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Choueiri et al, J Urol, 2011

Targeted Therapy Era: Controversies

and patients selection

Heng et al, Eur Urol, 2014
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Key Eligibility Criteria:
* Metastatic Clear Cell RCC

* Treatment-naive

* MSKCCC Int/Poor Risk
Disease

Primary endpoint: Overall Survival
Design: Non-Inferiority (HR OS <1.20)
Pl: Arnaud Méjean

Instituto de Oncologia

RANDOMIZATION
1:1

CARMENA-RCT: Gold Standard

Sunitinib

Sunitinib

Kaplan Meier Estimates

Potential Caveats:
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Arm A = Nx+Sunitinib

Arm B = Sunitinib alone

Median follow-up 61.5 months
(range 0.0-100.7)
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Lower Median OS than expected in both arms
- Potential benefit to CN in patients w/ IMDC criteria= 1

Mejean et al. ASCO 2019
Motzer et al .NEJM 2018
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SaludMadrid Instituto de Oncologia
[ comunidad de Madrid

1) Is there still a benefit to CN in the IC| Era?

2) How does this benefit compare to that in the TT Era?

1t line TT 15t line ICI-based

TT-No CN [CI -No CN

Mejean et al. ASCO 2019
Motzer et al .NEJM 2018



M e First-line combination therapies in
csoili('jdf\./ldaﬁr;iﬂ:nstltuto de Oncologia advanced RCC

CTLA-4 Inhibitor

Ipilimumab + k
nivolumab
(intermediate/
poor risk)
PD-1 and PD-L1 CheckMate-214
Inhibitors ' —
Y A" Y
Pembrolizumab + | Avelt_Jr_nz_ab+ H Nivolumab + | P
axitinib | S cabozantinib
(all risk groups) (all nsk groups) (all risk )
KEYNOTE-426 JAVELIN e
Renal 101 Checkmate-9ER

S S—
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/

Key eligibility criteria
« Treatment naive,
inoperable, locally

advanced, or
metastatic RCC

» Clear-cell histology=

« KPS =70%

Endpoints

« Coprimary: PFS, OS, ORR (intermediate/poor risk)

CheckMate-214: Nivolumab plus

Stratification

IMDC prognostic
score (0 vs 1-2 vs 3-6)
Region

(United States vs
Canada/Europe vs
rest of the world)

« Secondary: PFS, OS, ORR (ITT)
« Exploratory: PFS, OS, ORR (favorable risk)

Ipilimumab in 1L mRCC

Nivolumab 3 mg/kg IV every
3 wk + ipilimumab 1 mg/kg IV

every 3 Wk x 4 doses, then
nivolumab 3 mg/kg every 2 wk

Sunitinib 50 mg orally daily
(4 wk on, 2 wk off)

Escudier B, et al. ESMO 2017
Motzer R, et al. NEJM 2018
Motzer R, et al. Lancet Oncol 2019
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v IO-VEGF combos in mRCC

SaludMadrid Instituto de Oncologia

e s ettt Pembrolizumab 200 mg IV Q3W +
*KEYNOTE 426 Treatment-naive clear-cell RCC < Axitinib 5 mg PO BID 10 EP:
(N = 861) Sunitinib 50 mg PO QD (4/2) PFS/OS
_ Avelumab 10 mg/kg IV Q2W + 10 EP-
JAVELIN Renal 1012 Treatment-naive clear-cell RCC Axitinib 5 mg PO BID in 6-wk cycles '
(N = 886) < PFS/OS
Sunitinib 50 mg PO (4/2) PD-L1* pts

Nivolumab 240 mg Q2W IV +
*CM 9ER® Treatment-naive clear cell RCC < EaupzanERIDE NGl SlCH 1° EP: PFS

(N =8651) o
Sunitinib 50 mg (4/2)

: 1°EP:
*CLEARA Treatment-naive clear cell RCC Everolimus 5 mg PO QD + PES/OS
(N = 1069) Lenvatinib 18 mg PO QD

_— . Sunitinib 50 mg (4/2)
With OS at 1st analysis!

