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Seleccion de tratamiento en 12 linea . N
Factores e * ..
. .. O -‘

FEATURES FACTORS

ﬁ\') P PSYCHOSOCIAL
HISTOPATHOLOGIC r " K AND ECONOMIC
I

Newly diagnosed
RCC considering

e Histology initial therapy ¢ Patient preference
* Genomic e Clinical trial
features availability

® Financial toxicity

INITIAL
CLINICAL
MANAGEMENT FEATURES

DECISIONS

COMORBIDITIES

® Burden of disease

® MSKCC or IMDC
risk category

® Location of

® Should cytoreductive
nephrectomy be
considered?

e |s observation

app?ropljiate? « Risk of morbidity metastases
* |s site-directed from TKI toxicity
therapy necessary? « Risk of morbidity
from irAEs

¢ Performance status
¢ Other comorbid
conditions

K.N. Fitzgerald, et al. J Natl Compr Canc Netw, doi: 10.6004/jnccn.2022.7003



Criterios IMDC * B

[ )
o
=  Favorable: 0 risk factors :
® o
Karnofsky performance score <80% " Intermediate: 1-2 risk factors
Time from initial diagnosis to targeted tx <1 yr = Poor: 3+ risk factors
Hemoglobin < LLN - OS by Risk Group
= Favorable
0.75 — Intermediate

Calcium >10 mg/dL

80 T — Poor

Platelet count > ULN 60 4

0S (%)

Neutrophil count > ULN

40 1

20 o

International Kidney Cancer Coalition. Heng. JCO. 2009;27:5794.
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Evolucion del trat® en cancerrenal . ¢
L]
® o
N o o0 PEMBRO + AXI
+
SORAFENIB TEMSIROLIMUS " ‘I:—\va,; T: ;5215) AVELU + AXI
(NEJM 2007) (NEJM 2007) 4.6 movs 4.4 mo ¥
Sora vs Placebo Temsi + IFN alfa g ATEZO + BEVA
5.5movs 2.8 mo 10.9 mo vs 7.3 mo

(N EnglJ Med 2015) NIVO + CABO

Cabo vs Eve PEMBRO + LENVA
11.9 movs 9.1 mo

PAZOPANIB TIVOZANIB
(N Engl J Med 2013)

(/CO 2013)
Pazo vs Suni

Tivo vs Sora
8.4 mo vs 9.1 mo 11.9 movs 9.1 mo

NIVO +IPI
(N Engl J Med 2018)

Nivo - Ipi vs Suni
11.6 mo vs 8.4 mo




Pacientes que reciben lineas sucesivas de trat°®

& 7

N :
12 linea 22 linea , 3% linea
7.498 pac 3.854 pac 1.813 pac
100% 51% 24%

Stukalin. Kidney Cancer 2018;2:31.




° INTRODUCCION

Aproximadamente la mitad de los pacientes que reciben una primera linea llegan a una 2°
lineay menos de 1/3 a la tercera.

12 linea
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32 linea bl 17,5A,
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*Segun un estudio retrospectivo observacional publicado en
2024 de pacientes diagnosticados con céancer de células
renales entre abril de 2014 y diciembre de 2018. El estudio
analizé6 a los pacientes desde el diagnostico hasta diciembre
de 2020 (o fallecimiento). De los 32.577 pacientes incluidos en
el estudio, 5.657 pacientes tuvieron una 1L de tratamiento
sistémico. De ellos, 2.606 pacientes recibieron una 2L
sistémica y 989 recibieron una 3L.

Das P, Booth, A Donaldson, et al. Patient Characteristics, Treatment Patterns, and Outcomes for Patients With Renal Cell Carcinoma in

England: A Retrospective Cohort Study. Clin Genitourin Cancer. 2024;22(3):102081



12 linea 22 linea 32 linea 42 |inea 52 linea
(N=789) (N=531) (N= 325) (N= 167) (N=39)

100% 64,1% 39,2% 20,1% 5%

El 39,2% de los pacientes con RCC llegan a una tercera linea de tratamiento

Basterretxea. SEOM 2023 ' ®



Tratamientos actuales e R

22 linea/sucesivas

12 linea

TKI
IMDC IOFSTHI ot 10 TR
Favorable : uni HIF2a
Axi/pem Pazo Nlhvig =
Cabo/niv (favorable) 010 LEmE Belzut
I0+10 Lenv/pem revio h
IMDC Axi/avelu Cabo P everol
Intermedio/ Nivo/ipi (int/pobre)
pobre

Adaptado de Braun. ASCO 24
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CheckMate 214: Study Design

Patients
Randomize 1:1

+ Treatment-naive || Stretified by

arRCC +IMDC prognostic score

=0 (favoradle risk)

« Clear-cell =1 of 2 (imermediate risk)

component =3 to & (poor risk)
+ Measuradle 'E'L';

disease - Canada€urope
+ KPS 270% = Rest of word
KEYNOTE-581

Key eligibility criteria

+ Advanced clear-cell RCC

* Treatment-naive

= Karnofsky performance status 270
* Measurable disease

= Adequate organ function

Stratification factors

* Geographic region: Western Europe
and North America vs Rest of the
World

* MSKCC risk category: Favorable,
Intermediate, or Poor

R (1:1:1)

Treatment

A A
NIVO 3 mgg + IP1 1 mgg
every 3 weeks for 4 doses
en NIVO 3 mgkg svery 2 weeks Treatment until
or
Faberds rmoeavnd NNV monaiieragy coukt sedoh ml"l‘ﬂlmm'hll
NTVD 290 Mg A dosg
toxicity
Arm 8
SUN 50 mg once daily Pt T A ct
for 4 weeks on, 2 weeks off s W 7 pears of
(G-woek Cychs) o L
Comvgmree Sy N 10 NVOVEY s peevviveT B
TR YW
Lenvatinib
20 mg oral QD
+
Pembrolizumab®
200 mg IV Q3W PUamaLy éndposit
« PFS by IRC per RECIST v1.1
Secondary endpoints
Lenvatinib i
*0s
18 mg oral QD
+ * ORR by IRC per RECIST v1.1
Everolimus « Safety
5 mg oral QD - HRQoL
Key exploratory endpoints
*DOR

* Biomarkers

KEYNOTE-426 Study Design

Key EBgibility Criteria

* Newty diagnosed or recurrent stage IV

clear-cell RCC

« No previous systemic treatment for
advanced diseass

- Karnofsky performance status 270

+ Measurable disease per RECIST vi.1

- Proviston of a tumor samplo for
blomarker assessment

- Adequate organ function

Stradification Factors

+ INDC risk growp
[Favocutiin va intermedioin va pooe)

+ Gaographic region

{North America festern Europe vs ROW)

CheckMate 9ER

Pembrolizumab 200 mg IV QIW
for up to 35 cycles
.

