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Klinik ve Laboratuvar Parametrelere
Gore Risk Siniflandirilmasi

IMDC Risk Scoring System
Entry Criteria 2]

KPS <80% .
<1y from time of diagnosis 3
to systemic therapy S 96
Hemoglobin <LLN E 0.4
(normal: 120 g/L or 12 g/dL) s

o
Calcium >ULN 0.2
(normal: 8.5-10.2 mg/dL)

0

Neutrophil >ULN
(normal: 2.0-7.0 x 109/L)

Platelets >ULN
(normal: 150,000-400,000)

—— Favorable
— Intermediate
= Poor

Favorable: 0 factors

) L— Median 0S = 43 mo
Intermediate: 1-2 factors
Poor: 3-6 factors Msdiari 0 # 22 0

Median OS = 8 mo
10 20 30 40 50 60
Months Since Therapy Initiation

1. Heng DY et al. J Clin Oncol. 2009;27:5794-5799. 2. Heng DY et al. Lancet Oncol. 2013;14:141-148.



Metastatik renal hiicreli karsinomda aktif izlem
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48 hastada sistemik tedavi baslanmasina kadar gecen medyan izlem siresi 14,9 ay.
IMDC skoru artikca, metastaz sayisi artikca sonuclar ve akciger disi metastazlarda
sonuclar kota.

Rini B, Lancet Oncol. 2016



Oligometastatik berrak hiicreli renal hiicreli
karsinomda radyoterapi

Figure 2: Primary outcomes of systemic therapy-free survival in the intention-to-treat population (n=121; A)

and progression-free survival in the per-protocol population (n=120; B)
Vertical lines denote censored patients, and shading indicates 95% Cls.
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. Time since 3-month molecular residual disease assessment (months)
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(events, censored)

Molecular residual disease 37 23 7 4 2
(10, 4) (18,12) (21,12) (21,14) )

No molecular residual disease 34 34 24 8 3
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Figure 4: Circulating tumour DNA molecular residual disease association with systemic therapy-free survival
at baseline (A) and 3-month follow-up (B)

Calismaya dahil edilen 121 hastanin %77 akciger lenf nodu metastazi, medyan takip siresi
36,3 ay. Medyan progresyonsuz sagkalim 17,7 ay ve medyan sistemik tedavisiz sagkalim
suresi ise 34,0 ay olarak bulundu. RT sonrasi ctDNA negatif olanlar sonuglar cok daha iyi.

Tang C, Lancet Oncol 2025




Metastatik RCC Birinci Basamak Tedavi Secenekleri

CheckMate -214: Nivolumab + Ipilimumab
in Newly Diagnosed Advanced RCC1:2

Nivolumab 3 mg/kg IV every

3 wk + ipilimumab 1 mg/kg IV

iqibili iteri Stratification

HeysRpilltycriteria every 3 wk x 4 doses, then
* Treatment naive, + IMDC prognostic nivolumab 3 mg/kg every 2 wk

inoperable, locally score (0 vs 1-2 vs 3-6)

advanced, or e
. gl‘:t:rsfg;fh?:jo a (United States vs

: 9y Canada/Europe vs Sunitinib 50 mg orally daily
k. KPS 270% / rest of the world) (4 wk on, 2 wk off)

Endpoints

« Coprimary: PFS, OS, ORR (intermediate/poor risk)
+ Secondary: PFS, 0S, ORR (ITT)
« Exploratory: PFS, OS, ORR (favorable risk)

4 Approximately 70% of patients with RCC have this histology type.
1. https://clinicaltrials.gov/ct2/show/NCT02231749. 2. Motzer RJ et al. Lancet Oncol. 2019,20:1370-1385,



Metastatik RCC Birinci Basamak Tedavi Se¢enekleri
Nivolumab + Ipilumumab

Patients with IMDC Patients with
ITT patients!.2 intermediate/poor risk'2 IMDC favorable risk':2
NIVO+IPI SUN NIVO+IPI NIVO+IPI

Characteristic (N = 550) (N = 546) (n = 425) (n = 125)
IMDC prognostic score, %

Favorable (0) 23 23 0 0 100 100

Intermediate (1-2) 61 61 79 79 0 0

Poor (3-6) 17 16 21 21 0 0
Geographic region, %

Europe and Canada 37 36 35 35 42 43

United States 28 28 26 26 34 34

Rest of the world 35 36 39 39 24 23
Sarcomatoid features, % 14 12 17 15 2 2
Selected sites of metastasis, % _ _
| Lung 69 68 69 70 70 62

_ 20 22 22 Z3 14 8 |
Liver 18 20 21 21 9 15

CheckMate 214, ASCO 2025




Metastatik RCC Birinci Basamak Tedavi Secenekleri
Nivolumab + Ipilumumab

0S, PFS, and DOR in the IMDC intermediate/poor-risk population

0s

PFS per IRRC?

Median 05 Median PFS
Treatment Events/patients (95% Cl), months Treatment _Events/patients _ (95% Cl), months
100 NIVO+IPI 290/425 46.7 (35.0-55.7) 1904 NIVO+IPI 258/425 12.4 (8.7-16.8)
SUN 328/422 26.0 (21.8-32.6) SUN 259/422 8.5 (7.0-11.1)
% HR (95% Cl), 0.69 (0.59-0.81) HR (95% Cl), 0.73 (0.61-0.87)
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DOR per IRRC2.

Median DOR
Treatment Events/patients  (95% Cl), months
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Metastatik RCC Birinci Basamak Tedavi Secenekleri
Nivolumab + Ipilumumab

OS, PFS, and DOR in the IMDC favorable-risk population

0S

52%

Overall survival probability (%)

Median 05

PFS per IRRC?

Median PFS

100 Treatment Events/patients  (95% Cl), months
| NIVO+IPI 87/125 12.9 (10.3-18.0)
50 o SUN 61/124 28.9 (23.2-42.8)

HR (95% Cl), 1.78 (1.27-2.50)

Progression-free survival probability (%)

20 20 4
Treatment  Events/patients  (95% Cl), months 21%:
10 | NIVO+IPI 77/125 77.9 (64.6-91.6) | i
L5uN 89/124 66.7 (56.0-79.9) ! 1
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Long-term OS results in patients with IMDC favorable risk trended in favor of NIVO+IPI over SUN, with more durable

CheckMate 214, ASCO 2025



Metastatik RCC Birinci Basamak Tedavi Secenekleri

Nivolumab + Ipilumumab

CheckMate -214: 48-Month Response

Intermediate/Poor-Risk

Favorable-Risk

NIVO + IP| NIVO + IPI NIVO + IPI
(n = 425) (n = 550) (n = 125)
Confirmed ORR (95% CI), % | 41.9 (37-47) 26.8 (23-31) | 39.1 (35-43) 32.4 (29-37) | 29.6 (22-38) 51.6 (43-61)
P < .0001 0134
~estoverall response 0 (06)
CR 44 (10.4) 6(1.4) 59 (10.7) 14 (2.6) 15 (12.0) 8 (6.5)
PR 134 (315) 107 (254) | 156(284)  163(29.9) | 22(17.6) 56 (45.2)
1
PD 82 (19.3 71(16.8 97 (17.6) 77 (14.1) 15 (12.0) 6 (4.8
NE 32 (7.5) 28 (114) | 38 (6.9) 57 (104) 6 (4.8) 9(7.3)
NR 2 (0.5) 3(0.7) 2(0.4) (a 9) 0 2(16)
Ongolng response. n(%) n=178 n=113 n=215 n=177 n=37 n=64
JONIGISBDONSE. i 116 (65.2)  56(49.6) | 140(65.1)  92(52.0) 24 (64.9) 34 (56.3)




Metastatik RCC /sarkomatoid diferansiasyon
Nivolumab + Ipilumumab

All I/P-risk sRCC patients

1.0 NIVO +1PI SUN
E p— ™ (n=74) {n = 65)
g Median PFS 26.5 5.5
= 0.8 - (95% CI), mo (7.2-NE) (4.1-6.9)
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Tannir N, Clin Cancer Res. 2021



Metastatik RCC /sarkomatoid diferansiasyon
Nivolumab + Ipilumumab

All I/P-risk sRCC patients

1.0 NIVO+IPI SUN
- (n=74) (n=65)
. Median OS 48.6 14.2
= 0.8 — (95% CI), mo (25.2-NE) (9.3-22.9)
§ 0.7 - HR (95% CIl), 0.46 (0.29-0.71); P = 0.0004
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Tannir N, Clin Cancer Res. 2021



Metastatik RCC /sarkomatoid diferansiasyon
Nivolumab + Ipilumumab

Patients with |/P risk sRCC

NIVO+IPI
(n=74)
Confirmed ORR (95% Cl), % 60.8 (48.8-72.0) 23.1 (13.5-35.2)
P value P < 0.0001
Best overall response, n (%)
Complete response 17 (23.0) 4 (6.2)
Partial response 28 (37.8) 11 (16.9)
Stable disease 8 (10.8) 28 (43.1)
Progressive disease 15 (20.3) 13 (20.0)
Unable to determine/not reported 6(8.1) 9 (13.8)

Tannir N, Clin Cancer Res. 2021



Metastatik RCC Birinci Basamak Tedavi Secenekleri
immiinoterapi/Toksisite

The Constellation of irAEs

Encephalitis,
Hypophysitis aseptic meningitis
Uveitis —

Dry mouth/mucositis — Thyroiditis/hypothyroidism

Pneumonitis BN —— Vasculitis |
«——— Thrombocytopenia/anemia
Myocarditis
Adrenal insufficiency

Hepatitis
giein g Nephritis/
Rash and vitiligo * Pancreatitis
Enterl.tl.s e Autoimmune diabetes
Colitis — «— Arthralgia

+—— Neuropathy



Metastatik RCC Birinci Basamak Tedavi Secenekleri
Nivolumab + Ipilumumab

AE: Ipi + Nivo

Common Serious
- Fatigue - Adrenal insufficiency
- Pruritis - Hepatitis
- Rash - Colitis
- Diarrhea - Pneumonitis
- Decreased appetite - Altered thyroid function
- Nephritis

Treatment-related adverse events leading to discontinuation occurred in 22% and 12% of the
patients in the respective groups.

Eight deaths in the nivolumab-plus ipilimumab group and four deaths in the sunitinib group
were reported to be treatment-related .

Immune-mediated adverse event (includes skin, endocrine, gastrointestinal, pulmonary,
hepatic, and renal categories), 152 (35%) received high-dose glucocorticoids (240 mg of
prednisone per day or equivalent).



Metastatik RCC Birinci Basamak Tedavi Se¢enekleri
Nivolumab + Ipilumumab

CheckMate -214: TRAEs Over Time'

Post Hoc Analysis
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« A similar pattern over time was observed with treatment-related select AE incidence and corticosteroid use in the NIVO + IPl arm

1. Motzer RJ et al. J Immunother Cancer, 2020;8:000891.



Metastatik RCC Birinci Basamak Tedavi Secenekleri
Nivolumab + Ipilumumab

IMAESs over time with NIVO+IPI2

Non-endocrine and endocrine IMAEs Non-endocrine Endocrine
50 G IMAE IMAE
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Time interval, months
No. at risk 547 447 375 312 278 247 214 183 161

CheckMate 214, ASCO 2025



Metastatik RCC Birinci Basamak Tedavi Secenekleri
Pembrolizumab + Axitinib

Synergy of VEGF Inhibition and PD-1/PD-L1 Blockade'-?

