progression-free Survival (updated analysis, mFUP = 45 months)
Median PFS
g (95% Cl), months
Cabo+Nivo+lpi 100 Cabo + nivo + ipi (n=428) 16.6 (14.0-22.6)
sl Placebo + nivo + ipi (n=427) 11.2(9.3-14.0)
Cabo 40 mg PO QD _ 80
3 mg/kg IV Q3W x4 § 70 HR, 0.82 (95% CI, 0.69-0.98)
Advanced RCC {n~840) Ipi 1 mg/kg IV Q3W x4 '% 60
504
. R Tumor assessment every £
* No prior systemic therapy* C?bo 40 mg PO QD 8 weeks per RECISTv1.1! | i 404
* Clear cell component + Nivo 480 mg IV Q4AW" 2 304
" 20
* Intermediate or poor risk per IMDC jisatment “"_“' loss of 10
criteria Stratification Pbo+Nivo+lpi clinical benefit °ftv§ J 0 !
- 1 7 intolerable toxici T T T T T T T T T T T T T T T T T 1
* Measurable disease per RECIST v1.1 . g\g;gr:mk Pbo PO QD 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
+ Karnofsky Performance Status >70% +Nivo 3 mg/kg IV Q3W x4 No crossover allowed | No. atrisk B »
+Ipi 1 mg/kg IV Q3W x4 / Plcebosnhoskl 7 8 21 12 154 i3 ms 103 o & ™ M & o » w7 2
i i . .
+ Mo 480 mg IV G _ Cabo+Nivo+lpi Pbo+Nivo+Ipi
ORR (95% Cl), % 43 (37.2-49.2) 36 (30.1-41.8)
CR, n (%) 7 (3) 9 (3)
PR, n (%) 112 (41) 89 (32)
PD, n (%) 23 (8) 55 (20)

Choueiri TK, et al. N Engl J Med. 2023 May 11;388(19):1767-1778.
Albiges L, et al. ASCO GU 2025
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Cabo + nivo + ipi 428
Placebo + nivo + ipi 427
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60
50
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20
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OVERALL SURVIVAL DATA FROM THE 1st TRIPLET

67%

Median OS
(95% CIl), months

Cabo + nivo + ipi (n=428) 41.9 (34.8-47.9)
Placebo + nivo + ipi (n=427) 42.0 (34.9-53.1)

HR, 1.02 (95% Cl, 0.85-1.23); P=0.8366

M 54%

W

No. at risk

404
402

Median follow-up of 45.0 months.

Albiges L, et al. ASCO GU 2025
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386
376

-

363
350

12

341
331

15

328
312

18

313
297

21

298
276

24 27 30
Months

279 264 250
265 253 240

33 36 39 42 45 48 51 54 57

237 223 187 160 101 54 21 4 0
230 216 189 168 106 59 24 4 0
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OVERALL SURVIVAL DATA FROM THE 1st TRIPLET

Progression-free survival

Overall survival

Median PFS Median OS

Intermediate (n=642) (95% Cl), months Intermediate (n=642) (95% Cl), months
Cabo + nivo + ipi (n=321) 22.1(14.1-25.3) Cabo + nivo + ipi (n=321) 47.9 (42.6-51.6)
S 188 Placebo + nivo +ipi (n=321)  11.3 (8.3-16.7) 3 1g8 3 Placebo + nivo + ipi (n=321) 48.0 (42.0-NE)
» g0 HR, 0.76 (95% CI, 0.62-0.93) » 80 - HR, 0.99 (95% CI, 0.79-1.24)
a N~ ' o 70 ;
— - 60 -
2 £ a0 | Jiles
=} S 30 - i 60%
3 8 20- =
e . i i e 104 | :
o or——r——r—TTTT"TT"T T T T T T T T o. 0 T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Months Months
Median PFS - Median OS
13) (95% Cl), months Poor (n=213) (95% Cl), months
Cabo + nivo + ipi (n=107) 9.5 (8.2-15.8) Cabo + nivo + ipi (n=107, 19.4 (15.8-29.3)