Rini B, et al .NEJM 2019; Motzer R, et al. NEJM 2019; Choueiri T, et al. NEJM 2021; Motzer R, et al. NEJM 2021
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AV o e Baseline characteristics in 1L mRCC
SaludMadrid  Instituto de Oncologia

S phase lll are different

KEYNOTE-426" CLEAR? CheckMate 2143 CheckMate 9ER*
N=432 N=355 N=550 N=323
MDC Risk Group, %
Favorable 32 31 23 23
Intermediate 93 99 61 958
Poor 13 9 17 19
[ECOG 0 % or KPS 90-100 % 80.3° 83 68.6 (I/P)® 80
ISarcomatoid features, % 18 8 14 11
[Prior Nephrectomy, % 83 74 82 69
> 2 organs with metastasis, % 73 72 78 80
[Liver Metastasis, % 15 17 18 23
|Bnne Metastasis, % 24 24 20 24

Rini B, et al .NEJM 2019; Motzer R, et al. NEJM 2021; Albiges L, et al. Ann Oncol 2020; Choueiri T, et al. NEJM 2021



BV Hospital Clinico First line trials comparison: updated

San Carlos
SaludMadrid  Instituto de Oncologia
s results after ASCO 2023
CheckMate 214 (Ipi/Nivo)' B TR CLEAR (Len/Pembro)*
(n=550 vs n=546) (Axi/Pembro) (Cabo/Nivo) (N=355 vs n=357)
(n=432 vs n=429) (n=323 vs n=328)

OS HR 0.72 0.84 0.70 0.79

mOS, months 557vs 384 472vs 408 495vs 355 53.7v. 543

Landmark OS 60% at 3 years (est.) 63% at 3 years 59% at 3 years 66% at 3 years
48% at 5 years 42% at S years

PFS HR 0.86 0.69 0.59 0.47

mPFS, months 123vs 123 15.7vs 111 166vs 84 239vs 9.2

Landmark PFS 32% (3 years; est.) 29% (3 years) 23% (3 years) 37% (3 years)
30% (5 years) 18% (5 years)

ORR, % 61vs 40

CR, % 12vs 4

Med f/u, months 67

Primary PD, % 12

Motzer R, et al. NEJM 2018; Motzer R, et al. ESMO 2021; Rini B, et al. ASCO 2023; Motzer R, et al. NEJM 2021; Burotto et al. CITIM 2023; Hudson T, et al. ASCO 2023
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J\Jj Hosital Clinico First line trials comparison: updated

San Carlos

Fomperf e o results after ASCO 2023

Nivolumab
Subgroup +Ipilimumab  Sunitinib Hazard Ratio for Death (95% Cl)

no. of deaths/no. of patients
Previous nephrectomy
Yes 103/341 127/319 — 0.69 (0.53-0.89)
No 37/84 61/103 e 0.63 (0.42-0.94)