Axitinib 5 mg oralty twice daity

Sunitinid 50 mg orally once daily
for first 4 wis of each 6wk cycle*

End Points
+ Dual primary: OS anc PFS (RECIST ¥1.1, BICH) In ITT
+ Key secondary: ORR [RECIET v1.1, BICR) in ITT
+ Other secondary: DOR (RECIST v1.1), PROs, safely

Stratification factors.
* IMDC risk score

N = 651 « Tumor PD-L1 expression®
+ Geographic region

Key inclusion criteria’

« Previously untreated advanced or
metastatic RCC

= Clear cell component
= Any IMDC risk group
Median (range) follow-up for 0S¢ in the

ITT population, 67.6 (60.2-80.2) months
Database lock, June 21, 2024

Nivolumab 240 mg IV Q2W
+ Cabozantinib 40 mg PO QD

cycle of 4 weeks on/
2 weeks off®

Primary endpoint: PFS per BICR (RECIST v1.1)
Key secondary endpoints: 0S, ORR per BICR (RECIST v1.1), safety



ALL RISK

puydt9N  CheckMate 214* KEYNOTE 42623 CheckMate 9ER? CLEAR®
vs Sunitinib (Ipi-nivo vs sunitinib) (Pembro-axi vs sunitinib) (Nivo-cabo vs sunitinib) (Pembro-lenva vs sunitinib)
Prognostic 7 F - o
groups ek kb |nterm$d|ate 61%, Good 32%, intermediate Good 23%, intermediate 58%, Good 31%, intermediate 60%,
p-o or 17% . 55%, poor 13% poor 19% poor 9%
Intermediate- & poor-risk . . .
'I;a:_get e All risk groups All risk groups All risk groups
population
ORR, % 42 27 60 40 55 28 71 36
CR 10 1 9 3 9 4 16 4
PR 32 25 51 37 46 24 55 32
SD 31 44 23 35 33 42 19 38
DCR 73 70 83 75 88 70 90 74
PD 19 17 11 17 6 14 5 14

1. Motzer et al. Cancer. 2022 Jun 1;128(11):2085-2097. 2. Camilo G Porta et al. Oral Abstract 1449 ESMO 2022. 3. Motzer et al. Lancet Oncol 2022; 23: 888-98. 4. Powles et al. Lancet Oncol 2020; 21: 1563-73.

R



0S, HR
mOS, mo

Landmark OS

PFS, HR
mPFS, mo

Landmark PFS

ORR, %

CR, %

Med f/u, mo
Primary PD, %
mDOR (m)

EES

CheckMate 214

Eficacia

KEYNOTE-426

CheckMate 9ER

CLEAR

(Nivo + Ipi; N = 1096)*

0.72
52.7vs 37.8

35% at 7.5 yr

0.88
12.4vs12.3

23% at 7.5 yr (IRC)
16% at 7.5 yr (inv)

39vs 33
12vs3
96
18
NR vs 24.8

(Pembro + Axi; N = 861)2

0.84
47.2vs 40.8

63% at 3 yr.
42% at 5 yr.

0.69
15.7 vs 11.1
18% (5 yr)

61 vs 40
12vs 4
67
12

23.1vs 15.1

(Nivo + Cabo; N = 651)3

0.77
46.5vs 36.0

49% at 4 yr

0.58
16.4vs 8.4

17% (4 yr)

56 vs 28
14 vs 5
56
7

23.6 vs 15.3.

(Pembro + Len; N = 712)*

0.79
53.7vs 54.3

66% at 3 yr

0.47
23.9vs9.2

37% (3 yr)

71 vs 37
18 vs 5
50
5
26 vs 14.7

Tannir. ASCO GU 2024. Abstr 363. Rini. ASCO 2023. Abstr LBA4501. Bourlon. ASCO GU 2024. Abstr 362. Motzer. JCO. 2024;42:1222.



CheckMate 214

KEYNOTE-581

0S HR (95% CI)

08 (prabability)

Overall survival (%)

100
90 -
80
70
60
50
40 4
301
20

10

0

® e
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Tresment  Evensfpatients Mo 08 KEYNOTE-426 Median follow-up: 67.2 months R .
NIVO+PI 358/550 52.7 (45.8-64.5)
SUN 405/546 37.8(31.9438) 100 — End of Pembrolizumab Events, n (%) Median (85% Cljmo
HR (35% CI), 0.72 (0.62-0.83) b Pembrolizumab + 270 (62.5) 47.2 (43.6-54.8) ®
HR (99.8% Cl) at the primary analysis, 0.68 (0.49-0.95] ] Axitinib
70.1% = " 80 — Sunitinib 280 (66.3) 40.8 (34.3-47.5)
' = 62.6%
i % 70 53.8%
! 2 60— 4 49.2% 1% [HR, 0.84 (95% Cl, 0.71-0.99) J
' Z 45.0% &
E 3 50 3 : 37:.14
: T 40 | | :
! 31.3%! g0 147vs41m § § |
' I 24,9% 20 — ' ! :
' 53vs38m: .| HR0.84 f ; ;
' H | - H ! :
+ HRO0.72 | : 5 : :
. i ! 0 T T I T I T T i T T
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102108 0 6 12 18 24 30 36 42 48 54 60 66 72 78

Len + pembro

CheckMate 9ER

Sun Len + pembro Sun

Median 0S (95% Cl), months

NIVO+CABO

SUN

46.5 (40.6-53.8)
35.5(29.2-42.8)

HR (95% CI), 0.79 (0.65-0.96)

0.66 (0.49-0.88); P=0.005¢ 0.79 (0.63-0.99); P=0.0424¢ 100
Median 0S, mo (95% CI) NR (33.6-NE) NR (NE-NE) 53.7 (48.7-NE) 54.3 (40.9-NE) ® 90 LH“\
Z 80 RN
104 Cu =
09 M‘_\“:::‘ e | 707
08 o s ‘ § 60
. : ) a
071 ! = 50
0.6 : M‘Hﬂ) Z 40| 46-5 A\ 35.5 m
05 NRvs NRm : ; it £
“\ HR : 3 e Z 4 HRO0.79
0.66 § o 5
0.2 4 : $ a
0.14 : Ol
04 4+ Censored 0 T T T T T
r r r r + T T T T T T - 0 6 12 18 24 30
o 6 12 18 24 30 36 42 48 54 60 66



RENOTORCH

Axitinib/toripalimab vs sunitinib en riesgo intermedio/alto

A 100 Planned treatment _ Toripalimabraxitini _ Sunitinib
1007 Events/patients 381210 57211
90.5% Median (95% CI) NE (NE-NE)  26.8 (24.5-NE)
004 | Censor 904 : Stratified HR (95% CI) 0.613 (0.404-0.922)  Reference
804 :
80 :
i
S 70 .
F 70 :
H g : +
> -
2 < 60 ' j
i i i
£ 60 s : |
K 4 i 1
8 3 50 ' !
& 50 2 ; 1
< 3 : !
s [ : !
B g : | Sunitinib
@ ' > ] | ' unitinit
8 40-| ' [ : :
I=J ' 1
o | 3020,  Toripalimab+axitinib : H
2 | 302% : [0 :
o I L J 30 i |
30 : (o] H
H Sunitinib. | . |
| : . | Censor
: HR 0.61 (95%CI 0.4-0.92)
Planned treatment Toripalimab+axitinib  Sunitinib B v - =
Events/patients 88/210 1097211 ! i 1
10 -|| Median (95% c1) 18.0 (15.0-NE) 9.8 (8.3-13.8) | 10 4 H '
Stratified HR (95% CI) 0.651 (0.490-0.864) Reference : [l 1
Stratified log-rank P value: 0.0028 | i |
0 - : - ; . . . : . . 0 . r - - - . . . . . -
0 3 6 9 12 15 18 21 24 27 30 [ 3 6 [ 12 15 18 21 24 27 30 33
Months. Months
Patients-at-risk Patients-at-risk
Toripalimab+axitinib 210 174 139 108 88 67 a8 23 12 3 0 Toripalimab+axitinb 210 205 193 158 138 109 80 52 28 6 2 0
Sunitinb 211 158 "7 78 56 41 24 9 4 1 0 Sunitinib 211 204 187 148 124 95 64 40 19 4 1 o