Placebo + nivo + ipi (n=106) 11.2 (6.0-21.6)
HR, 1.04 (95% CI, 0.73-1.48)

90 Placebo + nivo + ipi (n=
70 HR, 1.09 (95%
60 51%

20 S 37%
30 44% :

20 | 32%

6) 24.0(16.3-30.9)
0.78-1.51)

40% 38y

390/0H

/0

Probability of OS (%)
0
o

Probability

i Ll L l 1 1 I I L l 1 Ll ) 1 L Ll L 1 l I 1 I 1 1 1 l 1 L 1 1 1 1 1
12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Months Months

o -
w -
o -
© -

_N_Igdian follpw-qp of 45.0 months.
Albiges L, et al. ASCO GU 2025
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OVERALL SURVIVAL DATA FROM THE 1st TRIPLET

Treatment exposure and dose modifications

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)
1/2/3 /4 cycles of ipi administered, % 7/122/13/58 6/7/13/74

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 225% of patients)

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 > 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
Albiges L, et al. ASCO GU 2025
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LITESPARK 012

www.clinicaltrials.gov

Key eligibility criteria
¢ Advanced or metastatic
ccRCC R
* No prior systemic therapy (1:1:1)
* Measurable disease n= 1653
per RECIST v1.1
e KPS score 270%

Stratification factors

* IMDC prognostic scores
(0 vs 1-2 vs 3-6)

» Geographic region
(North America vs
Western Europe vs ROW)

« Sarcomatoid features
(yes vs no)

ACTUALIZACIONES TRAS EL CONGRESO
AMERICANO DE ONCOLOGIA CLIiNICA GU

Arm A
Belzutifan 120 mg orally QD +
pembrolizumab 400 mg iv. Q6W +
lenvatinib 20 mg orally QD

Arm B
Coformulated
quavonlimab 25 mg/
pembrolizumab 400 mg iv. Q6W +
lenvatinib 20 mg orally QD

Arm C
Pembrolizumab 400 mg iv. Q6W +
lenvatinib 20 mg orally QD

End points

Treatment

* Treatment with pembrolizumab
or pembrolizumab/quavonlimab
will be limited to 18 infusions
(approximately 2 years)

* Treatment with belzutifan and
lenvatinib may continue until
treatment discontinuation eventt

Assessments

e Tumor imaging at week 12 then
Q6W up to week 78 and then
Q12W thereafter

e Primary: PFS per RECIST v1.1 by BICR, OS
* Secondary: ORR per RECIST v1.1 by BICR, DOR
per RECIST v1.1 by BICR, safety and tolerability
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TIDE-A STUDY (Adapting treatment/response)
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75 Pts
« Diagnosis of mRCC

* Measurable disease
* ECOGO-1

* No bulky or
symptomatic disease
* No hepatic
metastases.

24 weeks of

Avelumab 800 mg Q2W
Axitinib 5mg BID

PR: partial response
PD: progression of disease
SD: stable disease

MFUP = 31.7 months

U

[ Y

Progression Free Survival

mPFS: 27.9 mos (95%Cl, 23.0 - 32.8)

Progresion Frae Survival [manths)

Cum Survivel

Until PD

Avelumab 800 mg Q2W
Axitinib 5mg BID

Overall Survival

- . 85%

Over st Survival [montha|

N=29 patients (stop axitinib at W36).
median PFS = NR (24m PFS rates 58%)
median OS = NR (24-m OS rates 82%)

60%
50%
40%
30%
20%
10%

0%

Tumor response of axitinib
reintroduction (N=21)

PR sD PD
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e OVERVIEW Baseline (pre-treatment) vs at disease recurrence matched samples
RNA cancer category: Group enriched (Kidney  (Without oul': u :: (n=73 pairs)
Renal Clear Cell Carcinoma, Kidney Renal 1st quartile (highest)
2nd quartile
3rd quartile
4th quartile (lowest)

Papiltary Cell Carcinoma)