Trafficking of
T cells to tumors

Priming and
activation

Infiltration of T cells

into tumors
VEGF blockade?4

/

y e \\\ Lymph node .
Cancer antigen o { } — 5 4
presentation \\ N/ k ( |

- | _ /g™ Recognition of
\ . \?) cancer cells by T cells
e § PD-1/PD-L1 inhibitors

Release of cancer o Killing of cancer cells
cell antigens

1. Chen DS, Mellman |. immunity. 2013,39:1-10. 2. Shrimali RK et al. Can Res. 2010;70:6171-6180, 3. Manning EA et al. Clin Cancer Res. 2007,13:3951-3959,
4, Motz GT et al. Nat Med. 2014,20:607-615.



Metastatik RCC Birinci Basamak Tedavi Secenekleri
Pembrolizumab + Axitinib

KEYNOTE-426: Phase 3 Study’

Pembrolizumab + Axitinib in Newly Diagnosed Advanced RCC

Aey eligibility criteria \ SRy Pembrolizumab 200 mg IV
: Stratification
+ Newly diagnosed or recurrent every 3 wk for up to 35 cycles
stage IV clear-cell RCC + IMDC risk group + axitinib 5 mg orally
+  No previous systemic treatment (favorable vs twice daily?
for advanced disease intermediate vs
. KPS 270% POr)
* Measurable disease as defined Efng;gz;ﬁgdh :
by RECIST v1.1 FETED
Py o I Western Europe Sunitinib
forr";’:g'r:r;;e? a‘;’:e‘g:r:::ﬁ o vs rest of the 50 mg orally once daily
world) (4 wk on, 2 wk off)?

k Adequate organ function

First interim analysis (median follow-up 12.8 mo)?

. . 0 i :
* Dual primary: OS and PFS (RECIST v1.1, BICR) in ITT | gl;s'sﬁﬁéofgg{?ggzﬁcél06327?6?3‘1';:;;0331

» Key secondary: ORR (RECIST v1.1, BICR) inITT « ORR:59.3% vs 35.7%: P < .001

Endpoints

@ Axitinib dose could be increased to 7 mg, then 10 mg, twice daily if safety criteria were met; dose could be reduced to 3 mg, then 2 mg, twice daily to
manage toxicity. * Sunitinib dose could be decreased to 37.5 mg, then 25 mg, once daily for the first 4 wk of each 6-wk cycle to manage toxicity.
1. hitps:/iclinicaltrials.gov/ct2/show/NCT02853331. 2. Rini Bl et al. N Engl J Med. 2019;380:1118-1127.



Metastatik RCC Birinci Basamak Tedavi Secenekleri

Pembrolizumab + Axitinib

KEYNOTE-426: OS (ITT Population)’

90%

100 - 799 Events,n Median (95% CIl), mo
. 4% . Penbioy 142 NR (NR-NR
90 - : 66% axitinib (NR-NR)
80 1 ' ~—— Sunitinib 178 35.7 (33.3-NR)
70 1 HR, 0.68 (95% Cl, 0.55-0.85); P <.0013
2 60 - E
0 50 - !
o | i
Sl i :
30 A |
20 A i i
| ; [ Minimum follow-up ]
10 1 i of 23 mo
0 L l: L E L) L L]
Mo ot Rick 0 6 12 18 24 30 36 42
P""’: " Time, mo
ey 432 408 385 346 305 163 23 0
Sunitinib 429 3are 336 306 268 134 16 0

2 Because superiority of pembrolizumab + axitinib was shown at the first interim analysis, no alpha was allocated to OS; only nominal P values are reported.

Data cutoff: January 6, 2020.

1. Plimack ER et al. 2020 American Society of Clinical Oncology Virtual Scientific Program (ASCO 2020). Abstract 5001.



Metastatik RCC Birinci Basamak Tedavi Secenekleri
Pembrolizumab + Axitinib

KEYNOTE-426: PFS in the ITT Population

End of pembrolizumab 2
Median
treatment (95% Cl), months

’
HR, 0.68 (95% CI, 0.58-0.80)
P<.00012

\
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0 24
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Number at risk

2Because superiority of pembrolizumab + axitinib was shown at the first interim analysis, no alpha was allocated to 0S; only nominal P values are reported. Data cutoff: January 11, 2021.
Rini B, et al. ASCO 2021; Abstract 4500. Powles T, et al. Lancet Oncol. 2020;21:1563-1573.




Metastatik RCC Birinci Basamak Tedavi Secenekleri
Pembrolizumab + Axitinib

KEYNOTE-426: Response (ITT Population)’

P <.0001 Pembrolizumab + Sunitinib
100 - Axitinib L]
90 | CREN (n = 432) (=)
j 60.2% PR
80 - (55,4-6:3) ?’f?t response, n
70 A "CR 38.8 (8.8) 13 (3.0)
60 - 39.9% SE 222 (514) 158 (36.8)
2 (35.2-44.7) 100 (23.1) 150 (35.0)
w50 I ﬁg 49 (11.3) 74 (17.2)
€ 40 A NES 16 (3.7) 28 (6.5)
o A7 | — i 7 (1.6) 6(1.4)
20 - Duration of
10 - response, median 23.5 (1.4+ to 34.5+) 15.9 (2.3 t0 31.8+)
0 ., (range), mo

Pembro + Axitinib Sunitinib

2 Because superiority of pembrolizumab + axitinib was shown at the first interim analysis, no alpha was allocated to confirmed objective response; only nominal P
values are reported. ® Postbaseline assessment available but not evaluable (ie, all postbaseline assessments with insufficient data for assessment of response per
RECIST v1.1 or CR/IPR/SD < 6 wk from randomization). © No postbaseline assessment available for response evaluation; indicates an ongoing response at time of
last disease assessment. Data cutoff. January 6, 2020,

1. Plimack ER et al. ASCO 2020. Abstract 5001,
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Metastatik RCC Birinci Basamak Tedavi Se¢enekleri
Pembrolizumab + Axitinib

Events, OS5 median (95% CI),

n (%) months
Pembrolzumab plus axibnib - 270 (62,5} 47.2 (43 §-54.8)
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144,269 —_ 110 (0.79-1.54)
318/484 — 0.81{0.65-1.02)
88,108 _— 0.51 (0.33-0.80)
A08/687 e 0.86 {0.71-1.04)
141173 —_— 0,74 (0.52-1.05)
199325 — 0.90 [0.68-1.20)
326,497 — 0.85 (0 68-1.05)
106/H0 —_— 0.83 (0.56-1.22)
4427648 == 0.84 {0.70-1.02)
01 05 1.0 20
—

Pembrolizumab plus axitinib better Sumitinib better

b Events, PFS, median {95% CI),
n (%) months
Fembrolzumaly ples axitinib 306 {70.4) 16.7 13.6-20.3
100 Sunitini a1 (L) 111 0 8-12 5}

a0
B0
70
&0
50 -
40 4
30 4
20 4
10

End of pembrolizumeb
treatment
HFR, 0.69 (95% CI, 0.58-0.81)

PFS (%)

12 718 24 30 36 42 48 54 80 BE 72 T8

Tirne (months)
Mo i risk
Pembralizurmab plus axitirin

suniniz 429 245

a LL o o

2197 22
156

17
oG T4 45 b

a6 ™o s 7 B0 54
w ¥ W oM 4 o o

d
Subgroup Events, n/N HR (35% CI)
Crverall 617/861 - 0.69 (0.59-0.81)
Mhge
=55 years 350/538 .66 (0.54-0.80)
=65 years 218/323 0.80 (0.61-1.06)
Sex
Male 441/628 -— 0.68 (0.57-0.84)
Female 176/233 —_ .65 (0.48-0.90)
RFegion of enrollment
Morth America 126/207 —— 076 {0.53-1.08)
Western Europe 138,210 —_— 0,64 [0.46-0.91)
Rest of the world 353,444 —_ 0.68 {0.55-0.84)
IMDC risk category
Favorable 188/269 — 0.76 {0.57-1.02)
Intarmeadiate 343/484 —_ 0.(0.57-0.88)
Poor a6M108 B 0.51{0.32-0.82)
Karnofsky performance scale
G000 AB2/6ET —— 0.69 (0.568-0.83)
7080 1341173 _— 0.67 (0.47-0.96)
PD-L1 status
CP5 <1 237/325 _— .80 (0.61-1.04)
CP5 =1 355,447 —_ 0.66 {0.53-0.82)
Mo. of organs with metestazes
1 141210 —_— 0.63 (0.44-0.89)
22 ATZ/646 f— Q.72 {0.60-0.87)
o1 05 1.0 20
—

-—
PFembrolizumab plus axitinib better Sunitinib better

Rini B, Nature medicine 2025. KEYNOTE-426 trial
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Pembrolizumab + Axitinib

Efficacy in IMDC Subgroups

Parameter ITT Favorable Risk Intermediate/Poor Risk
Pembro + Pambro + Pembro +
Axitinib Sunitinib Axitinib Sunitinib Axitinib Sunitinib
n=432 n=429 n=138 n=131 n=294 n= 298
QS, HR (95% CI) 0.73 (0.60-0.88) 1.17 (0.76-1.80) 0.64 (0.52-0.80)
42-month rate, % ar.a 48.5 2.3 73.0 506 a7 G
PFS, HR {95% Cl) 0.68 (0.58-0.80) 0.76 (0.56-1.03) 0.67 (0.55-0.81)
Median, months 15.7 111 207 17.8 138 g2
ORR, % 6.4 39.6 68.8 50.4 He.5 349
CR, % 10.0 35 1.6 6.1 g2 2.3
PR, % 50.5 36,1 57.2 443 473 32.6

Onta cunf Jamary 11, 2031
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Toksisite

CheckMate 214 KEYNOTE-426

Nivolumab + Ipilimumab Group Sunitinib Group

(n=547) ; (n=535) Pembro + AXi Sunitinib
Diarrhea] 282 Sl 52.7 Diarrhea 3
Fatigue]  37.3| 4.4 IS 149.7 Hypertension
Palmar-plantar erythrodysesthesia | 11702 143.6 Pal I PPE
Hypertension] 22 MENES 209 o P .
Nausea 201 _ISWMI3  ]383 Fatigue
Dysgeusia| Hypothyroidism-{
Mucosal inflammation | Nausea
Stomatitis | Decreased appetite
Hypothyroidism | Dysgeusia-
Decreased ‘::P?'{i‘“_ ALT increased
Ws"“'t':::. ASTincreased
—— :’::nla. Stomatitis
Asthenia] Mucesal inflammation Grade 1-2
Anemia Dysphonia 5
Rash] Thrombocytopenia Grade35 [l B
e i) 100 90 80 70 60 50 40 30 20 10 O 10 20 30 40 50 60 70 BO 90 100
T L T v T T T LA 1 Events are shownin order of decreasing incidence in the total population. Incidel %,
60 50 40 30 20 10 0 10 20 30 40 50 60 PPE. paimarplariar sntrooysssiesa P

Data cutoffdate: Aug 24, 2018
Mos Since Initiation of Treatment

l Nivolumab plus ipilimumab grade 3/4 adverseevents Ml Sunitinib grade 3/4 adverse events
[J Nivolumab plus ipilimumab any-grade adverse events [ Sunitinib any-grade adverse events

Motzer. Lancet Oncol. 2019:20:1370. Powles. ASCO GU 2019.

These events were of grade 3 or higher in 75.8% of the patients in the pembrolizumab—axitinib group and in 70.6% of the patients in
the sunitinib group

In the pembrolizumab—axitinib group, adverse events of any cause led to discontinuation of either drug in 30.5% of patients,
discontinuation of both drugs in 10.7%.