RR: 57% (5%RC) vs 31% -

Yan. Ann Oncol 2024;35:190-9 ®
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CheckMate 214

KEYNOTE-581

[ 1
Median 0S
100 4 Treatment Events/patients (95% Gl months
NIVO#1PI 283/a25 46.7 (35.0-55.7)
90 4
SUN 320/422 26.0 (21.8-32.6)
80 4 HR (85% C1), 0.69 (0.59-0.81)
HR (99.8% CY] at the primary anolysis, 0.63 (0.44-0.89)
70
60 {
|
50 4 h
'
401 i
g 1
30 1 ‘ :
!
! 26.8%
0] ! | 22.0%!
I 1
10 i 3 [
: | |
0 ¢ : :

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102108

1.0 -
0.9 1 ht\
0.8 - \\ \_ 76.5%
0.7 - N
N Vas i 61.5%
056 i \‘\..\
s WY iy, LEN + PEMBRO
0.5 4 ] T
0.4 - { | 49 001+ S me -+ b
0'3 Maedian OS, Months (95% Cl) SUN
** 71 [LEN + PEMBRO |47.9 (40.5 to NE)
0.2 4 ['sun 34.3 (26.3 10 64.3)
0.1 4 | HR (95% CI) 0.74 (0.57 to 0.96)
0 4 +Censored '
T T T T i T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66

Events, Median
n (%) (95% €1). mo
100 Pembro + 104 (66.0)  42.2(36.5-47.9)
Axitinib
60 \Sunitinib 212(71.1)  29.3(23.7-34.3)
20|
2 1] 56.9%
2 o 4?.8% os
; HR, 0.76 (95% CI, 0.62-0.93)
2 @
w 404
c h
g 30 : '
20 : i
: :
10 H :
o : :
T | . Y R |
0 6 12 18 24 30 36 42 48 54 80 65 72 78
CheckMate 9ER
100‘%“ mOS (95% Cl), mo
90 '“?J‘HR\ CaboNivo 43.9 (34.9-53.0)
8o -y N Suni 29.2 (23.7-36.0)
. . HR 0.74 (95% Cl 0.60-0.92)*
70+ . e
- L
60-{ N B -
L —h
=5 — &L\_L
40 s =
- ——l 1y I I
- ¥
L) g
20|
L]
10
0 6 12 18 24 30 36 42 48 54 60 66 72 7% 84
[



CheckMate 214

CheckMate 9ER

05 (%)

0S (%)

Median OS, Mo (95% Cl1)

OS en pacientes de buen prondstico

100 = Nivo + Ipi 77.9 (64.6-91.6)
88.4% Sun 66.7 (36.0-79.9)
20 HR: 0.82 (95% Cl 0.60-1.13)
60 - -
3
8
40
Median OS, Mo (95% Cl)
20 201 pembro+ Axi 60.3 (49.6-NE)
Sun 62.4 (54.1-NE)
0 +—r—+—+——r—+—+—r—+—rr——r————— KEYNOTE-426 , |\ —+—r—r—v——r—r—r——r—1—
0 6 1218 24 30 36 42 48 54 60 66 72 78 84 90 9610208 0 6 12 18 24 30 36 42 48 54 60 66 72 78
Mo Mo From Randomization
100 - 1.0 - T
80 = w 0.8
(=]
A
[=]
60 Z 061
E
2
404 0.4 1
Median 0S, Mo (95% Cl) 2 Median 05, Mo (95% )
20 Nivo +cabo 52.9 (40.8-NE) = EEmraien L LLT=0T3
Sun 58.9 (46.1-NE) ] 59('9 {SB:E-NE) |
HR: 1.10 (95%: C 0.69-1.75) HR: 0.94 [95%: C1 0.58-1.52
) S —r————— ey CLERR |}
0 6 12 18 24 30 36 42 48 54 60 66 0 6 12 18 24 30 36 42 48 54 60 66

Mo

Tannir. ASCO GU 2024. Abstr 363. Rini. ASCO 2023. Abstract LBA4501.
Bourlon. ASCO GU 2024. Abstr 362. Motzer. JCO. 2024;42:1222.

Mo



. | Grupos de riesgo

VLI Intermedio Pobre VLI Intermedio Pobre

Ipi-nivo 2.18 0.82 1.45 0.63
(1.29-3.68) (0.64-1.05) (0.51-4.12) (0.44-0.89)

Pembro-axi 0.81 0.70 0.58 0.64 0.53 0.43
(0.53-1.24) (0.54-0.91) (0.35-0.94) (0.24-1.68) (0.35-0.82) (0.23-0.81)

Cabo-nivo 0.62 0.54 0.37 0.84 0.70 0.37
(0.38-1.01) (0.40-0.72) (0.37-0.50) = (0.35-1.97) (0.46-1.07) (0.21-0.66)

Len/pemb 0.41 1.15 0.72 0.30
(0.28-0.62) (0.55-2.40) (0.5-1.05) (0.14-0.64) 8

1. Motzer et al. N Engl ] Med. 2018 Apr 5; 378(14): 1277-1290. 2. Motzer et al. Cancer. 2022 Jun 1;128(11):2085-2097. 3. Motzer et al. N Engl ] Med 2021;384:1289-300. 4. Camilo G Porta et al. Oral Abstract 1449 MO presented at ESMO 2022. 5.
Choueiri et al. N Engl ] Med. 2021 Mar 4;384(9):829-841. 6. Motzer et al. Lancet Oncol 2022; 23: 888-98. 7. Rini et al. N Engl ] Med. 2019 Mar 21;380(12):1116-1127. 8. Powles et al. Lancet Oncol 2020; 21: 1563-73.