~-Log,, p value

Proportion alive and disease-free

Log, fold change

s 3 O e—

Enriched in Baseline Enriched in Disease Recurrence

Years from registration

Plasma KIM-1 Plasma KIM-1
ASSURE Trial DFS IMMOTIONO10

Kidney Injury Molecule-1

111 ccRCC, pRCC, chRCC

(TCGA)
Han et al, 2002, Xu et al 2021

Salami SS, et al. ASCO GU 2025
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KIM1 AS DIAGNOSTIC AND PROGNOSTIC BIOMARKER (CM 214)

ﬂi GONORTE ACTUALIZACIONES TRAS EL CONGRESO

() PNIvO () peNvo 131072 . T 100] HR (95% CI
R=0.5, 2.2e-16 L P : .2 KIM1 High vs KIM1 Loy 2.74 [2.14-3.52
'y ' \ h h e - ':-' '.'. °. . N \\\ KT qu: »:M: ted 105%1 o:i;i
KM 3weeks ) xlu!, 13 1 el ey i 5 \ \
J i J 8192+ % g Vho el . g L e 2
5 ol ..'"‘ . -:'.' X iy .:.'- -:."..: " :.. . e g 0501 \:\\ \\\\\__\ £ e S
[ ciwip1 | % . et A : Ve . 2 - \\~\\ \x\_\\:
- 512 g 025 w——— e i
= KIM1 Medium : e s
= CIM1 b ah ¢ -~
T -5 : x ooo{  KIM1 High:
High baseline KIM-1 levels were | * [ .0700"5: e @ L0 s ' ’ = Months " 0
. . ! [ 4 . " Number at risk
associated with worse IMDC . o o] 274 paal i - -
risk and no prior nephrectomy. . [ “lown vigh) 373 12 Py Py 5
16 32 64 128 256 0 ] Mj?ms 75 100
Sum of Reference Diameters for All Target Lesions per IRRC (mm)
3 wks KIM-1 ch N (%) ORR, % (95% ClI) PFS, months mOS, months Higher baseline KIM-1
WKS -1 chan ; - ; ; mPFS, mon ; . .
B BLE ’ ' T T was associated with
>30% Decrease 140 (31.7) 69.3 (60.9-76.8) 70.8 (17.8- NR) 85.4 (63.1-NR) worse 0OS
KIM1 decrease >10-30% Decrease 87 (19.7)  36.8 (26.4-47.8) 11.4 (6.3-18.2)  66.1 (40.4-80.1)
associated with <10% Change 86 (19.5)  30.2 (20.8-41.1)  15.4 (10.3-20.7)  52.7 (30.3-70.7)

response to Nivo Ipi
>10-30% Increase 56 (12.7)  23.2 (13.0-36.4) 7.1 (4.2-16.8) 40.3 (23.8-58.4)

>30% Increase 72 (16.3) 13.9 (6.9-24.1) 4.2 (3.0-8.1) 26.6 (18.8-38.4)
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KEYMAKER — UO3B Substudy 03B Study Design

Safety Lead-In Phase

Key Eligibility Criteria

« Histologically confirmed
locally advanced/
metastatic ccRCC

» Disease progression on or

Efficacy Phase

Arm B1 (pembrolizumab/quavonlimab),
Arm B2 (pembrolizumab/favezelimab),

B Arm B3 (pembrolizumab + MK-4830

(1:1:1:1:1)2

Arm B4:

after PD-(L)1 inhibitor

(in sequence or
combination with a VEGF-
TKI, or vice versa)

@ Arm B4b
Safety lead-in

Safety lead-in

» Measurable disease per
RECIST v1.1 by BICR

* KPS 270%

Stratification Factors

» IMDC risk group (favorable vs intermediate vs poor)
» Prior treatment with CTLA-4 inhibitors for advanced RCC (yes vs no)

Beckermann KE, et al. ASCO GU 2025

Pembrolizumab 400 mg IV Q6W +
belzutifan 120 mg PO QD

n =524 Arm B5:

Lenvatinib 20 mg PO QD +
belzutifan 120 mg PO QD

Pembrolizumab 400 mg IV Q6W +
lenvatinib 20 mg PO QD

End points in each arm
Primary: ORR per RECIST v1.1 by BICR and safety

Secondary: DOR, CBR¢, PFS per RECIST v1.1 by BICR, and OS
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KEYMAKER — UO3B Substudy