TorpaEmab+axitinis Sunitinib Nonstratified
Subgroup Events/patients Evenisipatients HR (85% Cl)
B Overall Survival, According to Subgroup Age
. <65 —_——y 550135 750148 054 {0 A49.0.904)
No.of  Nivolumab+ 265 —— s 3203 0.68 (0,422 1.10)
Subgroup Patients  Cabozantinib Sunitinib Hazard Ratio for Death (95% ClI) Sex
no. of events/no. of patients [X] —_——— TIVIG2 a21Ms7 (L6 (0.459-0.948)
Qverall 651 67/323 99/328 o 1] 0.60 (0.44-0.82) F [ —— e | 1848 Z1ma 0,58 (0.311.1,044)
Region ' ECOG parfarmance stalus
United States and Europe 319 26/158 45/161 = = 0.48 (0.30-0.79) 0 O — A0 55/100 0.70 (0 467-1,047)
Rest of the world 132 417165 54/167 —_— 0.71 (0.48-1.07) X P st U102 0.61 10.408.0.911)
IMDC prognostic risk N 5 H Kamofsky paformencs sans scomn
i o E— — =
Favorable 146 10/74 172 - 0.84 (0.35-197) 0050 ) - S SO0 1/ ATS-0.080)
Intermediate 376 40/138 51/188 —_ 0.70 (0.46-1.07) 4 $ O
5, y B0 e SETE) anm 0.632 (D ADS.0.953)
Poor 128 17761 37/68 _— 0.37 (0.21-0.66) .
L ' f MOC nes grove
PD-L1 expression (] .
1 2 : Py fy "7 0.67 (0487 \
=1% 166 28/83 30/83 _— 0.80 (0.48-1.34) Intermmediste 60209 81 I .67 (0.487.0.021)
v o 204 % 0.57 (0300
<1% or indeterminate 485 39/240° 69245 —_— 0.51 (0.34-0.75) Poor ! y ik "ne 0.57 (0.303:1,008)
Age H Nurmiber of cegane with metassases
<65 yr 401 31/191 66/210 —_— 0.44 (0.29-0.67) ! e 1283 o4 0,84 (0.314-0.908)
=65 yr 250 36/132 33/118 e 0.90 (0.56-1.44) f———— adiad wie 074 (0A71.1.00m
Sex . Lung matastans
Male 431 47/249 66/232 —— 0.59 (0.40-0.85) Yoo il AL TS197 0.00 (0.400.0,41)
Female 170 20(74 33)96 e 0.68 (0.39-1.18) Na —_— trme WiTa 0.59 (0.207-0.962)
Karnefsky performance-status score H Lvar metasianns
90 or 100 498 45/257 56/241 — = 0.69 (0.47-1.03) You b - 4 1M 1591 0,82 (0.505.1 068)
70 or 80 151 22/66 43/85 —_— 0.52 (0.31-086) — No L | VI wann0 0.64 (0.400.0,000)
Not reported 2 ] 0/2 — Bane maetastases
Bone metastases § You " - “ 1a4n 1943 ).76 (0.A01.1.452)
Yes 150 24/78 137 _— 0.54 (0.32-0.92) No (S S— nor1a? o108 0.8 (D A60-1.H88)
No 501 43245 66/256 —_— 0.61 {0.41-0.89) Prevoun naphreciomy
Previous nephrectomy Yeo [P —) S0/135 o 0,55 (0.376.0.788)
Yes 455 36/222 66/233 —_— 0.49 (0.33-0.74) e , B a5 Ao 'e Sl
No 196 31101 33/95 ——t 0.79 (0.48-1.29) No TS 484 {1 (0478-1.308)
T T — 7 T 1
006 012 025 050 100 200 400 0.0 05 1.0 15 20
Nivolumab+Cabozantinib Better Sunitinib Better «Torpalimab+axdind belter Sunitinib better-«

Motzer R, et al. NEJM 2018; Motzer R, et al. ESMO 2021; Rini B, et al. ASCO 2023; Motzer R, et al. NEJM 2021; Burotto et al. CITIM 2023; Hudson T, et al. ASCO 2023



RV Hospital Clinico Clinical case N°1

SaludMadrid Instituto de Oncologia

Comunidad de Madrid

S N

Lifestyle: Single, lives alone « Asthenia, moderate pain
Employment status/job: * Clear cell carcinoma T3NOM1
/ Retired bank employee « Lung metastases
M a r I a Family history of cancer: Yes, e Intermediate IMDC (1 factor)
father lung cancer (smoker)

o )

White, female g N\
Age: 67 years w Comorbidities:
ECOG: PS 1 DM2, hypothyroidism
BMI: 28 kg/m2 Concomitant medications:
Alprazolam, levothyroxine,
E. metformine

A )




RV Hosrital Clinico Clinical case N°2

SaludMadrid  Instituto de Oncologia

2 comunidad de Madrid
/Q \ * Moderate pain, weight loss

Lifestyle: Married, 3 sons ] . )
Employment status/job: e (Clear cell carcinoma with sarcomatoid

Builder employee component (20%)

G u I I I e r m O Family history of cancer: Yes, . Lung & nodal metastases

father prostate cancer (78y)
k / * Poor-risk IMDC (3 factors)