Estudio retrospectivo ARON

n=524; riesgo favorable

Overall Survival

Progression-Free Survival

100
80 -
p=0.761 —
= z
% 60 - (;T’:
- S
s =
S 40 g
2
& @
20 First-line therapy 20 First-line therapy
— O+ TKI — 10+ TKI
1 — sunitinib E —— sunitinib
0 o [===TaneTea=t =T T = slonml 0 =) I T | T T T
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
Time (months) Time (months)
Number at risk Number at risk
Group: 10+TKI Group: 10+TKI
266 223 170 120 68 31 24 14 9 266 207 146 90 49 23 13 9 5
Group: TKI Group: TKI
258 250 228 214 195 166 150 129 107 258 216 163 11 78 62 39 30 21

Roviello. Cancer Immunology, Immunotherapy (2025) 74:65



L ® 4
° ° .
Y °
°
ORR per BICR
100 4
o 80 4 Y 4.6% CR
o ]‘1’5‘-’%
: ;
§
20 A
13.7% ‘
o) (&5%PD L
Nivo + Cabo
(CheckMate-9ER)
Rini

, ASCO 2023, LBA4501; Motzer & Hutson, ASCO 2023, 4501; Bourlon, ASCO GU 2024, 362; Tannir, ASCO GU 2024, 363

Best Overall Response, %
2 8885858388 8

Seleccion 12 linea

I0/TKI: alto porcentaje de respuestas

ORR
39.6%

ORR _
60.6%]  49.1% PR

35.7% SD

22.7% SD

11.6% PD 17.0% PD

Sunitinib®

Pembro + Axi
(KEYNOTE-426)

Pembrolizumab + Axitinib®

Best overall response with LEN + PEMBRO

unk
PO as%
4%

N

PR
0%

Relative risk® (95% Cl):
194 (167-2.26)

ORR: 71.3%
95% CI" 66.6-76.0

ORR: 36.7%
95% CI-31.7-41.7

LEN + PEMBRO SUN

Pembro + Lenva
(CLEAR)

I0/10: respuestas duraderas

Intermediate/poor risk

Treatment Events/patients

Median DOR
(95% Cl), months

NIVO+IPI 73/180 82.8

SUN 58/116

(54.1-NE)

19.8 (16.4-26.4)

IHR (95% Cl), 0.48 (D.!!vO.G‘?)I

3
o
§
60
§ i
£ % ' ;
E 40 4 | ]
£ 3 I :
§ 1 ' ]
k-] 20 : L |I 4I J
- b 1 23%: 23%
104 : : .
0 ! ; ;
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 1
No. at risk Months
NIVO+IP1 180 147 127 109 94 87 79 mn 74 67 63 59 50 45 42 28 2 (
SUN 116 78 61 42 16 19 13 10 10 7 6 5 3 2 1 (] {
Nivo + Ipi
(CheckMate-214) °
[ ]

responding >7 years later

72 of responding patients still e

Adaptado de Braun. ASCO 24 ®
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A Toxicidad
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° °
Evento CM 214 KN 426 CM 9er CLEAR
EA G>3 relacionados con
Muertes relacionadas con
Eventos que llevan a la
d’iscontinuaCién de los 2 22% 11 % 15% 134%
farmacos
Mediana duracion
. tratamiento (m) 8 8.3 14.3 17
. [ ]

®
1. MotzePet al. N Engl ] Med. 2018 Apr 5; 378(14): 1277—1290. 2. Motzer et al. Cancer. 2022 Jun 1;128(11):2085-2097. 3. Motzer et al. N Engl ] Med 2021;384:1289-300. 4. Camilo G Porta et

al. Oral Abstract 1449 MO presented at ESMO 2022. 5. Choueiri et al. N Engl ] Med. 2021 Mar 4;384(9):829-841. 6. Motzer et al. Lancet Oncol 2022; 23: 888-98. 7. Rini et al. N Engl ] Med.
» 2049 Mar 28380(12):1116-1127. 8. Powles et al. Lancet Oncol 2020; 21: 1563-73.



FKSI-19 total score: CheckMate-2141

79 @ Nivolumab plus ipilimumab. t X +
@ Sunitinib

g *

4
g | g 2
5% | & 14
EZ 0
gE [ & -19
iE [ & 24
7 -3+
2 i)
3 5]

—6

-7

1 T 1 L} T L] L 1 L T T L] 1 I 1 ) T T T T 1 L)
Easeline 4 7 10 13 17 19 23 25 31 37 43 49 55 61 67 73 79 85 91 97 103
Number at risk
Nivolumab plus ipilimumab 355 332 292 258 222 224196 207 194 176 151 148 139 116 124 116 111109 83 66 47
Sunitinib 354 344 324 281 237 227 187 200166 143 127 111103 95 85 81 63 59 51 37 24

FKSI-19 total score: CheckMate 9ER?

. Calidad de vida

FKSI-DRS: KEYNOTE-4263

2 10+
= Improvement
- s
5]
@
= 61 ‘ Decline
S
Minimally Important Difference

o | ety eedns it BPHNEREEEE e d oo oo oo o o
=
=
=
-
S =
2 "o —
e e T
w
=
= S Pembrotizumab—+—axitinit
2 g
= h B Sunitinib
2 -10-

o 34 6 9/10 12 15/16 18 21/22 24 30
No. of patients Weeks
P+A 400 376 355 344 325 318 308 206 208 271
s 410 341 349 307 313 277 282 233 248 238

FKSI-DRS: CLEAR?

A) FKSI-DRS total

Improvement
27 100+
@ 1 —— LEN + PEMBRO
S 904 —— SUN
— o O T el e e e e . B04
22 4 2 704 ;
22 S 1 £ 70 Sy s
23] z o e,
= Deterioration 3 504 L
g § -39 [ Ty
40
E & 4 o
v g S 3p-
on o
E -5 204
o -6 104
-7 o — ——T — — J
T T T T T T T T T T T T T T T T
o] 7 13 19 25 31 37 43 49 55 61 67 73 79 85 91 9 : & i 181_, 22 24|1 A 2 8 CUTSE)
Week No. at Risk (no. censored) ime {morths)
No. at risk Na 5 20 1 ) 0

NIVO+CABO 299 261 246 242 228 217 199 191 173 153 147 124 90 &7 53 42

1. Cella D, et al. Lancet Oncol 2019;20:297-310; 2. Choueiri TK, et al. Ann Oncol 2020;31(Suppl. 4):abs. 6960; 3. Bedke J, et al. EAU 2020; 4. Motzer RJ, et al. Lancet Oncol 2022;23:768-80.
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OS HR
mPFS, m
PFS HR
ORR %
CR %

1. Rini. J ImmunoTher Cancer.
2022;10:e005445. 2. Rini. ASCO 2019. Abstr
5400. 3. Rini. NEJM. 2019;380:1116.

4. Motzer. Lancet Oncol. 2022;23:888. 5.
Grunwald. Front Oncol. 2023;13:1223282.

100 =

05 (%)

80

60

404

20+

Componente sarcomatoide
KN-426

Pembro-axi

ITT
Events/ Median 0S, Mo
Treatment Patients (95% C1)
Nivo + Ip 358/550 527
(45.8-64.5)
SUN 405/546 37.8
(31.9-43.8)

HR: 0.72 (95% CI: 0.62-0.83)

HR at the primary analysis: 0.68
(99.8% Cl: 0.49-0.95)

N=105

0.58
NR
0.54
58.8
11.8

Intermediate/Poor Risk
Events/ Median 0S, Mo

Treatment Patients (95% C1)
Nivo + Ipi 283/425 46.7

(35.0-55.7)
SUN 320/422

26.0
(21.8-32.6)
HR: 0.69 (95% CI: 0.59-0.81)

HR at the primary analysis: 0.63
(99.8% Cl: 0.44-0.89)

Cabo/nivo

CLEAR
Len/pemb

9er

N=75 N=52
0.38 0.91
10.3 -
9.42 0.39
56.6 60
8.8 -

Favorable Risk

Median 0S, Mo
(95% c1)