ﬂi GONORTE ACTUALIZACIONES TRAS EL CONGRESO

: B4 Arm B5
Pembrolizumab + belzutifan Lenvatinib + belzutifan Pembrolizumab + lenvatinib
n =62 n =64 n=73

Age, median (range), years 62 (32-86) 60 (33-80) 63 (36-85)
Sex, n (%)
Male 47 (75.8) 49 (76.6) 57 (78.1)
Female 15 (24.2) 15(23.4) 16 (21.9)
ECOG PS, n (%)
0 20 (32.3) 30 (46.9) 33 (45.2)
1 40 (64.5) 34 (53.1) 40 (54.8)

IMDC risk category, n (%)

Intermediate 41 (66.1) 38 (59.4) 50 (68.5)
Poor (143 AaidiTE2 8 (11.0
Sarcomatoid features, n (%)

Yes 4(65) 3(4.7) 13 (17.8)
No 29 (46.8) 30 (46.9) 28 (38.4)

IA&DW 22.(46.8) SL48.4) iﬂﬂﬂ_l
Prior first-line CTLA-4 inhibitor use, n (%) 23 (37.1) 23 (35.9) 26 (35.6)

Number of prior lines of therapy, n (%)
1 5(8.1) 14 (21.9) 10 (13.7)
2 22(355) 23 (359) 27(37.0)

! 23 35 (56.5) 27 (42.2) 36 (49.3) I
Dal ) X

Beckermann KE, et al. ASCO GU 2025
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KEYMAKER — UO3B Substudy 03B

Objective Response Rate per RECIST v1.1 by BICR

CR PR

100 =
- Pembrolizumab + belzutifan [0
": 90 Lenvatinib + belzutifan [l 2%
§ 5 Pembrolizumab + lenvatiniv [l %%
g 70
g 46.9%
X 60
@
g
S 50+
Y
& 40
o
2 304 /
@
2 204 2 29
g 3o

10—
0
Arm B4 Arm BS Pembrolizumab +
Pembrolizumab + Lenvatinib + lenvatinib
belzutifan belzutifan

Data cutoff date: March 22, 2024.
Beckermann KE, et al. ASCO GU 2025

DOR, median
(range), mo
100 = Pembrolizumab + belzutifan Not reached
(1.4+ to 33.0+)
90 = Lenvatinib + belzutifan 221
(1.4+ to 32.8+)
o 80- Pembrolizumab + lenvatinib 8.3
o~ (2.6+ to 25.6+)
% 70+
c
[*] 1
2 60
& ]
c 50+
o
£ 40~
£
g 30-
2
20 =
——
10 =
0 || | 1 | | | 1
0 5 10 15 20 25 30 35
No. at risk Months
12 7 7 6 2 2 0
30 23 12 9 5 1 1 0
29 21 6 3 1 1 0 0
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KEYMAKER — UO3B Substudy 03B

Progression-Free Survival per RECIST v1.1 by BICR

100=j- 6-mo rate 12-mo rate I:lledian
- : 41.8% 1 28.6% (95% Cl), mo
M 51.8% Arm B4: Pembrolizumab + belzutifan 5.4 (2.8-6.9)

e 66.7% I 34.5%
Ef‘ 1 | Arm B5: Lenvatinib + belzutifan 12.5 (5.9-26.3)
> |
S 70 I Pembrolizumab + lenvatinib 9.4 (6.9-11.2)
R
& 60— I
@ I
O 50—
e
§ " -
7] 1
30—
o I I
o 20— | I
2 I I
o 10— | I
0 1 I I I Ll 1 1 1 L L}
0 5 10 15 20 25 30 35 40
No. at risk Months
62 29 1" 8 - 2 1 0
64 M 26 16 10 4 1 0 0
73 51 22 10 2 1 0 0 0

Data cutolf date: March 22, 2024,

Beckermann KE, et al. ASCO GU 2025
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KEYMAKER — UO3B Substudy

