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Objetivos de aprendizaje * CSEARGR
Revisar los datos de fase lll informados sobre el tratamiento sistémico

adyuvante para el cancer de rinon de alto riesgo

Revisar la reciente aprobacion de la FDA de pembrolizumab en el
tratamiendo adyuvante y presentar las nuevas terapias en desarrollo en el
cancer de rinon

Discutir y comparar combinaciones de terapia de primera linea en el
cancer de rindn avanzado/metastasico

Presentar los ensayos combinados en curso en el entorno de primera linea

Presented by Andrea B. Apolo, MD
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Ensayos clinicos adyuvantes
para canceres de rindn




Estudios adyuvantes de inhibidor de la tirosina XXICONGRESO

COLOMBIANO

guinasaen el cancer de rindn de alto riesgo > CANCER

ASSURE estudio
(sunitinib and sorafenib)
NCT00326898

. N w SLP=supervivencia
Sunitinib x 1afiof Objetivo . .,
primario: SLP libre de progresion

Placebo y
Objeivo w —

Eleqgibilidad
pT1lb (G3-4), pT2-4, pN+

STRAC estudio (Sunitinib)
NCTO00375674

células claras RCC or nccRCC

primario: SLP

PROTECT estudio (pazopanib)
NCT01235962

egibilidad
pT2 (G3-4), pT3-4, pN+
células claras RCC N=1538 Placebo

SORCE estudio (sorafenib)
NCT00492258

Eleqgibilidad

Intermedio or high-riesgo
células claras RCCor nccRCC

Gl células claras RCC
Elegibilidad
i A Objetivo
primario: SLP
Sorafenib x3afio
Eisen T, et al. J Clin Oncol. 2020;38:4064-75.
Gross-Goupil M, et al. Ann Oncol. 2018;29:2371-8.

primario: SLP ATLAS estudio (axitinib)
o >pT2 +/- N+
Haas NB, et al. The Lancet. 2016;387:2008-16.
Ravaud A, et al. N Engl J Med. 2016;375:2246-54.

NCT01599754
Objetivo Axitinib x 3 afios
primario: SLP
Placebo .
B2 >50% células claras RCC
Motzer RJ, et al. J Clin Oncol. 2017;35:3916-23.
Motzer RJ, et al. Eur Urol. 2018;73:62-8.
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Estudlos adyuvantes de inhibidor de la tirosina XConGRIs

COLOMBIANO
DE CANCER
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A0Nn de alto riesgo

ASSURE estudio
(sunitinib and sorafenib) _ _
NCT00326898 S— SLP=supervivencia
jetivo . . s
Elegibilidad primario: SLP libre de progresion
pT1lb (G3-4), pT2-4, pN+
células claras RCC or nccRCC

STRAC estudio (Sunitinib)
NCTO00375674

B3y células claras RCC

primario: SLP ATLAS estudio (axitinib)
NCT01599754

Eleqgibilidad
primario: SLP

al >pT2 +/- N+
i A Objetivo
primario: SLP
Sorafenib x3afio

PROTECT estudio (pazopanib)
NCT01235962

eqibilidad
pT2 (G3-4), pT3-4, pN+

células claras RCC

N=1538 Placebo

Placebo

— 0) A
SORCE estudio (sorafenib) \BreZY >50% células claras RCC

NCT00492258
Eleqgibilidad

Intermedio or high-riesgo
células claras RCCor nccRCC

Eisen T, et al. J Clin Oncol. 2020;38:4064-75.
Haas NB, et al. The Lancet. 2016;387:2008-16.
Placebo Motzer RJ, et al. J Clin Oncol. 2017;35:3916-23.
Gross-Goupil M, et al. Ann Oncol. 2018;29:2371-8.
Ravaud A, et al. N Engl J Med. 2016;375:2246-54.
Motzer RJ, et al. Eur Urol. 2018;73:62-8.
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Estudios adyuvantes de inhibidor de la tirosina NS
sume euge | dUINAsaenN el cancer de rindn de alto riesgo

(sunitinib and sorafenib)
NCT00326898

Sunitinib X 1yr § Objetivo bestupervivep,cia
Eleqgibilidad primario: SLP Ibre de progresion _ o
0T1b (G3-4). pT2-4, pN+ : STRAC estudio (Sunitinib)