Events/
Patients

75/125

Treatment

Nivo + Ipi 77.9
(64.6-91.6)

0 6121824303642485460667278849096102108
Mo

0
0 6 121824303642485460667278849096102108

Mo

10019 85/124 66.7
(56.0-79.9)

i HR: 0.82 (95% Cl: 0.60-1.13)

80 HR at the primary analysis: 1.45
(99.8% Cl: 0.51-4.12)

601
40+
20 .

o+ ®

0 6121824303642485460667278849096102108
Mo :
[ ]



1.0
0.9 4
0.8 o
0.7 A
0.6 o
0.5 o
0.4+
0.3 4
0.2+
0.1 4
0.0 4

Overall survival (probability)

Profundidad de la respuesta y OS

%
NIVO+IPI . CR

sD

PD

IPI + NIVO

20—

Patients who were alive, %

T T T T T T T T T T T T T T T
3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time from 6-month landmark. months

wui_ CR(n=18)

<0% to <-30% (n = 82)

L N ) >420% (n=7)

AXI + PEMBRO

T T T T T 1
12 18 24 30 36 42

Survival time after 6-month landmark, months

Survival Probability (%)

100% 1
90% 4
80% J
70% |
60%
50%
40% 1
30%
20% 4
10%

0% |

Confirmed CR

LENVA+PEMBRO

00 % >75% to <100%

x
" L.Pl:':.“! >50%to £ 75%

JIHH:l >25% to <50%

0%

no target lesion reduction, n=5

>0%to =25%

100

T T T T T T T
9 12 15 18 21 24 27

T T T T T T 1
30 33 36 39 42 45 48

Time from Randomisation (Months)

904
804
704
60
50+
40

Overall survival (%)

301
204
10

DepOR
subgroup.
0O crR

Events,
n/N
5/40

Median 0S
(95% Cl),
months

NR (NE-NE)

% PR1

4/33

NR (28.9-NE)

PR2

8/38

NR (31.7-NE)

PR3

20/69

NR (30.5-NE)

SD

48/99

28.7 (17.8-NE)

PD

12/14

10.1 (4.8-25.1)

CABO + NIVO

SD

PD

T

3

6

T T T T T

9 12 15 18 21 24 27
Months from 6-month landmark

30

33

36

39

1. Motzer J et al. J Immunother Cancer 2020;8:e000891. 2. Griinwald V et al. Poster presented at the ASCO Annual Meeting; 04-08 June, 2021; Virtual Format; abstract # 4560. 3. Suarez C et al. ASCO 2022. Journal of Clinical Oncology 40, no. 16- suppl
(June 01, 2022) 4501-4501. 4. Powles T. Lancet Oncol. 2020 Dec;21(12):1563-1573.



OPCIONES . N

.. -
o A -® o [
Adyuvancia * G
w
Local
therapies I0+10
(SBRT, nivolumab 10 + TKI
resection, + ipilimumab
ablation) ; ; 1
yes yes yes
’ . . Require a 10 +10
Oligometastatic? ——;—— Sarcomatoid? > A n —*  nivolumab
no rapid response*? |no, aim for S BRNED
*Rapidly progressive, durable CE——

A

impending visceral crisis, etc. ~ response

Adaptada de Braun. ASCO 2024
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22 linea tras TKI

Buen prondstico; baja carga, indolente
Donde la 10 no est4 disponible

En pacientes que aun estan con TKls

METEOR

100+ —— Cabozantinib
’_\_m Everolimus

Overall survival (%)

0]
HRO.66 (95% C10.53-0.83);p=0.00026

3 6 9 12 15 18 2 24 27 30

Nomber at risk Time from randomisation (months)

Cabozantinb 330 318 296 264 239 178 105 41 6 3 0
Eveolimus 328 307 262 229 202 141 8 32 8 1 0

Choueiri, Lancet Oncol 2016;17, 917-927

CM-025

904 No. of events/ Median 0S

no. of patients | (95% Cl), months
80 326/410 25.8 (22.2-29.8)
704 EVE 347/411 19.6 (17.6-21.9)

HR (95% CI), 0.74 (0.63-0.86); P = 0.0001

Overall survival (%)
g

10 < o

— T T T T T T T T T T T T T 71—

6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108
Months

No. at risk

EVE411 325 268 214 163 133 110 99 84 72 65 58 48 42 35 25 10 O 0

Escudier. ESMO 2022



TKils tras 10: datos retrospectivos -.-

e i o

TKI'

TKI (Cabozantinib/Axitinib)? 56 8 33

TKI (sun, axi, pazo, cabo)? 33 8 36

TKI (sun, axi, pazo, cabo)* 70 13.2 41
TKI (post: CPI+VEGF vs ipi+nivo)® 55 3.7 vs 5.4 (mTTF) 15 vs 45

Pazopanib® 258 13.5 Not reported

Cabozantinib” 86 6.5 (MTTF) 36

Cabozantinib® 31 5.4 (ImTTF) 22
Cabozantinib vs other TKis® 247 6.2 vs 3.1 (mTTD) 54 vs 38

Cabozantinib™ 116 7.6 (mTTF) 20

Lenvatinib +/- everolimus™ 55 6.2 21.8

TKI vs mTOR" 314 6.1vs 2.8 (mTTD) 30vs 3.6

.Nadal R, Ann Oncol 2016; 2.Derosa L, Ann Oncol 2017; 3.Auvray M, EJC 2019; 4.Shah AT, EJC 2019; 5.Dudani, Eur Urol 2019; 6.Cao X, Clin Genitourin Cancer 2020; 7.McGregor BA, EJC 2020; 8.Gan CL, Cancer Med 2!
9.Marteau F, ASCO GU 2021; 10.Zhang H, Kidney Cancer 2021; 11.Wiele AK, Oncologist 2021; 12.Graham J, Eur Urol Gncol 2(

Q“ Cortesia Dra Suarez
\ B




® e
| ]
|
[Kls tras 10: datos prospectivos .
n
o0
[ J
DRUG STUDY N ORR (%) PFS 3
- Post-Hoc analisis Phase IlI
Cabozantinib METEOR 18 22 Not reached
. . Post-Hoc analisis Phase IlI
Tivozanib TIVO-3 91 Not reported 7.3
Axitinib Phase Il CASE7815 40 45 8.8
Sunitinib Phase Il IMNUNOSUN 21 19 5.6
Lenvatinib + Everolimus e O S E
14mg Lenvatinib 156 30 12.0
18 mg Lenvatinib 155 Eal 12.9
Pazopanib Phase 11 10 PAZ 62 14.5 6.5
Cabozantinib Phase Il BREAKPOINT* 30 37.9 8.3
Cabozantinib 139 - 9.2
(tTeleglenestat) Bz CAUTATA 65 (prior Ipi-Nivo ) 41 -
Cabozantinib Phase Il CABOPOINT 85 40.5 10.9
cabomantinib Phase IIl CONTACT-03 254 41 10.8
(+Atezolizumab)
sl Phase Il TINIVO-2 343 19.8 7.4
(tNivolumab)
Belzutifan Phase Il LITESPARK-005 374 22,7 5,6

’