, 12-mo rate , 18-mo rate Median
100 | 67.9% { 57.6% (95% Cl), mo
79.5% 74.4% Amm B4: Pembrolizumab + belzutifan (122;;3”?)
90 81.7% | 73.2% Arm B5: Lenvatinib + belzutifan 323
(22.4-NR)
X 80— I Pembrolizumab + lenvatinib NR
o " (21.8-NR)
§ 70- , "_L_l‘l?__‘_l
2 60— ! P i
a 1 1 =
= 50— | | |
© | |
d e
(@) 30— | |
| |
20 | |
| |
1 |
0 T T T T T T T 1
0 5 10 15 20 25 30 35 40
No. at risk Months
62 53 35 22 16 10 6 5 0
64 53 42 27 20 12 7 2 0
73 70 49 31 23 13 10 0 0

Data cutoff daie: iviarch 22, Z0.

Beckermann KE, et al. ASCO GU 2025
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KEYMAKER — UO3B Substudy

Adverse Event Summary

Arm B4 Arm B5

embroli - .
Pembrolizumab Lenvatinib + belzutifan Pembrolizumab +

ﬂi GONORTE ACTUALIZACIONES TRAS EL CONGRESO

belzutifan el lenvatinib
n =62 - n=73

All-cause AEs

Any grade 62 (100) 63 (100) 73 (100)
Grades 3-5 40 (64.5) 49 (77.8) 56 (76.7)
Led to dose reduction of belzutifan 13 (21.0) 8(12.7) -
Led to dose reduction of lenvatinib - 38 (60.3) 41 (56.2)
Led to treatment interruption of any drug 34 (54.8) 45 (71.4) 43 (58.9)
Led to treatment discontinuation of any drug 10 (16.1) 9(14.3) 12 (16.4)
Death 2(3.2) 3(4.8) 2(2.7)

Treatment-related AEs
Any grade 59 (95.2) 60 (95.2) 72 (98.6)
Grades 3-5 26 (41.9) 38 (60.3) 36 (49.3)
Led to treatment discontinuation of any drug 7 (11.3) 6 (9.5) 9(12.3)
Death 0 2 (3.2 1(1.4)p

Beckermann KE, &t HUASEONGL).2028bral hemorrhage and intracranial hemorrhage. "Esophageal perforation. Data cutoff date: March 22, 2024.
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KEYMAKER — U03B Substudy
Pembrolizumab/ - Pembrolizumab + Pembrolizumab +
quavonlimab I COVEL T
n=20 n= 24 n=73

ORR (95% CI), % 30.0 (11.9-54.3) 0(0.0-16.8) 0(0.0-14.2) 397 (28.5-51.9)
CBR (95% Cl), % 35.0 (15.4-59.2) 5.0 (01-24.9) 0(0.0-14.2) 575 (45.4-69.0)
Best response, n (%)

CR 0 0 0 0

PR 6 (30.0) 0 0 29(39.7)

sD 7(35.0) 9 (45.0) 5 (20.8) 32 (43.8)

SD 26 months 1(5.0) 1(5.0) 0 13 (17.8)

PD 7(35.0) 10 (50.0) 18 (75.0) 12(16.4)

Not available 0 1(5.0) 1(4.2) 0
e (s.m?oR19.4+) = = AL
Participants with
response duration 1(100) — - 2(274)
218 months, n (%)

'+" Indcates ongoing response & the last assessment NR, notreached
Suarez C, et al. ASCO GU 2025
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ARC-20 TRIAL

Dose Expansion

KEY |~ At least 1 measurable
lesion per RECIST v1.1
INg;:JTleOI: — Adequate organ and
marrow function

Dose Escalation

PATIENTS WITH ADVANCED SOLID TUMORS
Casdatifan monotherapy

Choueiri TK, et al. ASCO GU 2025

N = ~30 per cohort

2L+ ccRCC
Casdatifan mono
50 mg BID capsule

2L+ ccRCC
Casdatifan mono
50 mg QD capsule

2L+ ccRCC
Casdatifan mono
100 mg QD tablet

e
PRIMARY

OUTCOMES:
AEs
DLTs

SECONDARY
OUTCOMES:
cCcR ORR®

)0 mg QL PK/PD

EXPLORATORY
OUTCOMES:
PFS
os

Biomarkers

50 mg BID

50 mg QD
(n=28)