Of the 11 patients (2.6%) in the pembrolizumab—axitinib group who died from adverse events, among the 15 patients (3.5%) in the
sunitinib group who died from adverse events
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JAVELIN Renal 101: Phase 3 Study’

Axitinib + Avelumab in Newly Diagnosed Advanced RCC

ﬂ(ey eligibility criteria \ : : Avelumab 10 ma/kg IV every 2 wk
. TrSARSAERETS Stratification + axitinib 5 mg orally twice daily
advanced RCC with a - ECOG PS e
clear-cell component (O vs 1) |
« 21 measurable lesion as Region (United
defined by RECIST v1.1 States vs
Tumor tissue available Eanadaf\f‘\!est?rn Sunitinib
urope vs res
for PD-L1 staining P 50 mg orally once daily

of world
K ECOG PS 0-1 / ) (4 wk on, 2 wk off)

Endpoints
+ Coprimary: PFS and OS in PD-L1-positive patients

1. hitps:/iclinicaltrials. gov/et2/show/NCT02684006. PeerView.com
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Avelumab + Axitinib

JAVELIN Renal 101: PFS (PD-L1+ Population)’

100 1
90 Median PFS (95% CI), mo
Avelumab + axitinib 13.8 (10.1-20.7)
80 Sunitinib 7.0(5.7-9.6)
70 Stratified HR = 0.62 (95% Cl, 0.490-0.777)
1-sided P < .0001
2
o
T
o
40 1
30
20
—— Avelumab + axitinib
101 ___ sunitinib
o
0 2 4 6 & 10 12 14 16 18 20 22 24 26 28 30 32
Time Since Randomization, mo
No. at Risk

Avelumab + axitinib 270 225 203 165 149 131 123 93
Sunitinib 290 209 171 130 109 89 74 51

1. Choueiri TK et al. Ann Oncol. 2020;31:1030-1039,

75 50 36 19 10 5 1 1 0
36 24 14 9 6 4 0

34

>

/- No new safety
signals
*» ORR 55.9%
(CR 5.6%) in the
combination arm vs
27.2% (CR 2.4%) in
the sunitinib arm
— Similar response
rates observed in
the overall
population
* OS data are still

\ immature /
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Nivolumab + Cabozantinib

CheckMate -9ER: Phase 3 Study':2

Nivolumab + Cabozantinib in Newly Diagnosed Advanced RCC

/ \ Nivolumab
Key eligibility Stratification 240 mg IV every 14 d
criteria « IMDC prognostic + cabozantinib
« Treatment naive, score (0 vs 1-2 vs 3-6) 40 mg Ora”y dally

inoperable, locally * Tumor PD-L1
advanced, or expression
metastatic RCC - Region (United States

Sunitinib

+ Clear-cell vs Canada/Europe vs

\ histology j rest of the world) 5&"\;& g'r']mg'\iﬁegnd

Endpoints
* Primary: PFS
+ Key Secondary: OS, ORR, safety

1. hitps:/iclinicaltrials.gow/ct2ishow/MCT03141177. 2. Chouein TK et al. ESMO 2020. Abstract 6960_FR.
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CheckMate -9ER: Response’-2

P < .0001
A 28.6% (21.7-35.6 Nivolumab + i
_ Outcome, % Cabozantinib _
100 o8 | | (n = 323) (i)
90 - PR
CR 8.0 4.6
80 - PR 477 226
70 - 55.7% SR 32.2 42.1
o 601 (50.1-61.2) PD gg 133
o b & :
o 50 A _ o NE/NA!
g 40 4 (22 430 3) Median time to response 2.8 4.2
30 - ’ ’ (range), mo® (1.0-19.4) (1.7-12.3)
20 -
Median duration of response 20.2 11.5
10 - (95% CI), mo* (17.3-NE) (8.3-18.4)
NIVO + CABO SUN

2 BICR-assessed ORR and BOR by RECIST v1.1. ¥ Includes patients who were never treated, those who discontinued/died before disease assessment, those
without measurable disease at baseline per BICR, or other reason not reported/specified. © Median time to and duration of response were calculated for patients
who had a complete or partial response (n = 180 with NIVO + CABO, n = 89 patients with SUN).

1. Choueiri TK et al. ESMO 2020. Abstract 6960_PR.



Treatment-related AEs occurring in
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CheckMate 9ER Cabo/Nivo vs Sunitinib
Safety

NIVO+CABO, n =320 SUN, n=320
Events, %2 | Any grade | Grade =3 Any grade | Grade 23
All-cause AEs 100 75 99 71
Treatment-related AEs 97 61 93 51
Diarrhea 57 43 Grade 1-2
Hand-foot syndromest 40
Ll Grade >3 ..
i ypertension 33
a:!; Hypothyroidism 28
)
k3 Fatigue 30
-
3 Nausea 25
=
% Mucosal inflammation 25
g Dysgeusia 20
L
; Stomatitis 223
% Decreased appetite 17
AST increased
ALT increased
60 50 20 30 40 50 60

?Includes events that occurred on therapy or within 30 days after the end of the treatment period of all treated patients. Treatment-related deaths per investigator: NIVO+CABO n = 1 (small intestine
perforation), SUN n = 2 (pneumonia, respiratory distress); *Total bar represents treatment-related AEs of any grade = 20% in either treatment arm; of these events, none were grade 5.
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Nivolumab + Cabozantinib

B. Progression-free survival

Progression-free survival (probability)

1.0 §
0.9
0.8
Q.7
0.6
R
0.4
0.3
0.2
0.1 1

Median PFS (95% (1), months

NIVO +CABO SUN
16.6 {12.8-19.8) 8.3 (7.08.7)

HR (5% Cl), 0. 56 (0.46-0.68)

0.0
0

No. at risk

NIVO+CABO 323
SUN 328

_,.
il
-
-
il
-

- |
3 6 9 12 15 18 21 24 27 30 33 36 39 42

Months
281 238 203 170 155 136 121 108 77 47 19 6 1 0
233 161 125 91 Te 57 43 41 28 10 5 1 0 0

CheckMate 9ER clinical trial
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CheckMate 9ER
Progression-free survival per BICR in subgroups
Subgroup NIVO+CABO SUN HR for progression or death (95% ClI)
Events/no. of patients
Overall 144/323 191/328 —— : 0.51 (0.41-0.64)
Region H
US/Europe 61/158 85/161 — , 0.46 (0.33-0.64)
Rest of world 83/165 106/167 —— | 0.57 (0.42-0.76)
IMDC prognostic risk ,
Favorable 30/74 35/72 _— 0.62 (0.38-1.01)
Intermediate 82/188 108/188 —_— , 0.54 (0.40-0.72)
Poor 31/61 48/68 —— ! 0.37 (0.23-0.58)
PD-L1 expression i
2 1% 42/83 54/83 - i 0.49 (0.32-0.73)
< 1% or indeterminate 102/240 137/245 —— | 0,52 (0.40-0.67)
Age j
< 65 years 84/191 131/210 —_— . 0.44 (0.33-0.58)
2 65 years 60/132 60/118 — 0.68 (0.48-0.98)
Sex .
Male 108/249 136/232 —_— i 0.48 (0.37-0.62)
Female 36/74 55/96 —_—— 0.61 (0.40-0.94)
Karnofsky performance status !
—_—— :
1

90-100 109/257 129/241

0.55 (0.43-0.71)
0 44 (0 29.0 AR

Bone metastases
Yes 33/78 45/72 0.34 (0.22-0.55)
No 111/245 146/256 0.57 (0.44-0.73)

Yes 90/222 136/233 ——
No 54/101 55/95 —_—

0.46 (0.35-0.60)
0.63 (0.43-0.92)

1
1
1
:
!
I I I I I I I I I I 1
0.125 0.25 0.5 1 2 4

NIVO+CABO better 4———— SUN better 7

Document d’échanges scientifiques, peut &tre remis uniquement sur demande du professionnel de santé. La présentation contient des informations hors AMM.

CheckMate 9ER clinical trial
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A. Overall survival

1.0 #
0.9
0.8 -
0.7
0.6 -
0.5
0.4
0.3 4
0.2
0.1+

Overall survival (probability)

Nivolumab + Cabozantinib

Median 0S (95% C1), months

NIVO «CABO SUN

37.7 (35.5-NE) 34.3 (29.0-NE)

HR (95% Cl}, 0.70 (0.55-0.90)

T T T | T I i T T T T T 1

0.0
0

No. at risk

NIVO+CABO 323
SUN 328

3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

Months
310 297 284 270 258 247 235 219 199 138 80 42 11 1 0
299 275 257 239 226 215 198 187 166 109 59 23 6 2 0

CheckMate 9ER clinical trial
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CheckMate 9ER

Overall survival in subgroups

Subgroup NIVO+CABO HR for death (95% CI)

Events/no. of patients

Overall 67/323 99/328 —— E 0.60 (0.44-0.82)
Region H

US/Europe 26/158 45/161 —_— i 0.48 (0.30-0.79)

Rest of world 41/165 54/167 —Q—E 0.71 (0.48-1.07)
IMDC prognostic risk !

Favorable 10/74 11/72 *— 0.84 (0.35-1.97)

Intermediate 40/188 51/188 —— 0.70 (0.46-1.07)

Poor 17/61 37/68 —_— i 0.37 (0.21-0.66)
PD-L1 expression i

2 1% 28/83 30/83 —Q—E— 0.80 (0.48-1.34)
A < 1% or indeterminate 39/240 69/245 —r E 0.51 (0.34-0.75)

ge H

< 65 years 31/191 66/210 —— 1 0.44 (0.29-0.67)

2 65 years 36/132 33/118 —Oi— 0.90 (0.56-1.44)
Sex E

Male 47/249 66/232 — | 0.59 (0.40-0.85)

Female 20/74 33/96 —C—E— 0.68 (0.39-1.18)
Karnofsky performance status E

90-100 45/257 56/241 —.—:L 0.69 (0.47-1.03)

< 80 22/66 43/85 —— i 0.52 (0.31-0.86)
Bone metastases i

Yes 24/78 3372 —_— 0.54 (0.32-0.92)

No 43/245 66/256 — i 0.61(0.41-0.89)
Previous nephrectomy !

Yes 36/222 66/233 — E 0.49 (0.33-0.74)

No 31/101 33/95 —— 0.79 (0.48-1.29)

[ I I I T
0.125 0.25 0.5

NIVO+CABO better «—»

- =t
N
£

Courtesy of Thomas Powles, MBBS, MRCP, MD

CheckMate 9ER clinical trial
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Figure 2. Depth of response in patients with kidney (A), liver (B), lung (C), lymph node (D), and bone (E) target lesions at baseline
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CheckMate 9ER

PFS per BICR, OS, ORR per BICR in ITT population

PFS per BICR 0s ORR per BICR
100 ~
Median PFS (95% CI), months Median 05 (95% Cl), months b
1001 NIVOCABO  16.4 {12.5-19.3) 100 NIVO:CABO  46.5 (40.6-53.4)
%0 SUN 8.4 (7.0-9.7) 90+ SUN 36.0 (29.2-42.8) 80 - 4.6% CR
. HR (95% CI), 0.58 (0.49-0.70)° HR (95% CI), 0.77 (0.63-0.95)° 5
£ 801 HR (95% Cl) at primary analysis, 801 HR (98.89% Cl) at primary & N 23.2% ORR¢&#
- 0.51 (0.41-0.64) - analysis, 0.60 (0.40-0.89)" o r 5 PR 27.7%
70 4 70 ] 55.7%
E R 5 60
- 58.7%
3 601 T 60 y a
o 2 i g
L 501 5 501 ! 4 =
" ]
P = | ' & 40
§ 407 T 40 ! ! S :
E °>J 1 1 1 S
- & 30 : ) : i
gﬂ | | | @
£ 20 , 20 ! ! ! 20
1 1 1 1
10 4 ' 101 1 1 1
: 5.5% | | : 13.7%
o+t "t 6.5% PD PD
0 6 12 18 24 30 36 42 48 54 60 66 0 6 12 18 24 30 36 42 48 54 60 66 0 -
Months Months NIVO+CABO SUN
(n=323) (n = 328)
No. at risk No. at risk Median TTR 2.8 4.3
NIVO+CABO 323 237 168 131 104 79 59 49 38 14 1 0 NIVO+CABO 323 298 272 250 222 208 183 164 149 83 18 0 (range), mof (1.0-22.2) (1.7-30.4)
SUN 328 161 93 61 45 32 24 15 11 2 0 0 SUN 328 277 242 219 191 170 155 138 120 66 14 0 Median DOR 22.0 15.2
(95% Cl), mof (18.0-25.2) (10.9-19.3)

Median (range) follow-up for 0S, 55.6 (48.1-68.1) months (ITT population).

aStratified Cox proportional hazards model used for HR. PUnable to determine/not reported: 5.6% for NIVO+CABO; 17.1% for SUN. °No. of patients with ORR and BOR in NIVO+CABO arm:
ORR, n = 180; CR, n = 44; PR, n = 136; SD, n = 104; PD, n = 21. No. of patients with ORR and BOR in SUN arm: ORR, n = 91; CR, n = 15; PR, n = 76; SD, n = 136; PD, n = 45. 995% Cl, 50.1-61.2.
e95% Cl, 23.0-32.9. fTTR and DOR were calculated only for patients who had a CR or PR.