Powles T, British Journal of Cancer 2018; Rini Bl, Lancet Oncol 2020; Omstein MC, Grande E, Annals Oncol 2022; Grande E, Annals Oncol 2022, Pal SK et al. Eur Urol 2022;82:283—
92; Powles T et al. Presented at ESMO 2020: Lancet Oncol 2019; Procopio G, et al. Tumori 2023;109:129-137; Tannir N ASCO 2021 Abs 4105, Albiges et al, ESMO 2024 Poster

1693P; Choueri T, LBA4500. ASCO 2023; Albiges L, et al. Presented at ESMO 2023
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° °
]
Phase 3 METEOR: PFS/OS after ICI Tivozanib tras 10
.
TIVO-3: PFS & ORR in Key Subgroups*
Anti-PD-1/PD-L1 Anti-PD-1/PD-L1 Prior Checkpoint Inhibitor + VEGFR TKI
10 10 R Tivozanib Tivozanib Sorafenib
i;. 80 Sorafenib (n=47) (n=44)
08 08 ; @ Median PFS, months 7.3 (4.8, 11.1) 5.1(3.2,7.4)
H (95% Cl)
= 06 _ 06 .
= S i HR (95% CI) 0.55 (0.32, 0.94)
0 pr £ :
L= 04 S 04 g P Value 0.028
02 02 . ORR 24.4% 6.8%
' 0 2 4 8 o 4 6 18 20 2 24 26 8 30
0.0 00 o Two Prior VEGFR TKIs
0 3 6 ¢ R 1 0 6 2 8 2 0 Tivozanib Tivozanib Sorafenib
Time (months) Time (months) % o Sorafenib (n=79) (n=80)
g 60 Median PFS, months 5.5(3.6,7.4) 3.7(3.6,3.9)
& (95% CI)
Median, mopiths % “ \j HR (95% CI) 057 (0.39,0.83)
Cabozantinib (n=18) NE Cabozantinib (n=18) NE g, P Value 0.003
Everolimus (n=14) 41 Everolimus (n=14) 163
HR =0.56 (5% €1 0.21-152) R L 7
HR = 0.22 (95% C1 0.07-0.65) - ) T I T T R R w o w e R e e
*Final analysis, as of Oct 4, 2018
Porta et al. ASCO 2019 7 [ )
°
Rini BI, et al. L t Oncol 2020; 21: 95-104 3 ®
ini BI, et al. Lancet Onco ;21: 95-
Powles T, et al. Br J Cancer 2018;119:663-69; o
Choueiri TK, et al. Lancet Oncol 2016;17:917-27.
® [ ]
L] .
° L ]
° Qe
L]
[ J
o 2



* °  BREAKPOINT trial

Cabozantinib tras 12 linea con 10; fase Il

60% 10-10
36% IO-TKI
4% 10 monoterapia

Prospective, open label, single arm, multicenter, phase Il study

1.00
Advanced or | Cabozantinib PO 60 mg die | -
Until PD or
unresectable RCC > | unacceptable L
pretreated with a P- (Dose reduction permitted if toxicity) toxicity o075
D1/PD-L1 inhibitor as L_I
monoi.:her.a Py or i Stratification criteria: 2 L{
combination with - Heng/MSKCC prognostic group § ’  —
angiogenesis inhibitor ~First line duration &
or anti CTLA-4 -Type of previous therapy received b
0.
PRIMARY ENDPOINT EXPLORATORY OBJECTIVES
* PFS * PDL1 expression by IHC
SECONDARY ENDPOINTS  Circulatingimmune cell profile
*0S * Bone formation and bone 0
* ORR reabsorption markers LR 2
« Safety and tolerability

Respuestas: 27%
Mediana duracion trat?%: 4.7 m

mPFS: 7.24 m
Procopio G, et al. ASCO GU 2021. Abstract 326



° ®
°
. CABOPOINT
Primary endpoint: ORR and DCR by ICR (n=119%)
Cohort A Cohort B Overall
79 40 119 Patients, n
p < 0.0001t 32(40.5) 11(27.5) 43(36.1) ORR, n (%)
29.6-521 14.6-43.9 27.5-454 95% Cl
67 (84.8) 33(82.5) 100 (84.0) DCR, n (%)
75.0-91.9 67.2-92.7 76.2-90.1 95% Cl

100
90
80
70
60
50

Patients (%)

40
30
20

10

Albiges. ESMO 2024

Cohort A
(n=76/79)

Cohort B
(n=37/40)

Overall
(n=113/119)

Complete response
. Partial response
. Stable disease

. Progressive disease

Cohorte A: tras 10/10
Cohorte B: tras TKI/IO

0.9
08—
0.7

o
o
1

0.5

o
S
|

0.3

Duration of response probability
Q
[
|

0.1

Median PFS (IQR)
Cohort A” 10.9 (5.5-19.4)
Cohort B 8.3(5.4-16.4)
Cohort A —
CohortB—

Atrisk
CohortA 79
CohortB 40

6 12 18 24 30 36
Time (months)

438 22 2
21 7 2

[
[
(=]

.



TIVO-3: Tivozanib frente a sorafenib para el CCR avanzado tras
terapia con TKI (se permitia 1O previa)

100 - » Overall, 26% of patients
— Tivozanib received previous therapy
— Sorafenib H +
80 . ey with an ICl + TKI
= ORR: 18% with tivozanib vs
X 60+ 8% with sorafenib
[72]
& 40 = Median PFS: 5.6 vs 3.9; 0.73
(0.56-0.94)
20 - 3% : | Tivozanib is indicated for the
i e treatment of adult patients
0 : . . . . —ee with relapsed or refractory
Patients at Risk, n 0 6 12 18 24 30 36 42 48 advanced RCC fo"owing
Tivozanib 175 79 45 34 25 18 16 12 9 >2 prior svstemic therabies
Sorafenib 175 45 23 11 6 4 3 2 1 =2 P y ples.
° ®
° Qe
Rini. Lancet Oncol. 2020;21:95. Atkins. ASCO GU 2022. Abstr 362. . °



Eficacia sequn tratamiento recibido en 1L

RR tras 1L 10/10 RR tras 1L IO/TKI PFS tras 1L 10/10 PFS tras 1L IO/TKI

% m % 11

Dudani 2018 45 15 54 3.7
Barata 2018 B 25 7.6 6.2
Nadal 2016 36 10 8.4 5.6
McGregor 2020 42 28 8.1 (TTF) 4.7 (TTF)
Stukalin 2020 37 12 5.4 (TTF) 4.6 (TTF)

Dudani. Eur Urol 2019;76:861-7. Barata PC. British Journal of Cancer; 2018 May 21;119(2):1-4. Nadal R. Annals of Oncology. 2016 Jun 27;27(7):1304—11. McGregor A, et al. Eu J Cancer. 2020. 135, 203-210. Stukalin. Journal of Clinical Oncology 38, no. 6_suppl
(February 20, 2020) 684-684.



- 10 post 10?