White, male / \

Age: 71 years w c biditi
) omorbidities:
ECOG: PS1 Hypertension, COPD, DM2

BMI: 24 kg/m2 Concomitant medications:

t Lisinopril, inhalers, Insulin
(=

A )
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SaludMadrid Instituto de Oncologia

[ comunidad de Madrid
NIVO+IPI SUN
1.0v (N = 425) (N = 422)
0943 ’(‘ge_,j’,;aa)”:o 11.6 (8.4-16.5)| 8.3 (7.0-10.4)

HR (95% Cl) 0.73 (0.61-0.87); P= 0.0004

LEN + PEMBRO vs SUN:
HR (95% CI): 0,39 (0.32, 0.49); P< 0.001

—
>
=
o
©
L0
(@]
—-
Q.
S—
© 0.7
= 0.6 % - LEN + EVE vs SUN:
> » HE (95%, - 0.6
5 0.5 & o0s- e e
: % 0.4 H LEN + PEMBRO
o 0.4 & 03- Madian PFS, mo (95% CI) Y
- 03 LEN + PEMBRO 23.9 {20.8, 27.7)
e 0.3- ' LEN+EVE 247 (11,1, 16.7) | S
O 0.1 SUN 9.2 (6.0, 11.0} SUN
wv i 0 : : - T : - T : : : - T - - - ; T T T ,
3 0.2 1 0 4 8 12 16 20 24 28 32 6 40
'a.’ 0 1_ e No. at Risk Time (months)
g |1 1% 355 300 259 213 160 126 80 0 6 1 0
1 3157 259 185 1459 105 70 17 13 3 0
] 1 1 1 ] ] 1 1 1 ] | ] 1
0 6 1 2 1 8 24 30 36 42 4 54 60 66 7 By Inddepandent Rurhes Commmitine pee RECIST w11
Months
No. at risk

NIVO+IPI 425 233 164 130 101 94 81 74 70 60 48 10 O
SUN 422 188 106 74 46 29 21 15 10 9 6 2 0

1. Motzer R, et al. NEJM 2018; 2. Motzer R, et al. Cancer 2022; 3. Motzer R, et al. NEJM 2021; 4. Porta C, et al. ESMO 2022; 5. Choueiri T, et al. NEJM 2021; 6. Motzer R, et al. Lancet Oncol 2022;
7. Rini B, et al. NEJM 2019; 8. Powles T, et al. Lancet Oncol 2020
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N || et Assoclation ORR with outcomes

SaludMadrid Instituto de Oncologia

[ comunidad de Madrid
NIVO+IPI . B ——h Confirmed CR
109 Ay D namiiii 1882:. E“‘vg_lmil A >75% to <100%
= A g  80%.] >50%to < 75%
= 084 i T ey —— 7 PR > 70% e T
% i "—‘——z__, % 60% | “Mt\“ >25% to $50%
& 061 e ) 2 508 >0% to S25%
& o : 5 20%
= 034 E PO g 10% ] -
024 ' 0% i
§ 0.1 - 'p' -.- NIVO § ﬂ : LENVA + PEMBRO no target lesion reduction, n=5
OAU-' | T T, T Y. P T T3 ; r—rra L . N L )L 1 ¢ . & L. . ¥ v - X L v
0 3 6 9 12 15 18 21 24 27 30 33 36 35 42 45 48 5 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time from &-month landmark. months Time from Randomisation (Months)
1) ——— — E—
! -
90 ]
a:. 8 80 e—ene—o, SIS {1 CR
2 -
® £ 7 I.j._.a PRY
€ . $ sod PRI
z el 5 %0 » PR2
: o 3
2 ] § S
s % AXI+PEMBRO )
S0
e : : 4 CABO + NIVO
5 12 18 24 30 36 42 -
0 :

Survival time after 6-month landmark, months 0 3 6 9 12 15 18 21 24 27 30 33 36 39
Months from 6-month landmark

1. Motzer R, et al. NEJM 2018; 2. Motzer R, et al. Cancer 2022; 3. Motzer R, et al. NEJM 2021; 4. Porta C, et al. ESMO 2022; 5. Choueiri T, et al. NEJM 2021; 6. Motzer R, et al. Lancet Oncol 2022;
7. Rini B, et al. NEJM 2019; 8. Powles T, et al. Lancet Oncol 2020; Suarez C, et al. ASCO 2022.