1. Choueiri TK, et al. N Engl J Med 2021;384:829-841.

CheckMate 9ER clinical trial, ASCO GO2025



Metastatik RCC Birinci Basamak Tedavi Secenekleri
Nivolumab + Cabozantinib

CheckMate 9ER

PFS per BICR, OS, ORR per BICR in IMDC favorable-risk population

PFS per BICR (0} ORR per BICR
100 ~ B
Median PFS (95% Cl), months Median 0S (95% Cl), months 16.2%
100 NIVO+CABO  21.4 (12.8-24.6) 1001 NIVO+CABO  52.9 (40.8-NE) R
5 SUN 12.8 (9.4-16.6) 56 SUN 58.9 (46.1-NE) 80 4 8.3% CR
HR (95% Cl), 0.69 (0.48-1.00)° 78.7% HR(95%CI), 1.10 (0.69-1.75)° a_
& 80 80 : 3
= e 70.1% 5 L ORR® ORR¢
o = i i @ 66.2% TN 44.4%
% 70 & 70 |oe8.4% § 60 - 50.0%
3 60 S 601 : ; ] =
: £ L E
é’ 50 3 504 i : . g
f - 1 I 1 il
5 40 T 407 ; i ; -
.a g 1 1 1 J.z "
B 1 1 1
£ 2 & P =
£ i 201 ! ' ! 20 -
1 1 1 1
10 : 10- A
I 1 1 1
0 e ——T——1—1 0 —Tt—T—+———+——7— 2.7% PD
0 6 12 18 24 30 36 42 48 54 60 66 0 6 12 18 24 30 36 42 48 54 60 66 0 ”
Months Months NIVO+CABO SUN
(n=74) (n=72)
No. at risk No. at risk Median TTR 2.8 4.3
NIVO+CABO 74 63 46 35 25 16 11 9 6 1 0 0 NIVO+CABO 74 70 67 63 56 55 49 43 40 18 5 0 (range), mo® (1.5-19.8) (1.7-30.4)
SUN 72 4 32 21 13 10 8 4 3 1 0 0 SUN 72 68 64 61 55 52 49 44 38 20 3 0 Median DOR 18.7 17.8
(95% Cl), mo® (13.9-22.2) (11.1-19.4)

Median (range) follow-up for 0S, 55.6 (48.1-68.1) months (ITT population).
aUnstratified Cox proportional hazards model used for HR. Unable to determine/not reported: 0.0% for NIVO+CABO; 12.5% for SUN. ©95% Cl, 54.3-76.8. 995% Cl, 32.7-56.6. °TTR and DOR were
calculated only for patients who had a CR or PR.
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Nivolumab + Cabozantinib

CheckMate 9ER

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

PFS per BICR oS ORR per BICR
100 -
Median PFS (95% Cl), months Median 05 (95% CI), months
1001 NIVO+CABO  15.4 (11.1-18.6) 100 NIVO+CABO  43.9 (34.9-51.9)
SUN 2 SUN 29.3 (23.7-36.2
90 7.1 (5.7-8.9) 90- ( ) 80
. HR (95% CI), 0.56 (0.45-0.68)" HR (95% CI), 0.73 (0.58-0.91)° a_
® 801 80 & ORR¢
= . a 23.0%
3 704 £ 701 B o
c - a
3 601 S 607 4
(7] —
E % £ 50 I I =
e = 1 3 40
§ 401 T 401 : : 3
E ! g | ' o
& % l S 301 : : . &
g’ | 1 1 1
£ 207 . ! 20- : : ! 20 -
] ] 1 ] 1
101 | . 101 | I | 16.8%
1 1 5.6% 1 1 1 pD
D T T T : T : T : T T T D T T T : T : T : T T T 7‘6% PD
0 6 12 18 24 30 36 42 48 54 60 66 0 6 12 18 24 30 36 42 48 54 60 66 0
Months Months NIVO+CABO SUN
(n = 249) (n = 256)
No. at risk No. at risk Median TTR 2.8 4.4
NIVO+CABO 249 174 122 96 79 63 48 40 32 13 1 0 NIVO+CABO 249 228 205 187 166 153 134 121 109 65 13 0O (range), mo® (1.0-22.2) (1.7-18.1)
SUN 25% 115 61 40 32 22 16 11 8 1 0 0 SUN 256 209 178 158 136 118 106 94 82 46 M 0 Median DOR 231 13.8
(95% Cl), mo® (17.3-30.5) (7.1-23.5)

Median (range) follow-up for 0S, 55.6 (48.1-68.1) months (ITT population).

aUnstratified Cox proportional hazards model used for HR. "Unable to determine/not reported: 7.2% for NIVO+CABO; 18.4% for SUN. 95% Cl, 46.2-58.9. 995% Cl, 18.0-28.7. TTR and DOR were

calculated only for patients who had a CR or PR.

CheckMate 9ER clinical trial



Metastatik RCC Birinci Basamak Tedavi Secenekleri
Nivolumab + Cabozantinib

Efficacy by baseline organ sites of metastases

CheckMate 9ER

PFS, OS, and ORR favored NIVO+CABO versus SUN in subgroups by baseline organ sites of metastases shown here

NIVO+CABO NIVO+CABO NIVO+CABO
Outcome
(n=73) (n=79) (n = 241)
Median PFS (95% ClI), mo | 10.9 (7.0-15.2) 6.2 (2.9-8.3) 13.8 (8.3-20.1) 4.4 (3.8-8.2) 16.4 (12.3-21.4) 8.3 (6.9-9.7)
HR (95% Cl)< 0.54 (0.36-0.81) 0.45 (0.30-0.66) 0.56 (0.46-0.69)
Median OS (95% Cl), mo

37.6 (23.5-49.9)

22.1(9.8-29.3)

34.8 (21.4-NE)

20.7 (12.5-25.7)

47.5 (40.6-56.1)

32.6 (24.9-39.7)

HR (95% Cl)e

0.62 (0.41-0.95)

0.57 (0.38-0.84)

0.73 (0.58-0.92)

ORR (95% Cl), %

52.1 (40.0-63.9)

21.8 (11.8-35.0)

49.4 (37.9-60.9)

9.6 (3.9-18.8)

57.3 (50.8-63.6)

28.3 (22.8-34.3)

2An exploratory analysis of efficacy outcomes by baseline organ sites of metastases was conducted in the ITT population (prespecified for bone; post hoc for liver and lung). PWithin each subgroup, all
patients had metastasis within the specified site but may have had lesions in more than 1 site. ‘Unstratified Cox proportional hazards model used for HR.

CheckMate 9ER clinical trial




Metastatik RCC/ sarkomatoid Birinci Basamak Tedavi Secenekleri
Nivolumab + Cabozantinib

Progression-Free Survival per BICR by Sarcomatoid Histology

Median PF5 (95% Cl), months

1.0 sRCC positive sRCC negative
NIVO + CABO | 10.3(5.6-19.4) | 17.5(13.1-20.0)
0.8+ SUN | a2(z683) | 9.2(7.1-93)
HR (95% C1) 0.42(0.23-0.74) = 0.56 (0.45-0.69)
n-ﬁ [ i &

0.4 7

Progression-free survival
per BICR (probability)

0.2 e ;
+)
0.0 | T | [ T | |
0 3 6 9 12 15 18 30 33
Mo, at risk Months

MIVOD + CABD sRUC positive 34 31 23 20 14 13 11 T 4 L] 0 0
SUN sRCC positive 41 20 14 B B 2 i} (1} 0 0 0 0
289 249 213 181 152 132 91 49 22 L 2 0
287 210 146 114 81 59 a7 17 7 2 1 0

Maotzer RJ et al. Genitourinary Cancers Symposium 2021;Abstract 308,




Metastatik RCC/ sarkomatoid Birinci Basamak Tedavi Secenekleri
Nivolumab + Cabozantinib

Overall Survival by Sarcomatoid Histology
1.0

0.8 ¢

0.6

e » ! =% =
Median OS (95% Cl), months ... PN

Overall survival
(probability)

| sRCC positive sRCC negative
NIVO + CABO | NR (22.8-NE) NR (NE)
0.2 Sun | 19.7(8.9-29.5) | NR (28.4-NE)
0.0 HR [95% CI) 0.36(0.17-0.79) | 0.72(0.54-0.98) .
" | | I | | | 1 1 | |
0 3 [ 9 12 1% 18 A | 14 7 30 33

Mo. at risk Months
NIVO + CABO sRCC positive 34 34 32 31 28 26 24 16 7 3 1 0
SUN sRCC positive 41 37 32 26 22 21 17 12 & 2 0 ]
289 274 263 252 241 229 196 131 IT 37 9 ]
287 258 240 228 214 196 172 106 56 20 4 L]

Motzer Rl et al. Genitourinary Cancers Symposium 2021;Abstract 308.