HCRN TITAN-RCC  OMNIVORE-
GU 16-260 RCC
n 123 207 83 46
TKI previo No S Si Si
Secuencia Nivo -> Ipix4 ~ Nivo -> Ipix4  Nivo-> Ipix2 Nivo+Ipix4
12 linea; n (%) 123 (100) 109 (h3%) 42 (h1)
Tasa de respuestas
boost 11.4% 12% 4% 15%
Respuestas 0% 6% 0% - 0%

completas, %

Atkins. JCO 2022; Grimm. ESMO 2022; McKay. J Clin Oncol 2020; Choueiri. ASCO 2020



Lenvatinib/pembrolizumab (KN-146)

Caracteristicas m

N2 lineas previas
1 39
>2 62

Régimen previo
Anti-PD1/PD-L1
Anti-PD-1/PD-L1 + antiVEGF
Nivo/ipi

100
65
37

Duracidn régimen previo (mediana) 7m

ORR % b5

Mejor respuesta
RP 53
SD 36
PD 5

Mediana dur resp, m 12

I G
53 47

59
31

Prior Nivolumab/Ipilimumab Therapy=

Lee Chung-Han et al., J Clin Oncol 38: 2020 (Abstract 5008), ASCO 2020

n-free survival (%)

g
T

mPFS 12.2m

7| Total n=104; events 59 (56-7%); median progression-free survival 12-2 months (95% C1 §.5-177)

overall survival (%)

T T T T T T T T
2 4 6 8 10 12 14 16

(number censored)

Numberatrisk 104(0) 96(3) 87(3) 70(8) 59(10) 48(16) 36(23) 26(29) 19(33) 11(37) 5(40) 4(41) 3(42) 1(44) 1(44) Qa(45) 0O(-)

T T T T T T T J
18 20 22 24 26 28 30 32

(number censored)

o4
Total n=104; deaths 29 (27 9%); median overall survival NR (35% CI NR-NR)

mOS NR

T
2

Numberatrisk 104(0) 103(0) 98(2) 87(4) 85(4) 82(4) 64(19) 55(26) 40(38) 26(49)

T r T T T T T T T T T y T T J

4 3 8 10 12 14 16 18 20 22 24 26 28 30 32
Time since treatment initiation (months)

17(58) 12(63)

7(68) 372 3(72) 0(75) O()

Lee ASCO 2021; Lee Lancet Oncol 2021




[
Mantener inhibicion via PD-L1
Disefo Tratamiento Resultados
Fase Il Lenva/pembro ORR 56%
KN-146 ccRCCy nccRCC mDOR: 12.5 m
- Fase Il Atezo/cabo vs cabo NO beneficio en
CONGREY ccRCCy nccRCC OS, RR, PFS
03
R4 ‘ Fase lll Nivo/tizo vs tizo Pendientes
TiNivo-2 ccRCC

Lee; Lancet 21. Pal; Lancet 23. Choueiri; ASCO GU 22



Vias proangiogenicas

LITESPARK-005 Study (NCT04195750) Primary End Points: PFS per RECIST v1.1 by BICR and OS'

Progression-Free Survival Overall Survival
100§ 1A2 100 4 1A2
Key Elialbllity Crlteria Belzutifan  Everolimus Belzutifan Everolimus
{J v t g| locally ad d Belzutifan 120 mg PO QD N Events, n (%) 289 (77.3) 276 (742) “1 Events,n(%) 213 (57.0) 228 (61.3)
n;estect‘a 'e, OCa”yRaCéanCG or 80 Median, mo 56 (3.8-65) 56 (4.8-5.8) 0 Median,mo 214 (182-24.3) 18.1(15.8-21.8)
metastatic clear cel . Sy, HEETe, (95% Cl) (95% Cl)
Disease progression after 1-3 prior and survival 77 HR (95% CI) 074 (063-0.88) 04 HR (95% CI) 088 (0.73-1.07); P=0.099
systemic regimens, including 21 follow-up
anti-PD-1/L1 agent and 21 VEGFR-TKI =7 <’
Karnofsky Performance Status score Everolimus 10 mg PO QD 65l e
270% =
404 40
304 -
Stratification Factors Primary End Points: PFS per RECIST v1.1 by BICR; OS ¥
+ IMDC prognostic score® 0 vs 1-2 vs 3-6 Key Secondary End Point: ORR per RECIST v1.1 by BICR 29 .
. 1Pr|or2V§GF/VEGFR-targeted therapies: Other Secondary End Points: Safety; PROs 10 104
Vs 2-
L L B e e e o e e B e L L L L N R SRR RS R |
0 3 6 9 12 15 18 il 2 a7 30 3 36 0 3 6 9 12 15 18 il u 7 30 3 36 39 42
+  Median follow-upP at IA2: 25.7 months (range, 16.8-39.1) No atRisk Months Months
Belzuifan 374 218 156 135 13 923 66 45 3% 2 194 4 0 374 ur 305 P 254 224 190 143 9% 62 36 16 2 0 0
sBased of present sk facls ding to the Intemational Cel Carcinoma Database C IDC).PFollow-up s the time to the data cutoff date (June 13, 2023) A e i gt M2E 1 1 y z : : ! a2 2= g HIECUOIT 12 aRat-0? gl 2 v ’
BICR, binded independent cenlralreview, IA2, interim analysis 2 | “Denotes statistical significance. Primary PFS was metat IA1 and was not formaly statistically tested at IA2 1. Albiges L et al. Ann Oncol. 202334:$1320-51330. Data cutoff date for IA1: November 1, 2022. Data cutoff date for IA2: June 13, 2023
o
°
* e
RR: 22 vs 3.5% °
. . o
. .
L] .
( ]
[ ]

Powles ASCO GU 2024 ° . °



Table of Contents

O 1 Introduccién 02 12 linea 03 22 linea

04 05 Tras adyuvancia? 06 Conclugiones



Trial

LITESPARK-012
(NCT04736706)

PROBE
(NCT04510597)

PDIGREE
(NCT03793166)

A

Treatment

Pembrolizumab + lenvatinib
t belzutifan or quavonlimab

Immune checkpoint
inhibitor combination +
cytoreductive nephrectomy

Nivolumab + ipilimumab >
nivolumab * cabozantinib

Population

Advanced ccRCC, no prior
systemic therapy for
advanced disease

Primary tumor + RCC
metastases

Advanced ccRCC, no prior
systemic therapy for
advanced disease

10

Endpoint(s)

PES, OS

OS

OS



L CBM-588 + nivolipi

Metastatic renal cell carcinoma and: ) = Nivo
Measurable metastatic disease -
Clear cell and/or sarcomatoid component CBM-588 8
ECOG performance status 0-1

No prior systemic therapy for metastatic

) 2:1 Randomization
disease

Intermediate- or poor-risk disease by IMDC

classification
No active autoimmune disease or receiving
high dose steroids

Nivolumab 3 mg/kg IV every 3 weeks x 4

e mmmmma  + Ipilimumab 1 mg/kg IV every 3 weeks x 4 € 100 —
- Nivolumab 480 mg IV monthly

90 —

80 —

70 +

21%

The primary endpoint to compare the relative abundance of Bifidobacterium spp.
at baseline and at 12 weeks was not met.