100 mg QD
(n=27)

Efficacy-Evaluable Population?
Median follow-up, mo (range

(n = 32)

15 (7-19+ 12 (9-14+ 5 (2-6+
Confirmed ORR, % (n) 25% (8) 29% (8) 33% (9)
95% CI 11.5.43.4 13.2,48.7 16.5, 54.0
Best Overall Response®, n (%) 10 (31%) 9 (32%) 9 (33%)
CR 0 1 (4%) 0
PR 10 (31%) 8 (29%) 9 (33%)
SD 16 (50% 15 (54% 14 (52%
PD 6 (19%) 4 (14%) 2°¢ (7%)
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Anticipated first half 2025 4 * 4 PE AK_'l
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PATIENT POPULATION:
. Ugresec;able, locally N==700 100 mg QD casdatifan + PRIMARY ENDPOINT:
advanced or metastatic - + PFS
ccRCC 60 mg cabozantinib
» Measurable disease per
RECIST v1 1 R KEY SECONDARY
_ 2:1 ENDPOINTS:
+ Have had prior 0S
:""‘PD't” PDfL1d Placebo + 60 mg R
. ave not receive . ' ) )
cabozantinib cabozantinib

. J

* HIF-2a-inhibitor naive

Choueiri TK, et al. ASCO GU 2025
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Kong W, et al. ASCO GU 2025

LENVATINIB + TISLELIZUMAB FH-RCC

ACTUALIZACIONES TRAS EL CONGRESO

AMERICANO DE ONCOLOGIA CLINICA GU

Key Eligibility Criteria
Age =18y, <80y
ECOG 0-2
Confirmed diagnosis of FH-
deficient RCC
(Histology or molecular sequencing)
Unresectable recurrent or
metastatic Stage IV disease
No previous systemic
treatment
Measurable lesions per RECIST
vlil
Adequate organ function

Treatment
Tislelizumab 200mg
IV Q3w
-

Lenvatinib
20mg PO QD

The median follow up was 9.7 (1.4-15.2) months.
« ORR: 90% (18/20); DCR: 100%

Both hereditary and sporadic FH-RCC benefited from the treatment.

ORR, % (95% Cl)
Best response, No. (%)

Cohort (n=20)
90 (66.9-98.3)

s
L (0
EN 0
o

Disease control rate, % (95% Cl)
Clinical benefit rate, % (95% CI)
Median PFS, months NR

100 (80.0-100)
85 (61.1-96.0)

J—

(%)

from b

Ch

Assessment
* During first 24 weeks:
Clinical and laboratory
assessment every 3 weeks
Imaging assessment
every 6 weeks
* After first 24 weeks:
Efficacy and safety
follow-up every 3 months

—

Single arm
Single center

End of treatment
Progressive
disease
Intolerable toxicity
Death or loss of
follow-up
Consent withdraw

(NCT05877820)

-60-

-80

-100-

PR

@ Somatic alteration
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BRAIN METASTASES

Figure 1. Timing of development of BM after diagnosis of metastatic
disease

- Patients with Brain Metastasis

=
o
[=]

e
=
0

Cumulative Risk of Developing Brain Metastasis
=)
w
=]

0.25
0.00
0 12 24 36 48 60 72 84 96
Time (months)
-| o6 39 27 16 8 4 2 1 1
0 12 24 36 48 60 72 B4 96
Time (months)

ACTUALIZACIONES TRAS EL CONGRESO
AMERICANO DE ONCOLOGIA CLINICA GU

Figure 2. OS of patients with or without BM
1.00 = Patients without Brain Metastasis
% = Patients with Brain Metastasis
%0 75
a
2
2 0.50
@
2
§ L [
=
©0.00
0 50 100 150 200
Time (months)
- 242 106 28 1
- 98 3 12 ] 0
0 50 100 150 200
Time (months)