Metastatik RCC /sarkomatoid diferansiasyon
Tirozin kinaz inhibitoru+Immune checkpoint inhibitori

I0-VEGF Combinations for Sarcomatoid RCC

Trial Phase Histology Sarcomatoid ORR PFS oS

i MOATE S B R | cc 1421915 (15.5%) 49% 8.3 months  21.7 months

Bevacizumab

Javelin 101 — Avelumab 5 &

+ Asitinib 1] cC 108/886 (12.2%) 46.8% 7.0 months NR

Koymolo20Rgmbiol - cc  105/861 (12.2%) 58.8% Not reached  Not reached

+ Axitinib

SHEERMESIERI=NE cc 75/651 (11.5%) 55.9% 10.9 months  Not reached

+ Cabozantinib

22l PR 1] ce 49/712 (6.8%) 60.7% 11 months  Not reached

+ Lenvatinib

Atezo + Bevacizumab I cc + nce 26/60 (43%) cc 50%/ncc 38% NR NR
Ncc=Non-clear cell; cc=Clear cell;, ORR=Objective response rate; PFS=Progression free survival; OS=0Overall survival; NR=Not recorded.

presentepsy: Rana R. McKay @DrRanaMcKay ASCO AMERICAN SOCIETY OF

ASCO Genitourinary
Cancers Symposium -

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org
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Metastatik RCC Birinci Basamak Tedavi Secenekleri
Lenvatinib + Pembrolizumab

Study 111 Lenvatinib + Pembrolizumab Phase 2
ICI Naive — Objective Response Rate

Change in Tumor Size by Prior Therapy

40

Treatment Previous £ 0]
Total ET Treatments &
Parameter (n=30) (n=12) (n=18) &
ORR(WEEK 24y, N (%) 19(63) 10 (83) 9 (50) 0
95% CI 44-80 52-98 2674
B0
ORR, n (%) 19 (63) 10 (83) 9 (50) -100 Prior Treatment: M Naive W Treated
95% CI 44-80 52-98 2674
BOR, n (%)
Partial Change in Tumor Size by PD-L1 Status
i 19 (63) 10 (83) 9 (50) o 8 Y
Stable ]
s 10 (33) 2 (17) 8 (44) 2
Progression 1(3) 0 1(6) g

Change (%)
e [
i e

&
2

@
o

m PD-L1 Positive m PD-L1 Negative ® PD-L1 Not Done ESMO 2017

=]
=



Metastatik RCC Birinci Basamak Tedavi Secenekleri
Lenvatinib + Pembrolizumab

Study Design

Lenvatinib : :
20 mg oral QD Primary endpoint
" - PFS
Pembrolizumab? Secondary endpoints

Key eligibility criteria cLh e ek - 0S, ORR, Safety
» Advanced clear-cell RCC » Compare impact of treatment on HRQoL using:
« Treatment-naive - Lenvatinib 0O FKSI-DRS: Functional Assessment of

18 mg oral QD Cancer Therapy Kidney Symptom Index-
Stratification factors * — Disease-Related Symptoms

N Everolimus o
» Geographic region : 5 mg oral QD O EORTC QLQ-C30: European Organisation

. ; for Research and Treatment of Cancer
MSKCC risk category Quality of Life Questionnaire for Patients
with Cancer—Core 30

Sunitinib
L. 50 mg oral QD O EQ-5D-3L: European Quality of Life
4 weeks on / 5-Dimension 3-Level System

2 weeks off

2Patients could receive a maximum of 35 pembrolizumab treatments.
HRQol, Health-related quality of life; MSKCC, Memorial Sloan Kettering Cancer Center; R, randomization.

Presented By:  Dr. Robert Motzer #ASCO021 | Content of this presentation is the property of the author, licensed by ASCO. 2021 ASCO
Permission required for reuse. ANNUAL MEETING
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Metastatik RCC Birinci Basamak Tedavi Secenekleri
Lenvatinib + Pembrolizumab

g
E
"
I"
g
5 .
0.2 Median PES, months (95% CI) S
—— LEN + PEMBRO: 23.3 (20.8-27.7) A ———
014 — suN:92(6.0-11.0)
0.04 HR (95% Cl): 0.42 (0.34-0.52)
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40

Time (months)
Number of patients at risk:

LEN + PEMBRO 355 321 300 276 250 235 213 193 178 181 151 134 109 05 T 62 S0

30 15 . 4
SUN 12 -
[E— MSKCC IMDC
Poor Intermediate Favorable risk Poor Intermediate nsk Favorable risk
risk risk nsk
LEN +PEMBRO vs SUN 0.18 0.46 043 0.30 0.41 047
HR (95% Cl) (0.08-0.42) (0.35-0.60) (0.29-0.64) (0.14-062) (0.30-0.54) (0.32-0.69)

CLEAR Trial



Metastatik RCC Birinci Basamak Tedavi Secenekleri
Lenvatinib + Pembrolizumab

1.0+
0.8
0.8
g 0.7
8
,E 06
& 05 -
® 04 OS rate at 12 months (%, 95% CI)
% e LEN+PEMBRO: 91.4 (87 9-93.9)
34 — 75.5-84.1
& . Median OS, months (95% CI) ety :
| — LEN + PEMBRO: NR (41.5-NE) OS rate at 24 months (%, 95% CI)
04 - SUN: NR (38.4-NE) LEN+PEMBRO: B0.2 (75.5-84.1)
s HR (95% Cl): 0.72 (0.55-0.93) ——— SUN: 69.7 (64.4-74.3)
"0 3 6 8 12 15 18 21 24 27 30 33 36 30 42 45 48 51 54
Time (months)
Number of patients at risk:

LEN+PEMBRO 355 342 338 327 313 300 204 200 232 201 174 133 7% N 1% S 1 0
SUN 357 " y ” ‘

Beyond the median duration of follow-up, there was a high rate of censoring

Poor Intermediate Favorable risk* Poor Intermediate risk Favorable risk*
risk risk risk

LEN +PEMBRO vs SUN 050 0m 1.00 0.39 072 1.22

HR (95% CI) (0.25-1.02) (0.52-0.97) (0.51-1.96) (0.20-0.77) (0.52-1.00) (0.66-2.26)"

CLEAR Trial



Metastatik RCC Birinci Basamak Tedavi Secenekleri
Lenvatinib + Pembrolizumab

Overall Survival With Lenvatinib Plus
Pembrolizumab in Key Subgroups

LEN + PEMBRO SUN
Subgroup Events / no. of patients HR (95% Cl)
Overall 80/355 101/357 —— 0.66 (0.49-0.88)
Age
& < 65 years 41/194 57/225 ——— 0.63 (0.41-0.95)
2 65 years 39/161 44/132 —— 0.61 (0.40-0.95)
Sex
Male 59/255 71/275 ——| 0.70 (0.49-0.99)
Female 21/100 30/82 —_— 0.54 (0.30-0.94)
Geographic region
Western Europe and NA 46/198 57/199 —— 0.68 (0.46—1.00)
Rest of the World 34/157 44/158 —_— 0.63 (0.40-0.99)
PD-L1 expression
21 28/107 36/119 — 0.76 (0.46-1.27)
<1 21/112 31/103 —— 0.50 (0.28-0.89)
IMDC risk group
Favorable 14/110 15/124 <> 1.15 (0.55-2.40)
Intermediate 56/210 60/192 —— 0.72 (0.50-1.05)
Poor 10/33 25/37 < 0.30 (0.14-0.64)
Prior nephrectomy
Yes 50/262 66/275 —— 0.71 (0.49-1.03)
WFal Q/Q Q () () —(] K6
Sarcomatoid features
Yes 9/28 7/21 0.91 (0.32—2.58)
No 71/327 94/336 0.64 (0.47-0.87)

0.1 1 2
Courtesy of Thomas Powles, MBBS, MRCP, MD Favors LEN + PEMBRO Favors SUN



Metastatik RCC Birinci Basamak Tedavi Secenekleri
Lenvatinib + Pembrolizumab

Efficacy Summary

LEN + PEMBRO LEN + EVE SUN

n = 355 n = 357 n = 357

Median PFS, mo (95% Cl) 23.9 (20.8-27.7) 14.7 (11.1-16.7) 9.2 (6.0-11.0)
Stratified HR (95% CI) vs SUN 0.39 (0.32-0.49) 0.65 (0.53-0.80) -
P-value < 0.001 < 0.001 --
Median OS, mo (95% Cl) NR (33.6-NE) NR (NE) NR (NE)
Stratified HR (95% CI) vs SUN 0.66 (0.49-0.88) 1.15 (0.88-1.50) -
P-value 0.005 0.3 -
Objective response rate, % 71.0 53.5 36.1
Complete response, % 16.1 9.8 4.2
Median duration of treatment, mo
(range) 17.0 (0.1, 39.1) 11.0 (0.1, 40.0) 7.8 (0.1, 37.0)
Motzer R et al. N Engl J Med. 2021;384:1289-1300.
Cl, confidence interval; HR, hazard ratio; NE, not estimable; NR, not reached.
Presented By: Dr. Robert Motzer #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 ASCO*

Permission required for reuse.
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Metastatik RCC Birinci Basamak Tedavi Secenekleri

Lenvatinib + Pembrolizumab

TRAEs With Frequency 2 20%

LEN + PEMBRO SUN
Diarrhea 545 44.4
Hypertension 52.3 25.3 17.9 391
Stomatitis 321 37.4

Hypothyroidism* 42.6

23.2 Any Grade

Fatigue 32.1

Hand-foot syndrome
Decreased appetite
Nausea

Proteinuria
Dysgeusia

Asthenia

Rash

Dysphonia

321 Grade 23 --

281 359

34.9 247
26.7 27.6
27.6
25.9
20.2 5 . 15.9

21.9

24.7 0.0]/0.0 2.6

70

60

50

40 30 20 10 0 10 20 30 40 50 60 70

Alanine aminotransferase/aspartate aminotransferase increased in 9.7/9.4% (grade 3: 3.1/2.6%) of patients in the LEN + PEMBRO arm and 8.8/8.8% of patients (grade 3: 1.8/0.6%) in the SUN arm.
*Adverse event of interest for pembrolizumab.

Courtesy of Thomas Powles, MBBS, MRCP, MD



Metastatik RCC Birinci Basamak Tedavi
Nivolumab + Ipilumumab+Cabozantinib

COSMIC-313

Advanced or metastatic
RCC (N=840)
* (Clear cell
component
* Intermediate/
poor risk
*  Measurable disease
*  Previously
untreated
Stratification factors
* IMDC prognostic
score
* Region

Randomization 1:1

Cabozantinib 40 mg PO qd
Nivolumab 3 mg/kg IV q3w (4 doses)
Ipilimumab 1 mg/kg IV q3w (4 doses)

Then
Cabozantinib 40 mg PO qd
Nivolumab 480 mg flat dose IV q4w (up

to 2 years)
e

Matched placebo PO qd
Nivolumab 3 mg/kg IV q3w (4 doses)
Ipilimumab 1 mg/kg IV q3w (4 doses)

Then
Matched placebo PO qd
Nivolumab 480 mg flat dose IV gd4w (up
to 2 years)

Treat until
RECIST 1.1-
defined
progression or
unacceptable
toxicity.
Subjects may
be treated
beyond
progression at
Investigator’s
discretion

IMDC, international metastatic renal cell carcinoma database consortium; IV, intravenous; PO, oral administration; qd, once
daily; q3(4)w once every 3(4) weeks; RECIST, response evaluation criteria in solid tumors; RCC, renal cell carcinoma




Metastatik RCC Birinci Basamal k Tedavi
. ol L

Progression-Free Survival: Final Analysis (PITT Population)
1.0 1 No. of Median PFS
Events mo (95% Cl)
03 Cabo+Nivo+lpi (N=276) 116 NR (14.0-NE)
0.8 1 Pbo+Nivo+Ipi (N=274) 133 11.3 (7.7-18.2)
w“ Hazard ratio 0.73 (95% Cl 0.57-0.94); p=0.013
'
ol .. R .
[=]
PR S ——————— :
= : 49% -
® 0.4 : A o
0
o
& 031
0.2 -
0.1-
004 _ ‘ | . ; . 1 | ' | .
0 3 6 9 12 15 18 21 24 27 30
Number at Risk Months
Cabo+Nivo+lpi 276 234 170 145 119 97 56 33 10 1 0
Pbo+Nivo+lpi 274 185 136 115 o8 69 37 19 5 1 0

Cosmic 313 clinical trial



Metastatik RCC Birinci Basamak Tedavi
Nivolumab + Ipilumumab+Cabozantinib

Progression-Free Survival Subgroup Analyses (PITT Population)

Subgroup N/events HR (95% Cl)
Overall* 550/249 -.—E 0.73 (0.57-0.94)
Age i

<B5 years 36b/164 —.—E 0.68 (0.50-0.93)

265 years 184/85 —01— 0.81 (0.53-1.24)
Sex E

Male 417/184 ——| 0.72 (0.54-0.96)

Female 133/65 —-.—E— 0.74 (0.45-1.21)
Geographic region i

Us, CAN, EU, AU, NZ 387/169 -.-E 0.71 (0.53-0.97)