AV Hosritat Clinico IO-VEGFE combos in mRCC

SaludMadrid Instituto de Oncologia

[ comunidad de Madrid
OS overtime inITT m CM-9ER A KN-426 e CM-214 & CLEAR
Overall Survival HR
p
CaboNivo ;gg mgz — I * 8gg
vs SUN 32.9 mo? L) 0.70
44.0 mo* i} 0.70
; 12.8 mo® A - 0.53
AxiPem 16.6 mo® A 0.59
42.8 mo A A Hr0.84 0.73
25.2 mo?® ' @ t 0.68
Nivolpi 32.4 mo'° = & 0.66
vs SUN  43.6 mo™ L L 0.72
55 mo'2 ' & 0.69
67.7 mo™3 O 0.72
14 N 4
LenPem 266 mots * . 84
vs SUN 33.7 mo'® r \ 4 ® oo 0.72
0.2 03 0.4 0.5 0.6 0.7 0.8 0.9 1 p o | 1.2

Rini B, et al .NEJM 2019; Motzer R, et al. NEJM 2019; Choueiri T, et al. NEJM 2021; Motzer R, et al. NEJM 2021



Ve Hospital Clinico
San Carlos
SaludMadrid Instituto de Oncologia
[ comunidad de Madrid

Hazard Ratio Hazard Ratio
A StadyoerSubgrous logiHazand Ratio)  SE Weight IV, Fived, 35X CI IV, Fieed, 95% C
CreckMate 214 -0499 02391 28.7% 0.61(0.38,0.97) —]
IMmesion] §1 -0.6573 02151 35.5% 0.52(0.34,0.79) i
JAVELIN Renal 101 -0.5697 0.2907 19.4% 0.57(0.32, 1.00) r——ri
KEYNOTE-426 -06189 03158 16.4% 0.54]0.29, 1.00) e S
Toral (95% C1) 1000% 0.56 j043, 0.71) &
Heserogently O = 0.26, 00« I P« 0.97) 1" « 0% =“ &G‘, O?s ) 3 m;

Test for overall effect 2 » 4.60 (P < 0.00001) Farours IC combiraticns Favorrs sunitisib

C Objective Response Rate in sRCC
0
60
50
@ 18 12
8
40
3
g
\E a0
=
20 38 41
10

-
=

Javelin RCC 101 CheckMate 214 Keynote 426 IMmotion 151 TOTAL

= PR mCR

Meta-analisis showed superior outcome for

|O-combos In sarcomatoid RCC

e NIVO +1P) SUN
09- N=T4 N=B5
’ MedEn OS (98% Cil. montns. MA RR2-NE) 142 93-229)
— DB HR 82% CO 045 0.3-0.0
£
S 07-
2
S 05
=
s 054
2 .
s 044 Ty
= T " S
e 03- v ey '1_X
o g TP N —
& 02 : —_—
0.1 4 S NO+IPI
s SUN
oo 1 1] | |l I | 1) 1 1 T || T T I I 1 | 1 1
0 3 6 9 12 B/ 18 21 24 27 0 I 6 39 42 45 48 51 54 57
Months
No. at nsk