Response (%)
8 8 8 8 3

. PFS 12.7 mvs 2.5 m (HR 0.15, P = 0.001). ]
o
g RR 58% versus 20% (P = 0.06). 10
® - Nivolumab—ipilimumab with Nivolumab—ipilimumab
CBMS588
[ ) M Partial response  Stable di HProgressive di

Dizman. Nat Med. 2022 Apr;28(4):704-712




. Vias proangiogénicas

Litespark-003: belzutifan+cabozantinib

“
o Overall Overall
Belzutifan 120 mg/day PO Tumor Assessments - =
Key Eligibility Criteria + + Week 9, then Q8W for 12 N=s0 Favorable | Mermediatel | - N=s2 Favorable | IMermediate!
+ Have locally advanced Cabozantinib 60 mg/day PO months and Q12W thereafter 8 2 ! 1
or metastatic ccRCC N = 502
L e i | [oRR (CR + PR) 35 (70) 22 (79) 13 (59) 16 (31) 3(27) 13 (32)
TefvE A EE e End Points DCR (CR + PR + SD) 49 (98) 28 (100) 21 (96) 48 (92) 11 (100) 37 (90)
prior immunotherapy s % N . bpﬂﬁ%’o}:\’tR per RECIST v1.1 Best response
and <2 regimens for rior immunotherapy treatmen y investigator
metastatic RCC t prior targeted treatment® » Secondary: PFS, DOR, and TTR R 4@ S 1@ 2@ g 26
+« ECOGPS0or1 per RECIST v1.1 by investigator, PR 31(62) 19 (68) 12 (55) 14.(27) 3(27) 11(27)
Belzutifan 12+0 mg/day PO 08, safety/tolerability sb 14 (28) 6(21) 8 (36) 32 (62) 8 (73) 24 (59)
Cabozantinib 60 mg/day PO PD 1(2) 0(0) 1(5) 3(6) 0(0) 3(7)
N = 502 Not availablea 0(0) 0(0) 0(0) 1(2) 0(0) 1(2)
100 Cohort 1 Cohort 2 100. 96% Cohort 1 100- Cohort 2
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LITESPARK-011 — Phase 3 Belzutifan +
Lenvatinib versus Cabozantinib

Figure 2. Study design
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Key Eligibility Criteria
= Unresectable stage IV
RCC with a clear cell

component
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regimens including
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Inhibidor HIF 22 oral

PEAK-1: phase 3, casdatifan + cabozantinib

in advanced or metastatic ccRCC, following prior PD-1 therapy

PATIENT POPULATION: X760 (PR[MARY ENDPOIN"I)
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or metastatic ccRCC 60 mg cabozantinib PFS
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i ini ‘o _ OS
Have not received cabozantinib t  Placebo + 60 mg cabozantinib > I
HIF-20—inhibitor naive l ORR, DOR, DCR




Biomarcadores: KIM-1

* KIM-1 es una proteina transmembrana que se sobreexpresa en el CCR de células claras. El ectodominio de KIM-1 es
detectable en plasma y suero y es un biomarcador circulante emergente para el CCR de células claras.

¢ E| KIM-1 se midid al inicio del estudio y 3 semanas después de la primera dosis de Nivo+lpi (antes de la segunda dosis)
utilizando electroquimioluminiscencia enzimatica.

IPI+NIVO IPI+NIVO
v Ao v ok, .
KIM-1 % 3 weeks KIM-1 rl’.

e .

[ J
[
C1W1D1 C1w4D1
o
L] .
°
° Qe
Xu et al. RCC. CM214. KIM-1 as predictive and prognostic biomarker in 1L aRCC. ASCOGU2025. Oral .



KIM-1 en el CheckMate 214
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1. Rini B et al. Presented at ASCO 2024; abstract 4505. 2. Motzer RJ et al. Cancer Cell. 2020,38(6):803-817.



Girentuximab: teragnosis

available at www.sciencedirect.com
journal homepage: www.europeanurology.com

European Association of Urology

Brief Correspondence

Phase 2 Study of Lutetium 177-Labeled Anti-Carbonic Anhydrase
IX Monoclonal Antibody Girentuximab in Patients with Advanced
Renal Cell Carcinoma

Constantijn HJ. Muselaers “>"*, Marye J. Boers-Sonderen ', Tim J. van Oostenbrugge “*,
Otto C. Boerman”, Ingrid M.E. Desar©, Alexander B. Stillebroer °, Sasja F. Mulder®,

Carla M.L. van Herpen ©, Johan F. Langenhuijsen “, Egbert Oosterwijk “,

Wim J.G. Oyen”, Peter F.A. Mulders ®

Eficacia de la radioinmunoterapia con lutecio 177-girentuximab en pacientes con cancer renal

9% tumor size compared with baseline

Effect of 177 Lu-girentuximab RIT
on growth rate of target lesions

—3ma

T T T T
CTbefore RIT eycle 1 Baseline CTafterRITcycle 1 CTafter RIT cycle 2
+3 me +6ma

Patient1
Patient3
Patient4
PatientS
Patient &
Patient?7
Patient8
PatientS
Patient10
Patient11
Patient12
Patient 13

Patient 14

metastasico pretratado.

El tratamiento produjo la estabilizacién de la enfermedad en 9 de 14 pacientes.

La principal toxicidad fue el recuento prolongado de células sanguineas bajas.
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177Lu-girentuximab

STARLITE 1: TLX250 + cabozantinib +

nivolumab, single-arm phase 2 study

STARLITE 2: TLX250 + nivolumab,

single-arm dose escalation and phase 2

Population:
Locally advanced
or metastatic RCC
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clear cell subtype
without prior
treatment with any
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for metastatic
RCC
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Primary Objective:

« Determine the safety and complete
response rate of combination '77Lu-
TLX250 plus nivolumab and
cabozantinib in subjects with previously
untreated ccRCC

* Every 12 weeks for 3 cycles, C2-C3 177Lu-TLX250 at 75% of the previous dose.
** from week 5

Phase 2 / Dose expansion
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Algoritmo propuesto sobre como tratar el CCR recurrente tras o
pembrolizumab adyuvante o °° .

High-risk localized
or M1 NED RCC o ¢

&P
\

Adjuvant pembrolizumab
1 YEAR

Metastasectomy
Oligometastatic
|F{ecurrence|—> s - SBRT

Active surveillance

Refractory Early recurrence Late recurrence

3-12 months after =12 months after

During and in the first 3 months after

________ L _____ R I
: Primary resistance : Primary & acquired (mixed) resistance 1 Secondary/acquired resistance 1
1. TKI
TKI
2. TKI + ICI

 INCEE

MT.Bourlon; P.Valdez; T.Choueiri and E.Lam. Using Clinical Characteristics to Guide Treatment of Recurrent RCC After Adjuvant Pembrolizumab. ASCO Daily news January 10, 2024
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Society for Immunotherapy of Cancer

Table 3 Resistance definitions for the adjuvant setting

Resistance phenotype Time from adjuvant therapy discontinuation
Primary resistance in the adjuvant setting <12 weeks or recurrence on therapy
Undeterminable >12 weeks

Kluger H, et al. J Immunother Cancer 2023;11:e005921. doi:10.1136/jitc-2022-005921
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PFS probability (%)

First-line Systemic Therapy Following Adjuvant Immunotherapy in °
Renal Cell Carcinoma: An International Multicenter Study
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