Latin America or Asia 163/80 —.—E— 0.75 (0.48-1.16)
KPS E

100 or 90 340/138 —— 0.72 (0.52-1.01)

80 or 70 208/111 e 0.68 (0.47-0.99)
IMDC risk group i

Poor 133/67 + 1.04 (0.65-1.69)
L iIntermediate 417/182 —— 0.63 (0.47-0.85)
Prior nephrectomy i
Yes 353/160 i 0.78 (0.57-1.06)
No 197/89 ——i 0.62 (0.41-0.94)
025 05 1 2 4
Favors Cabo+Nivo+lpi Favors Pbo+Nivo+lpi

Subgroup

Overall*

Sarcomatoid
Yes
No

SoD of target lesions
<Median
>Median

Visceral metastasis
Yes
No

Liver metastasis
Yes
No

Bone metastasis
Yes
No

Tumor PD-L1 status
<1%
=21%

N/events HR (95% CI)

i

550/249 - 0.73 (0.57-0.94)
"
L)

35/16 ——@r—— 0.87(0.30-252)

515/233 - 0.71(0.55-0.92)
H

264/112 - 0.65 (0.45-0.94)
1

264/126 —— 0.80 (0.57-1.14)
n
:

481/216 - 0.73 (0.56-0.96)

69/33 —@— 0.60 (0.30-1.20)
1
1

86/42 ——+ 0.64 (0.35-1.17)

464/207 - 0.73 (0.56-0.97)
H

90/47 - 0.82 (0.45-1.49)

460/202 - 0.72 (0.55-0.95)
n
"

350/160 —o 0.76 (0.56—1.04)

112/50 —o— 0.87 (0.50-1.53)
4

025 05 1 2 4

Favors Cabo+Nivo+lpi +—— Favors Pbo+Nivo+Ipi

Cosmic 313 clinical trial



Metastatik RCC Birinci Basamak Tedavi
Nivolumab + Ipilumumab+Cabozantinib

Cabo+Nivo+lpi Pbo+Nivo+ipi
(N=276) (N=274)
Objective response rate (95% Cl), % 43 (37.2-49.2) 36 (30.1-41.8)
Best overall response, n (%)
Complete response 7(3) 9(3)
Partial response 112 (41) 89 (32)
Stable disease 119 (43) 100 (36)
Progressive disease 23 (8) 55 (20)
Not evaluable 15 (5) 21 (8)
Disease control rate, % - 86 - 72
Median time to objective response (range), mo 2.4 (1.5-17.1) 2.3(1.9-16.8)
Median duration of response (95% Cl), mo NR (20.2-NE) NR (NE-NE)

Cosmic 313 clinical trial



Metastatik RCC Birinci Basamak Tedavi
Nivolumab + Ipilumumab+Cabozantinib

Progression-free survival

: Median PFS
Intermediate (n=642) (95% Cl), months
Cabo + nivo + ipi (n=321) 22.1 (14.1-25.3)
= 138 i Placebo +nivo +ipi (1=321)  11.3 (8.3-16.7)
80 - - HR, 0.76 (95% CI, 0.62-0.93)
& 70 - S
= 60 -
; 50 -
£ 40 -
% 30 +
20 - i
S 10 - :
b H H
o 0 LN [ B B RN RN R B R SR N R B N R R E—
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Months
Median PFS
(95% ClI), months
= Cabo + nivo + ipi (n=107) 9.5(8.2-15.8)
2 100 + . N
; 90 - Placebo + nivo + ipi (n=106) 11.2 (6.0-21.6)
= 20 HR, 1.04 (95% Cl, 0.73-1.48)
‘S 60 5
> 50 - 0% 35,
= s ——e —
2 20 % 3gy, e B
g 10 -
= 0 I 1 1 1 1 1 I 1 T I 1 1 1 1 1 I 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54

Median follow-up of 45.0 months.
NE, not estimable.

COSMIC-313

Months

Overall survival

Probability of OS (%)

Probability of OS (%)

Intermediate (n=642)

Median OS
(95% CI), months

Cabo + nivo + ipi (n=321)

Placebo + nivo + ipi (n=321)

47.9 (42.6-51.6)
48.0 (42.0-NE)

HR, 0.99 (95% CI, 0.79-1.24)

T T T T T T T

T T
D 3 6 9

T T T

Poor (n=213)

51%

12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Months

Median OS
(95% Cl), months

Cabo + nivo + ipi (n=107)

Placebo

=407

19.4 (15.8-29.3)
+ nivo +ipi (n=106) 24.0(16.3-30.9)

HR, 1.09 (95% ClI, 0.78-1.51)

3%

0 =
o -
© -

Months

T T T T T T T T T T T 11
12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57

Albiges L et al. ASCO GU 2025



Metastatik RCC Birinci Basamak Tedavi
Nivolumab + Ipilumumab+Cabozantinib

Treatment Exposure and Discontinuation (Safety Population)

Cabo+Nivo+lpi Pbo+Nivo+Ipi
| (N=426) (N=424)
Median duration of exposure of study treatment (range), mo 10.9 (0.2-28.5) 10.3 (0.1-28.1)
Median average daily dose (range) of Cabo or Pbo, mg 23.2 (3.6-40.0) 36.1(0.8-40.0)
Median Nivo infusions (range) received, no 10 (1-27) 9(1-27)
Doses of Ipi received, %
4 58 73
3 13 14
2 22 7
1 7 6
Any dose hold due to an AE, % 90 70
Any dose reduction of Cabo or Pbo due to an AE, % 54 20
Treatment-related AE leading to discontinuation, %
Any study treatment 45 24
Cabo or Pbo 28 14
Nivo 26 18
Ipi 30 12
All treatment components (due to the same AE) 12 5

Data cut-off: Jan 31, 2022

ERESMD ™
2022



Metastatik RCC Birinci Basamak Tedavi
Nivolumab + Ipilumumab+Cabozantinib

Median PFS
Intermediate (n=642) (95% Cl), months
Cabo + nivo + ipi (n=321) 22.1 (14.1-25.3)
9 ("]-g Placebo + nivo + ipi (n=321)  11.3 (8.3-16.7)
Updated PFS in the ITT Population g . HR, 0.76 (95% CI, 0.62-0.93)
PFS benefit was maintained with longer follow-up 3'6 0:6 61% 52%
0.5
Median PFS E' 0.4
1.0 {95% CI), months B 0.3
Cabo + nivo + ipi {n=428) 16.6 (14.0-22.6) ® (0.2
0.9+ Placebo + nivo + ipi (n=427) 1.2 (9.3-14.0) < 01 : :
p- | 13 i H H
9 e HR, 0.82 (95% Cl, 0.69-0.98) o 0.0 ) 1 ) 1 1 1 1 1 1 I 1 1 1 1 1 1 1 1 1
5 074 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
'Et_ 064 Months
o5 .
F 04 ;
@ H ]
2 034 ! |37% %
a i i i
0.2+ | i i
0.1+ i I ! Months
00 R Median PFS
o 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 Poor (n=213) (95% Cl), months
] Months Cabo + nivo + ipi (n=107) 9.5 (8.2-15.8)
Cabo +Nr:;fit:|\§:: 428 359 269 232 192 162 148 144 126 112 100 8 71 54 3 20 1 2 0 Placebo + nivo + ipi (n=106) 11.2 (6.0-21.6)
Pho + nivo +ipl 427 295 221 192 154 133 19 103 94 85 78 y il 67 58 35 " 7 2 0

HR, 1.04 (95% CI, 0.73-1.48)

49%
0% 389

445 I ™ = o )
139%  i3e%

Probability of PFS (%)
[ele]ololololele]lofo by
oohwbrNRLD

No overall survival benefit for cabo-ipi-nivo

1 1 I 1 T 1 1 1 1 1 T 1 1 1
9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Months

o
w -
o -

Albiges et al, GU ASCO 2025



Metastatik RCC Birinci Basamak Tedavi
Nivolumab + Ipilumumab+Cabozantinib

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

Median duration of exposure of study treatment, months (range) 13.7 (0.2-53.4) 10.3 (0.1-55.3)
Median average daily dose of cabo/placebo, mg (range) 22.4 (3.6-40.0) 35.2 (0.8-40.0)
Median nivo infusions per patient, n (range) 11.0 (1-52) < 9.0 (1-48)
1/2/3/ 4 cycles of ipi administered, % 7/22/13/58 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

Triplet therapy:
* Less average daily dose of cabozantinib
* Fewer received 4 cycles of ipilimumab
« Almost all patients had dose modification & half discontinued at least 1 study treatment

Albiges et al, GU ASCO 2025
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Association of Molecular Clusters With PFS and OS

* No clear association between molecular clusters and clinical outcomes was observed; however, the
sample sizes in each cluster were small

Progression-free survival Overall survival

Cabo + nivo Placebo + Cabo + nivo Placebo +
Subgroup HR [95% CI] +ipi(n) nivo +ipi(n) P Subgroup HR [95% CI] +ipi(n) nivo +ipi(n) P
Molecular subsets Molecular subsets
[ 1 - Angiogenic/stromal 1.8[0.73-4.3] 9.4 (21) 249(18) 0.21 b—— B 1- Angiogenic/stromal 1.5[0.59-3.9] 29 (21) NR (18) 0.38 ——
M 2 - Angiogenic 0.72[042-1.2] 22.3(40) 13.9(43) 0.24 — B 2 - Angiogenic 1.3[0.7-2.5] 34.8 (40) NR (43) 0.38 —
I 3 - Complement/zx oxidation 0.95([042-2.1]  NR (27) NR (31) 0.89 — B 3-Complementia oxidation 1.1[0.43-2.8] 52.1(27)  53.1(31) 0.84 —
W 4 - T-effector/proliferative ~ 0.52 [0.27-0.98] 32.2 (30) 11.2(36) 0.004 +r—=— B 4 - T-effector/proliferative  0.86 [0.46-1.6] 41.9(30) 28.7(36) 0.63 —a—
M 5 - Proliferative 0.68[0.39-1.2] 11.2(40) 7.6(36) 017 — M 5 - Proliferative 0.56 [0.3-1.1] 47.9(40) 26.8(36) 0.081 +~—=—
M 6 - Stromal/proliferative 0.81[0.38-1.7] 9.5(23) 59(19) 059 ——— B 6 - Stromal/proliferative 0.83[04-1.7] 345(23) 254(19) 062 —
7 —snoRNA 0.51[0.18-1.5] NR (16) 27.7(18) 0.22 7 —snoRNA 1.4[0.43-4.7] NR (16) NR (18) 0.56
025050 10 25 025050 10 25
Better in Better in Better in Better in
cabo + nivo placebo cabo + nivo placebo
+ipi +nivo + ipi +ipi + NIVO + ipi

Median follow-up of 45.0 months.
COSMIC-313 18 Albiges L et al. ASCO GU 2025
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M2-like Macrophage-Mediated Immune Suppression

Progression-free survival Overall survival

M2-like low

HR, 0.89 (95% Cl, 0.66-1.2), P=0.44

Median PFS
(95% Cl), months M2-like high

22.1 (11.4-30.6)
16.7 (12-25)

Cabo + nivo + ipi (n=50)
Placebo + nivo + ipi (n=50)

HR, 0.48 (95% CI, 0.29-0.81), P=0.0058

Median PFS
(95% Cl), months

10.1 (9.23-NE)
5.95 (3.81-12)

100 4=
s 75 -
w
[T
o
—
[«
_«E‘ 50
2 =
°© 25- S
o
| —
0 L L L] I L
0 10 20 30 40 50
Months
Median follow-up of 45.0 months.