NVO4IPI 74 69

SUN

6 80

€5
47

61 5 s §5 48 44 40 3 36 5 s 3 13 6 1
41 s 2 2B 2 B 22 19 10 13 17 14 13 10 -] 1

oo

lacovelli R, et al. Eur Urol Cancer 2020; Tannir N, et al. Clin Cancer Res 2021



K || et Long-term outcomes with Nivo-Ipi in

SaludMadrid  Instituto de Oncologia .
i S s i ? sarcomatoid RCC
Table 2 Best overall confirmed response per RECIST V.1.1 in all patients with IMDC I/P-risk sRCC and by tumor PD-L1 expression levels
/ Patients with I/P risk sRCC Patients with I/P risk sRCC and PD-L1 21  Patients with I/P risk sRCC and PD-L1 <1%
NIVO+IPI (n=74) SUN (n=65) NIVO+IPI (n=36) SUN (n=33) NIVO+IPI (n=35) SUN (n=29)
Confirmed ORR (95% CI), % 60.8 (48.8 to 72.0) 23.1 (13.5t0 35.2)169.4 (51.9 to 83.7) 242 (11.1t042.3) 54.3 (36.6t0 71.2) 20.7 (8.0 t0 39.7)
P value <0.0001 - -
Best overall response, n (%)
Complete response 17 (23.0) 4 (6.2) 9 (25.0) 3(9.1) 8 (22.9) 1(3.4)
Partial response 28 (37.8) 11 (16.9) 16 (44.4) 5(15.2) 11 (31.4) 5(17.2)
Stable disease 8 (10.8) 28 (43.1) 4(11.1) 13 (39.4) 4 (11.4) 13 (44.8)
Progressive disease 15 (20.3) 13 (20.0) 5(13.9) 9 (27.3) 9 (25.7) 4 (13.8)
\Unabie to determine/not reported 6 (8.1) 9 (13.8) / 2 (5.6) 3(9.1) 3(8.6) 6 (20.7)

I/P, intermediate/poor; NIVO+IPI, nivolumab plus ipilimumab; ORR, objective response rate; PD-L.1, programmed death ligand 1; RECIST, Response Evaluation Criteria in Solid Tumors; sRCC,
sarcomatoid renal cell carcinoma; SUN, sunitinib.

Rini B, et al. ] Immunother Cancer 2022
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Hospital Clinico
San Carlos
Instituto de Oncologia

All I/P-risk sRCC patients

NIVO+IPI | SUN
(n=74) (n=65)
Median PFS 26.5 55
(95% CI), mo | (7.2-NE) | (4.1-6.9)

HR (95% Cl), 0.50 (0.32-0.80); p=0.0036

SaludMadrid

[ comunidad de Madrid
A
— 104
;? :‘;';’.
-a 09_
3 o0s-
o
8 074
®
2 06—
5
2 05—
o
O 04
v
lg 0.3 -
® 02—
5
2 014
1
= 0.0 B —

0 36 9121

No. at risk

T

51

T
8

T

212

—T T T T T T T T T T T T T T
4 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72

Months

NIVO+IPl 74 54 46 41 37 36 32 30272525 242322201918 17171616 8 3 3 0

SUN

6539201511109 9 6 6 56 4 3 3 3 32 22211000

Overall survival (probability)

All I/P-risk sRCC patients

Long-term outcomes with Nivo-Ipi in sarcomatoid

RCC

NIVO+IPI SUN
(n=74) (n=65)
Median OS 48.6 14.2
(95% Cl), mo | (25.2-NE) | (9.3-22.9)

HR (95% Cl), 0.46 (0.29-0.71); p=0.0004

No. at risk
NIVO+IPI
SUN

| I T I I ]
0 3 6 91215182124 273033363942454851545760636669 7275
Months

746965615957 554944 40393635353434343333323130175 2 0
656047 413731282528322191918171414141313131312107 1 0