NCTO00375674
células claras RCC or nccRCC Placebo

nrimarin: SI_P

B3y células claras RCC

primario: SLP ATLAS estudio (axitinib)

NCT01599754

PROTECT estudio (pazopanib)
NCT01235962

egibilidad
pT2 (G3-4), pT3-4, pN+
células claras RCC

Objetivo v Elegibilidad
.nrimav-in- (3] P < ZpTz +l_ N+

— 0) A
SORCE estudio (sorafenib) \BreZY >50% células claras RCC

NCT00492258
Eleqgibilidad

i A Objetivo
primario: SLP
Sorafenib x3afio

Intermedio or high-riesgo
células claras RCCor nccRCC

Eisen T, et al. J Clin Oncol. 2020;38:4064-75.
Haas NB, et al. The Lancet. 2016;387:2008-16.
Placebo Motzer RJ, et al. J Clin Oncol. 2017;35:3916-23.
Gross-Goupil M, et al. Ann Oncol. 2018;29:2371-8.
Ravaud A, et al. N Engl J Med. 2016;375:2246-54.
Motzer RJ, et al. Eur Urol. 2018;73:62-8.
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Estudios adyuvantes de inhibidor de la tirosina ooNGRIS
eeume o, OUINasaen el cancer de rinon de alto riesgo

(sunitinib and sorafenib)
NCT00326898

PECANCER

SLP=supervivencia

Sunitinib X 1yr § Objetivo

primario: SLP libre de progresion

Eleqgibilidad
pT1lb (G3-4), pT2-4, pN+

STRAC estudio (Sunitinib)
NCTO00375674

Sorafenib x 1yr

Placebo —
Opletivo

primario: SLP

células claras RCC or nccRCC

PROTECT estudio (pazopanib) faay) celulas claras RCC

NCT01235962

egibilidad
pT2 (G3-4), pT3-4, pN+
células claras RCC

ATLAS estudio (axitinib)
NCT01599754

Elegibilidad
l 2pT2 +/- N+
NEy¢Xl >50% células claras RCC

Pazopanib x laiid Objetivo
primario: SLP

Objetivo
primario: SLP

AXitinib x 3 anos

SORCE estudio (sorafenib)

NCT00492258
i A Objetivo
Intermedio or high-riesgo ;

células claras RCCor nccRCC Placebo Motzer RJ, et al. J Clin Oncol. 2017;35:3916-23.
Gross-Goupil M, et al. Ann Oncol. 2018;29:2371-8.
Ravaud A, et al. N Engl J Med. 2016;375:2246-54.
Motzer RJ, et al. Eur Urol. 2018;73:62-8.

Eisen T, et al. J Clin Oncol. 2020;38:4064-75.
Haas NB, et al. The Lancet. 2016;387:2008-16.
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Estudios adyuvantes de inhibidor de la tirosina NS
ssume eengis | JUINAS@EN el cancer de rinon de alto riesgo

(sunitinib and sorafenib)
NCT00326898

T TR

drimario: SLP

Eleqgibilidad
pT1lb (G3-4), pT2-4, pN+

STRAC estudio (Sunitinib)
NCTO00375674

Sorafenib x 1and

células claras RCC or nccRCC

Placebo

primario: SLP

B3y células claras RCC

primario: SLP ATLAS estudio (axitinib)
NCT01599754

Elegibilidad
Placebo

PROTECT estudio (pazopanib)
NCT01235962

eqibilidad
pT2 (G3-4), pT3-4, pN+

células claras RCC N=1538
Objetivo
primario: SLP
SORCE estudio (sorafenib)
i A Objetivo
primario: SLP
Sorafenib x3afio

l 2pT2 +/- N+
NEy¢Xl >50% células claras RCC

NCT00492258
Eleqgibilidad

Intermedio or high-riesgo
células claras RCCor nccRCC

Eisen T, et al. J Clin Oncol. 2020;38:4064-75.
Haas NB, et al. The Lancet. 2016;387:2008-16.
Placebo Motzer RJ, et al. J Clin Oncol. 2017;35:3916-23.
Gross-Goupil M, et al. Ann Oncol. 2018;29:2371-8.