M2-like low

Probability of OS (%)

Median OS Median OS
(95% Cl), months M2-like high (95% Cl), months
47.8 (36.8-NE)  Cabo + nivo + ipi (n=50) 39.9 (31.4-NE)
NE (NE-NE) Placebo + nivo + ipi (n=50) 23 (13.4-35)

HR, 1.2 (95% CI, 0.88-1.7), P=0.23 HR, 0.51 (95% ClI, 0.31-0.86), P=0.012

100 ~

75 1

50 - )
W |
"
25 i i i
0 L] L L] L L]
0 10 20 30 40 50
Months

A cox univariate medel with different quantiles of M2-like macrophage level was used to determine the cutoff with the minimum hazard ratio. Patients with M2-like macrophage level in the
top 25% were classified as M2-like high.

COSMIC-313

22

Albiges L et al. ASCO GU 2025
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Step 1
Step 2 adapted for response

Nivolumab
CR 480mg IV
Every 4 weeks

Ipilimumab Non-CR Nivolumab
480mg IV

img/kg IV Non-PD
Nivolumab Every 4 weeks
3mg/kg IV

Every 3 weeks Nivolumab 480mg IV

Up to 4 cycles Every 4 weeks +

P y N=597 Cabozantinib 40mg PO daily

Cabozantinib
60mg PO daily Clinicaltrials.gov
NCT03793166

Primary endpoint: Overall Survival of randomized cohort
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Gelecek Perspektif

MK-6482-012 Study Design

Participant Population
N=1431

Advanced ccRCC
No prior systemic therapy

Screening Phase 28
days prier to Stratification Randomization ey,
randomization 1:1:1

Survival
follow-up

A 4

*«  Abbreviations: IMDC = International Metastatic RenalCellCarcinoma Database Consartium; ¢cRCC = clear cell renal
cellcarcinoma.
+  a.Thetreatmentarmserethe HIF triplet(MK-6482 + pembrolizumab + lenvatinib), the CTLA4 triplet (MK-1308A +

lenvatinib), and the doublet (pembrolizumab + lenvatinib). Note: MK-1308A is a coformulation of pembrolizumab
and MK-1308

+  Global Study- ~225sites, 33 countries e MSD 6
MERCK

INVENTING FOR LIFE
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Gelecek Perspektif

EREMI ™™ METHODS: study design

BIONIKK (NCT02960906) Nivolumab 240mg i
BRI —o

Metastatic Renal Cell Carcinoma

Treat until
RECIST 1.1-

Clear cell histology Ll ” s KL defined

(translocation carcinoma molecular group - o Ipilimumab IV 1 mg/kg

allowed) (RFqpcR) oy [

Previously untreated in ccrecl-4 Nivolumab 1V

metastatic setting (35-gene signature) l o 240 mg

ECOG-PS<2 every 2 weeks
<15days

progression,

death,
unacceptable
toxicity or end
of study
(18months)

Available frozen tumor tissue /,
— o, <SS TKI
3 c (sunitinib or pazopanib)
Nqn-comparatlye, per molecular-group randomized phase Il trial T, T
Primary endpoint:

Overall response rate (ORR: CR+PR) using RECIST 1.1 per investigator
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Gelecek Perspektif

mﬂngrm RESULTS: transcriptomic analysis of immune cells distribution

« We applied MCP-Counter deconvolution algorithm' on transcriptomic data from
84 FFPE tumor samples (3’RNAseq)

« We found that ccrccd tumors are the most infiltrated by immune cells, in
particular cytotoxic lymphocytes

M W‘:CS ecRCC
l fi T calls l 4 Giroup 1
L o [=- =

| cytotesic ymphocytes Group 3
I B lineags o
- :I I MK calls N -
I l I Monoeytic linsage
| ] i1 10 0 | tyeiiacenaritccets &
I I l] MNeutrophits
I I ! _‘ Endothelial cells
I I I I I l Fibroblasts
n= 29 15 37 3

L]

 Analysis of the correlation between TME and outcomes is ongoing

'Becht et al. Genome Biology 2016

T cuiby

adjusted p.val = 0.0136

0.0306

0.0020

" o.oo3r

0.0134

0.0248

D.1335

Cyratanis lyrnphocyies

GGGGGG
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VIRTUAL Ungress . .
EESMD RESULTS: Progression Free Survival (PFS)
Target cohort (TCE, n=154)

Median follow-up: 16 months

ccrccd ccrec2

s EventuTotst Median [99% CI)
— amB e 04 7 T-HE)

——— WmC 03 ME (135.8E)

TKIEN

Progression Free Probability
e & B 8 B B B =
E ¢ &8 8 88 B 8 =&

Progression Free Probability

2 & & £ & & 5 & &
Progression Free Probabiity

8 & ¢ & & §&§ & &

N1:10.4m

2
" N R 7 8I I I
- -
oo
] . 12 " Y a
Time (months) ime (months)
alhents &t sk 3]

12
Time {menths)
Fatient Patlents at risk:

? " # 5 ] L -]

ccrcc3 No KM curve showed here because of the limited number of pts (n=6)

Overall Survival (OS) is not mature (16% of events)
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Best Percent Change From Baseline

Best Change From Baseline in Sum of Target Lesions

40 ~

20

=20 A

=40 A

-60 A

-80

-100 -

Cabozantinib 40 mg + Atezolizumab
N=34

B Complete response
B Partial response
I Stable disease

B Progressive disease

+ Sarcomatoid component

Best Percent Change From Baseline

40 A

20

-20 4

=40

-60 4

-80

-100 -

Cabozantinib 60 mg + Atezolizumab
N=35

Any reduction in tumor target lesions occurred for 94% of the 40 mg cabozantinib cohort and 92% of
the 60 mg cabozantinib cohort
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Tumor Infiltrating Lymphocytes (TIL) at Baseline with Lesion Change and Response

Best Percent Change in Tumor Target Lesions by

TIL Immune Phenotype* (N=42)
Best Overall Response per RECIST v1.1 by

P=0.02
- ' =008 Y TIL Immune Phenotype*
@ (N=42)
£ —_
] =T %
@ 04 . Immune Myeloid .
GE . T_ ’ Low Dominant T::ﬂ:g;:h
2 ] ° e (N=12) (N=17) 3
& * B Percent
g 5 ) = Respondess 33% (4/12) o  47%(8/17) o 77%(10/13)
E _ % 8 i Chi-Square Test: p=0.02
s g . g g
[ Median:-30.5 Median:-41.1 e
S | e Immune Low CD68% CDgo
i H high low
R Myeloid T cell Rich Myeloid Dominant CD68"&"CD8
Low Dominant T cell Rich CD68Meh CDghieh

* The T cell Rich tumors were associated with greater tumor shrinkage from baseline and higher overall response

*Both ccRCC dose groups are included in the analyses.
Mongress *Analyses by immunohistochemistry of CD68 (myeloid cells) and CD8 (cytotoxic T cells) with a cutoff of 20% for high vs low cell frequency
Al showed three immune phenotypes; CD68'°¥ CD8"e" was not observed.
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STELLAR-002 (NCT05176483): 1L ccRCC Expansion Cohort

+ Aged >18 years »

+ Unresectable advanced or metastatic RCC with a

: Non-randomized
clear cell component (sarcomatoid features allowed)

« All IMDC risk groups Sequential
« No prior systemic anticancer therapy for RCC assignment Zanzalintinib 100 mg PO QD +
— Prior non-VEGF(R)-targeted adjuvant or > Nivo/Rela 480/480 mg IV Q4w
neoadjuvant therapy allowed if disease recurrence . 3 - = :
occurred 6 months after the last dose (flxed-dose combmat'on) (n—40)

Primary: Incidence and severity of AEs
ORR per RECIST v1.1
Secondary: PFS per RECIST v1.1

aPatients were allowed to receive treatment beyond radiographic progression if the investigator believed they were receiving clinical benefit

1L, first-line; AE, adverse event; IMDC, International Metastatic RCC Database Consortium; IV, intravenously; Nivo, nivolumab; ORR, objective response rate; PFS, progression-free survival; PO, orally; Q4W, every 4 weeks;
QD, once daily; RCC, renal cell carcinoma; RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1; Rela, relatlimab

STELLAR-002 4 Chahoud J et al. ASCO 2025
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Antitumor Activity Summary

Zanzalintinlb +

Progression-free survival

Nivo/Rela (n=40) 100 4
ORR (95% CI), % 63 (46-T7) 40 (25-57)
Confitrmed CR, n (%) 3(8) 1(3) L BO-
Confirmed PR. n (%) 22 (55) 15 (38) %
50, n (%) 11 {28) 20 {50) -y
PD. n (%) 2(5) 3 (8) ;
DCR (95% CI), % 90 (76-97) 90 (76-97) E i sxcmenncaea e
Median DOR (85% Cl), months ME (11.1-NE} ME (4.0-NE) E
12-month DOR (95% CI). % 73.4 (50.0-87.1) 74.1(39.1-90.9) E’ | mu:l:il:l:lmn
Median TTR (range), months 2.1 (1.7-11.0) 36 (1.7-12.8) 7
Median PFS (85% CI), months 18.5 [9.5-NE) 13.0 (7.4-NE) Zanzalintinib + Niva/Rela 15.9
G-month PFS (95% CI), % 83 .4 (66.8-92 2) 50 4 (63.1-50.2) ’ “EI é é é 1'2 1'5 1.8 2'1 2'4
12-month PFS (85% CI), % 6.4 (45 7=78.1) 58.4 (39.8-73.0) Mo, al risk Months
! 40 H 2 23 Fuil 17 13 1 0
Zanzatinn 40 M 26 22 15 8 0

Per RECIST ¥1.1, "Kapian-Meer eshimate

+ NivolRela

1, confidence: intesrval; DCH, diserse contral rate; DOR, duration of esponse; ma, months; NE, not estimable; TTH, tme (o abjectne responss

STELLAR-002

Chahoud J &t al. ASCOD 2020
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Phase Ill STELLAR-304 Trial: Zanzalintinib with Nivolumab

Previously untreated advanced nccRCC
(papillary, unclassified, and

translocation-associated)
N=291

Zanzalintinib + Nivolumab

+ Dual primary endpoints: PFS and ORR per RECIST v1.1 by BIRC

- Secondary endpoint: 05

« Other endpoints: safety, including incidence and severity of AEs

VEGFR, MET, and TAM kinases
promote tumorigenesis and

angiogenesis in tumor cells

- Promote proliferation and survival of
tumor cells

- Promote epithelial-mesenchymal transition
leading to increased invasion and metastasis

- Promote endothelial proliferation,
migration, and survival

« TAM and MET may act as compensatory
mechanisms of VEGFR inhibition

Pal SK et al. ASCO 2024;Abstract TPS4611.