Rini B, et al. ] Immunother Cancer 2022



A 2 m .
{J\Jj Hospital Clinico Survival outcomes and ORR from phase lll
‘r San Carlos
B T T trial in patients with sRCC
[ comunidad de Madrid p
Table S5: Objective response in subgroups of clinical interest at baseline: sarcomatoid histology,
metastasis
Variable* SRCC positive sROC negative/not reported
A By sRCC status Nivolumah plus  Sunitinib  Nivelumab plus  Sunitinib
cabozantinib (n=41) cabozantinib (n=187)
(n=34) (n=289)
(Confirmed objective response rate, % 59 22 55 29
(95% CI) (41-78) (11-38) (49-61) (24-35)
Confirmed best overall response, n (Y%)
Complete response 5(15) 142) 35(12) 16 (6)
Partial response 15(44) 8 (20) 125 (43) 68 (24)
= Stable discase 10(29) 10424) 95(33) 124 (43)
aﬁ' Progressive disease 412) 14(34) 16(6) Lo
— Unable to determine 0 R (20) 18 (6) 471(16)
4 Not reported 0 0 0 L (<1)
c Median time to response (IQR), 28 19 28 44
2 - months (2-8-5-5) {2-84-2) (2-8-4-0) (2-8-7-3)
= 40 —+— NIVO + CABO sRCC positive h Median duration of response NR 83 29 17:8
§ SUN sRCC positive (95% CT). months (10-8-NE)  (2:8-152)  (18:6-27-6)  (10:9-23'5)
o 30 4 HR (95% Cl) 0-38 (0-20-0-74); p=0-0032 i L1 e
]
20 1 NIVO + CABO sRCC negative/not reported ;
10 - SUN sRCC negative/not reported !
HR (95% Cl) 0-78 (0-60-1-01); p=0-059 !
0 T T T T T T T L) T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Number at risk Time since randomisation (months)
(number censored)
NIVO + CABO sRCC positive 34(0) 34(0) 32(0) 31(0) 28(0) 27(0) 27(0) 26(0) 24(1) 21(2) 16(7) 9(14) 6(16) 1(200 0(21) 0(21)
SUN sRCC positive 41(0) 38(0) 33(0) 27(0) 23(0) 23(0) 22(1) 20(1) 17(1) 12(3) 8(6) 4(9 2(11) 1(12 0(13) 0(13)
NIVO + CABO sRCC negative/not reported 289 (0) 276 (3) 265(4) 253(6) 242(7) 231(7) 220(9) 209(9) 195(9) 178(20) 122(73) 71 (116) 36 (148) 10(172) 1(180) 0(181)

SUN sRCC negative/not reported

287 (0)

261 (7) 242(8) 230(8) 216 (10) 203 (11) 193 (12) 178 (14) 170 (14) 154 (23) 101 (71) 55 (114) 21 (145) 5(160) 2 (163) 0 (165)

1. Motzer R, et al. NEJM 2018; 2. Motzer R, et al. Cancer 2022; 3. Motzer R, et al. NEJM 2021; 4. Porta C, et al. ESMO 2022; 5. Choueiri T, et al. NEJM 2021; 6. Motzer R, et al. Lancet Oncol 2022;

7. Rini B, et al. NEJM 2019; 8. Powles T, et al. Lancet Oncol 2020
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Maintenance
Nivo

£3 IMDC criteria
CN eligible by MDT

Maintenance
)

Key Eligibility Criteria:

NORD|C'SUN * Metastatic RCC

N=400

$3 IMDC criteria

Nivo + Ipi MDT for CN
NCT03977571 * Treatment-naive c1-4 eligibility CN eligible by MDT
( ) * IMDC Int/Poor Risk
Primary endpoint: OS (from date of — - e
inclusion) - ’3WM —p Maintenance
PI: Frede Donskov -~ NotCN eligible Nivo

Continue IC)-
based regimen

PR or SD or CB
Surgical candidate

PROBE Tria' Key Eligibility Criteria:
(SWOG - Under * Metastatic RCC

* Treatment-naive

Continue ICl-

ICI-based
based regimen

regimen

Develop ment) Primary endpoint: OS (from mw —>£ ’m '
randomization) change i A

Pl: Ulka Vaishampayan & Hyung Kim

Key Eligibllity Criteria: Nivo + Ipi SBRT to Kidney Lesion Nivo + Ipi Maintenance
* Advanced RCC C1 30-40 Gy (5 Fractions) 24 Nivo

CYTOSHRINK Bl

* IMDC Int/Poor Risk

(NCT04090710) Rea

* Not a candidate for CN

Primary endpoint: PFS
Pl: Aly-Khan Lalani
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<+ CN should rarely be performed in

* Patients with poor risk disease.

* Patients with rapidly progressive disease or high disease
burden who need systemic therapy.

< Upfront CN should be considered in

 Patients with Favorable/Intermediate risk disease who
are candidates for active surveillance.

 Candidates for oligo-metastasectomy = NED.
« Symptomatic kidney masses.

< Deferred CN should be considered in patients with
strong responses to systemic therapy.
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