Figure 4. OS with BM discovered by screening or symptoms

= Screening
= Symptoms

8

©
]
n

Cumulative Survival Probability
o o
a8

p=0.00014
0.00
0 50 100 150
Time (months)
- 39 20 9 0
g i 16 i3 9
0 50 100 150

7
Time (months)

32.2% of patients had BM discovered when metastatic disease was first found. Og from the time of development of metastatic disease was worse for patients
BM continued to develop >5 years after the development of metastatic disease yith BM than for those without BM (37.3 vs 54.3 mo, p=0.03) (Figure 2).

(Figure 1).
mOS of patients was 17.0 mo after the development of BM.
U 28% of patients with BM
U 32% BM discovered at M1 diagnosis
U Median OS from BM development =

17.0 months

U Better OS in patients without BM vs BM
U Trend to better OS in patients with later BM presentation vs at dx
U Better OS in patients with BM discovered by symptoms vs screening (86.7 vs 27.9 months)

Hurwitz ME, et al. ASCO GU 2025

Median OS from time of initial metastatic disease was 86.7 mo (95% Cl:

44.9-NR mo) versus 27.9 mo (95% ClI: 19.8-38.5 mo) for those who

underwent screening versus those who did not (p=0.00016) (Figure 4).

BM detected on screening were smaller (mean 11.0 vs 18.5 mm,
=0.0029).
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SITE OF METASTASES + IMDC (WITH 10 TREATMENT)

IMDC factors Score :‘“{?}5 ::“(':;8""‘
<1 year from time of diagnosis to start of 1 1st Line
Pleural Isystemic treatment Good 47 25) 31(16)
KPS < 80% +1 -
Hemoglobin < LLN i Intermediate 96 (50) 84 (44)
Adieisl Corrected calcium > ULN B Poor 48 (25) 76 (40)
INeutrophils > ULN +1 =2nd Line
Fone Platelets > ULN +1 Good 60 (18) 28 (8)
Site of metastasis Intermediate 198 (59) 164 (49)
* Pleural +1
- Poor 76 (23) 142 (43)
* Liver +1
- Adrenal 1 Table 3. Risk groups distribution with both prognostic
- Any other site of metastasis 0 seores
Svata = Good == Intermediole =1 Pocr
Svata ~ Good == Intermediate = Poor Sirats == Good == Iermediste =% Poor Stiata ~~ Good == Intermediate =+
100
1.00 ! -
10] e *‘:‘t"x'_.L NA 100 o ‘:_L T
b “neg R e 1y 1
) '\»\ \“L_‘ NA kS ‘\. H S 5 ol |\ & L\ 48.3
207 Y \ go.u oy 2071 ) B\ 37.2 z u\ b —
! 2 : W, gt % - 1LYy 2509
-y tay o ——
&050 S050 Ty sa osof AN S0 ‘\\ \ ‘
k 3 \ e H N 205 H L S
E € I“_ : :»uo- «5 ™ - @ “‘\ “»"N. —
3 @ s ““ L S kT I 025 S “y-
025 025 025 v o e *arean,
215 - O |
> BG R..... i 84
0.00 0.00 0.00 0.00
0 12 24 36 48 80 72 B4 26 12 24 36 48 60 72 84 96 0 12 24 48 60 84 9 0 12 24 36 48 60 7 84 96
Time Time Do

AIC: 691.5; BIC 696.2
Fernandez Manas L, et al. ASCO GU 2025

AIC: 686.22; BIC 690.91

AIC: 2404.7; BIC: 2411.7

Time

AIC: 2397.5; BIC: 2404.5
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CONCLUSIONS

O The final analysis from the Checkmate 9ER continues supporting the significant
impact of 10-based combinations in the first line setting.

O How can we improve these data? Triplets Will be the answer? Not yet.

O Adaptive trials according to response (ideally molecularly based) Will be helpful for
clinical practice.

O Promising results in pretreated patients, but based in the same strategies, we need
novel MoA in kidney cancer.
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