VEGFR, MET, and TAM kinases

promote an immunosuppressive
tumor microenvironment

+ Promote activity of Tregs, MDSCs,
and MDs

« Increase M2/M1 ratio of Md

+ Inhibit antigen presentation

+ Inhibit T cell activation and limit
anti-tumor T cell responses

CVEGFR L Gy
—w Y2 ® i

e MET
— VEGFR R Vi
o ~ o LR <)
- PD-1 P
Tumorcells“l 2 T YvET
MHC #BM VEGRR,  (MET
TAM o T "‘ ;PD'“
/),.( ~mpbsc  ©
,_,5 4
VEGFR)'*’\ == & PD-1 Gam
?n
& £ ﬁ.—f\‘:a cD8
2 Zanzalintinib inhibition l‘i lf\'meT oL VEGFR
2 Nivolumab inhibition MHC LANRE
TAM =@l i)

Zanzalintinib and nivolumab combination

» Zanzalintinib inhibits VEGFR, MET, and TAM kinases and may enhance the activity of
nivolumab by promoting an immune-permissive tumor microenvironment

+ Nivolumab binds to the PD-1 receptor on immune cells and blocks interactions

with ligands, such as PD-L1, which restores T-cell activation and increases

antitumor effects

RESEARCH
TO PRACTICE
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TRAVERSE Phase 1b Study Design (NCT04696731)

Key Eligibility Criteria Phase 1b® treatment

Standard
ymphodepletion
FlwCy

g progression after
and VEGF

ALLO-316
80=10% CAR+ calls

* CD70 positive
archival or fresh tumor tissue Phase 1b Endpoints
R « Primary
« ECOG 01
i + TEAEs
Adequate pulmonary, + Secondary

cardiac, renal, hepatic, and + ORR, CRR, DOR, TTR, PFS, 0S, CAR T expansion kinetics
hematologic function

Bent Change fem Hassine, %
2k ¥ o ¥ &8 B

E B

Change in Tumaor Size from Baseline, %

= " - - -
s M CO7Te" TPS ES0H — ki

W CO7T0" TRS <50% -

T i T
Bazeline Day 31 Day I8 Dy 35 Dray 49 Day 58 Month 3 Month 4 Manth § Month 6 Month 8  Month 10 Manth 12

proportion scone. Naka culoll: G0 Ay 2025 WVisit

Timor yanitlan
erken donemde
ortaya ¢ikti ve
ALLO-316’nin tek
seferlik
infliizyonunu
takiben devam
etti.

CD70+ TPS 2%50
olan hastalarin
%44’linde (7/16),
baslangictaki
hedef lezyonlarin
¢aplarinda
%30’dan fazla
azalma goruldi

Pal S, ASCO 2025
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Keynote 426: OS
(5yr follow up)

100 End of Pembrolizumab Events,n (%) Median (85% Ci), mo
Toosinont Pembrolizumab + 270 (62.5) 47.2 (43.6:54.8)
90 —| Axitinib
Sunitinib 280 (85.3) 40.8 (34.347.5)
80 —

62.6%
53.8%

49.2%
45.0%

41.9% HR, 0.84 (95% CI, 0.

37.1%

30 —
20 — H H
101 | |

Overall Survival, %
o
3
|

0 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

No.atrisk
Pembro + Axiinb .
Suntnb 00 - - m om0 w om e 0 o

Choueiri TK et al, ASCO 2025

Rini Bl et al, ASCO 2023

Motzer RJ, Porta C, Eto M, et al. J Clin Oncol. 2024.
Motzer RJ et al, NEJM, 2021 ¢

Motzer RJ et al, GU ASCO, 2025

1.04

CLEAR/Keynote 581: OS

(4yr follow up)

Checkmate 9ER OS
(5yr follow up)

Median 0S (95% CI), months

A
£ o ™ G NIVO+CABO 46.5 (40.6-53.8)
z w e ~ SUN 35.5 (29.2-42.8)
] 3 iy HR (95% CI), 0.79 (0.65-0.96)
g/ LEN + PEMBRO 3 ™ S i SBTE f
& 059 5 @ — e 8.9
S 0.4 [Median OS, months (95% CI) s 50 P
2 | [LEN+PEMBRO [537 @8.7-NE) : w0 " . i -
3 °371 5on 54.3 (40.9-NE) El 4% ity anss
X .91 a 30 i
027 THR (95% CI) 0.79 (0.63-0.99) = n
0.1 | Nominal P-value | 0.0424 g "
0 + Censored 0 ’ . < H ¥ + T !
9 s Py 18 24 20 36 2 8 54 60 6 & 12 18 24 0 3% 4 48 54 0 6 2 7
No. of patients at risk Time (monthe) No. at risk Months
385 338 313 29 269 245 216 158 17 bod s o NIVO-CABO323 298 272 250 222 208 183 164 149 132 12 79 18 0
%87 08 204 %42 28 28 188 145 108 8 s o SUN 38 277 243 218 150 169 154 138 120 113 103 59 14 1
Checkmate 214 - 9yr follow up OS
1004
904 "
Y Median 05
g 80 K\ Treatment Events/patients (95% Cl), months
z NIVO+IPI 367/550 52.7 (45.8-64.4)
= 704 SUN 417/546 37.8 (31.9-43.8)
E 6o 59% HR (95% Cl), 0.71 (0.62-0.82)
:E‘. T g
= 504 : e SO
E SR TN 4%
40 i T
5 | ~— .
g 304 | 31%] . !
& 20 ] ] [ T
: ! 20% !
104 ! : ]
i | )
0 T T T v + T T ; v + T T v T + r 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 9 102 108 114 120
(3 years) (6 years) (9 years)
Months
No. at risk

NIVO+IPI 550 498 449

SUN

479 412

414 375 340 312 294
356 317 288 265 240

278 260 247 231 214 204 183 174 161 151 105 11 o
220 199 182 167 157 145 130 119 106 102 66 7 o
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Keynote 426: PFS CLEAR/Keynote 581: PFS Checkmate 9ER PFS:

ITT (5yr follow up) ) (4yr follow up) 67mo follow up
100 — £nd of Pembrolizumab Events,n __ Median (95% CI), mo 101 £ ooty Maslian PS5 (F5% C1), monthe
2 g Tastnan Pemraza s 7 (8e2) 097§ e ] § 2 s b NIVOSCABO 164 (12.5-19.3)
3 ot s 16129 067 i, eildaa Al ) 2 owf L1\ sun 830
S 80 4 .y Ry LEN + PEMBRO | 239 (20.8-27.7 8 o WL HR 3% €I, 0.58 (0.
: 70 - g . SUN 9.2(6.0-11.0) a A !
a 2 069 3 HR (85% CI) 0.47 (0.38-0.57 T 60 NN
60 — g 2 : g L, S
] HR, 0.69 (95% CI, 0.59-0.81) $ 0.5 \'—1}\_* Nominal P-value | <0.0001 s 3
2 50 4 [ [ 37.3% 2 ' ™
: 29.2% @ 04 L : Wit 2 - w .
< — o - N —
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E & Treatment Events/patients (95% C1), months
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2
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Choueiri TK et al, ASCO 2025
Rini Bl et al, ASCO 2023

Motzer RJ et al, NEJM, 2021
Motzer RJ et al, GU ASCO, 2025
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PRINCIPLES OF SYSTEMIC THERAPY FOR RELAPSE OR STAGE IV DISEASE

FIRST-LINE THERAPY FOR CLEAR CELL HISTOLOGY

Risk Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
Favorable® » Axitinib + pembn:nlizumal::vh (category 1) « Axitinib + avelumab® = Active surveillance®
« Cabozantinib + nivolumab® (category 1) » Cabozantinib (category 2B) » Axitinib (category 2B)
« Lenvatinib + pembrolizumab® (category 1)  * Ipilimumab + nivolumab - High-dose IL-29 (category 2B)
* Pazopanib
* Sunitinib
Poor/ « Axitinib + pembrolizumab® (category 1) « Axitinib + avelumab® * Axitinib (category 2B)
intermediate® |+ Cabozantinib + nivolumab® (category 1) * Pazopanib - High-dose IL-29 (category 3)
« Ipilimumab + nivolumab® (category 1) * Sunitinib » Temsirolimus® (category 3)

» Lenvatinib + pembrolizumab® (category 1)
= Cabozantinib

SUBSEQUENT THERAPY FOR CLEAR CELL HISTOLOGY

Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances

= Cabozantinib (category 1) » Axitinib (category 1) + Everolimus

« Lenvatinib + everolimus « Axitinib + pembrolizumab® « Bevacizumab (category 2B)

+ NivolumabP (category 1) * Cabozantinib + nivolumab « High-dose IL-2 for selected patients® (category 2B)

* Ipilimumab + nivolumab®

= Lenvatinib + |:||£|mI:|rr.':|lizu;'r|£|I:rh

* Pazopanib

* Sunitinib

= Tivozanib9 {categurt 1)

= Axitinib + avelumab® (category 3)

« Sorafenib (category 3)
= Temsirolimus® (category 2B)
+ Belzutifan (category 2B)
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intermediate® |+ Cabozantinib + Nivol umal (ca agurf 1) =+ Pazopanib
* Ipilimumab + Nwolumab I(:% ategory 1) * Sunitinib
* Lenvatinib + Pembrolizumab® (category 1)
= Cabozantinib
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Final Results of First-line IO Combination Trials in mRCC (ITT population)

CheckMate 214 (Ipi/Nivo)’

(n=550 vs n=546)

OS HR
mOS, months

Landmark OS

PFS HR
mPFS, months

Landmark PFS

ORR, %
CR, %
Median flu

Primary PD

1.  Chauriri et al. ASCD 2025
3. Moizer et al ASCO GU M25

0.mM
52.7vs 37.8

42% at 6 years
31% at 9 years

0.88
12.4vs 12.3

26% at 6 years
23% at 8 years

40 vs 33
12vs 3
9.3 years

18%

2, Rini ot al. Nature Medizne [submitted)
4, Matzer ¢t al, 50D 2004

KEYNOTE-426 CheckMate 9ER CLEAR
(Axi/Pembro)? (Cabo/Nive)? (Len/Pembro)?
(n=432 vs n=429) (n=323 vs n=328) (N=355 vs n=357)
0.84 0.79 0.79
47.2vs 40.8 46.5vs 35.5 53.7v. 543
42% at 5 years 41% at 5 years 66% at 3 years
0.69 0.58 0.47
15.7 vs 11.1 16.4vs 8.3 23.9vs 9.2
18% at 5 years 14% at 5 years 37% at 3 years
61vs 40 56 vs 27 71vs 37
12vs 4 14vs 5 18 vs 4
5.6 years 5.6 years 4.2 years
12% 7% 5%

E] @brian_rini and @Uromigos (podcasts: hitps /ipodcasters.spotify.com/pod/showithe-uromigos)
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Pembrolizumab +
Lenvatinib

Cabozantinib +
Ipilimumab +

Pembrolizumab +
Axitinib

Nivolumab +
Cabozantinib

Ipilimumab +

Nivolumab

Nivolumab

Population Int/poor risk « Al = Al « Al « Al

Pros No TKI toxicity * QOL benefit + Highest CRrate seen + Short TKI half * Superior PFS
Maintenance with » Cabozantinb (17.2%) life, 6 hours versus ipi/nivo, the
nivo only after 12 has activity in + 95% disease control (easy to adjust) only combo to be
weeks, QOL benefit bone and rate compared in a
Chance for durable brain mets phase 3 trial vs
response another combo

Cons More IClI toxicity + Cabozantinib + 20mg lenvatinib is +  Toxic (58% high
(29% high dose has long half- toxic (highest rate of dose steroids), side
steroids) life (120 grade 3 AEs, 82%) effects can be hard
18-20% PD as best hours) to attribute
response + OS unknown

Consider Sarcomatoid RCC + Bone mets * Robust patients « Patients who * Role remains TBD,

in... Int/poor risk pts « Prioritizing with symptomatic may need to pending OS data
who can “afford” response + disease stop / reduce
risk of PD QoL TKI quickly
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immiinoterapi-immiinoterapi kombinasyonu

Daha distk yanit orani ve ylksek PD riski
Daha uzun takip siresi ve yanit derinligi

immiin iliskili toksisite fazla, daha cok ilag kesme orani

immiinoterapi-TKI kombinasyonu
Daha ylksek yanit orani ve daha uzun PSF orani
Daha kisa bir takip stresi, yanit derinligi hakkinda veri giderek netlesiyor
Uzun TKI toksisitesi maruziyeti
Yas, komorbidite, semptom, hastalik yiki ve metastaz bolgesi tedavi seciminde yon gosterici olabilir.

Daha efektif prediktif belirtecler tedavi seciminde katki saglayacak.
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