Ravaud A, et al. N Engl J Med. 2016;375:2246-54.
Motzer RJ, et al. Eur Urol. 2018;73:62-8.
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Estudios adyuvantes de inhibidor de la tirosina HCoNeRISS
~qguinasaen el cancer de riindn de alto riesgo
ASSURE estudio

(sunitinib and sorafenib)
NCT00326898

PECANCER

SLP=supervivencia

primario: SLP libre de progresion

Eleqgibilidad
pT1lb (G3-4), pT2-4, pN+

STRAC estudio (Sunitinib)
NCTO00375674

células claras RCC or nccRCC

primario: SLP

Placebo - y

PROTECT estudio (pazopanib) faay) celulas claras RCC

NCT01235962

eqibilidad
pT2 (G3-4), pT3-4, pN+

yrimario: SLP ATLAS estudio (axitinib)

NCT01599754

células claras RCC N=1538 —
Objetivo Axitinib x 3 afios Eleqibilidad
primario: SLP

gl >pT2 +/- N+

Placebo B #Z8 >50% células claras RCC

SORCE estudio (sorafenib)
NCT00492258

Eleqgibilidad

Sorafenib x1afiof ~-,-t.<
Eisen T, et al. J Clin Oncol. 2020;38:4064-75.

primario: SLP
Sorafenib x3ano
Haas NB, et al. The Lancet. 2016;387:2008-16.

Placebo Motzer RJ, et al. J Clin Oncol. 2017;35:3916-23.
Gross-Goupil M, et al. Ann Oncol. 2018;29:2371-8.

Intermedio or high-riesgo
células claras RCCor nccRCC

Ravaud A, et al. N Engl J Med. 2016;375:2246-54.
Motzer RJ, et al. Eur Urol. 2018;73:62-8.
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Estudios adyuvantes de inhibidor de la tirosina XNICoNGRISO
guinasaen el cancer de rindn de alto riesgo
ASSURE estudio

(sunitinib and sorafenib)
NCT00326898

egibilid NEGATIVO

pT1lb (G3%%

COLOMBIANO
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. N — SLP=supervivencia
Sunitinib X 1afnof§ Objetivo . . s
primario: SLP libre de progresion

STRAC estudio (Sunitinib)
NCT00375674
lacebo — — —— -
: Goivo.—— [llSiniinx a0 POSITIVO SLP
R ‘ NEGATIVO OS

primario: SLP ATLAS estudio (axitinib)

NCT01599754
NEGATIVO
primario: SLP

NEy¢Xl >50% células claras RCC
i A Objetivo
primario: SLP
Sorafenib x3ano

células claras RCC or nccRCC

PROTECT estudio (pazopanib)
NCT01235962

aibil NEGATIVO

células claras RCC N=1538 P acebo

Placebo

SORCE estudio (sorafenib)
NCT00492258

Eisen T, et al. J Clin Oncol. 2020;38:4064-75.
Haas NB, et al. The Lancet. 2016;387:2008-16.
Placebo Motzer RJ, et al. J Clin Oncol. 2017;35:3916-23.
Gross-Goupil M, et al. Ann Oncol. 2018;29:2371-8.
Ravaud A, et al. N Engl J Med. 2016;375:2246-54.
Motzer RJ, et al. Eur Urol. 2018;73:62-8.

células claras RCCor nccRCC
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STRAC trial: Sunitinib adyuvante en el cancer del rinon de CETBNEARS
alto riesgo después de la nefrectomia

1.0 ‘-NM
~4
Q‘ 0.9 %—M
o" =
O 08
2 g |
2 G . 5 07 , ——
- 1 28 | ..“'ﬂ c
" L WHAH 0.6
o ln.‘..ll ‘“ Sunitinib 2
W " =
g 1 : L B 8 05
: W =
b Placebo DQ 0.4
g < Median OS, years
@ Hazard ratio, 0.76 (95% Cl, 0.59-0.98) g 03 Sunitinib NR
o >
(a] P=0.03 2 02 Placebo NR
»
04 P=0.938°

HR 1.014 (95% CI, 0.716-1.435)

1 1
0
4 5 g

0 1 2 3 4 5 8 7 8 9
Years Survival Time (years)

No. at Risk Sunitinib 309 278 258 236 222 196 98 31 4 0

Sunitinib 309 225 173 153 144 119 Placebo 306 289 269 250 231 197 96 40 Fl 0
Placebo 306 220 181 150 135 102

Objetivo primario:
DFS, disease-ree sunvival, supervivencia libre de progresion

Ravaud A et al. N Engl J Med 2016,375(23):2246-2254.
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STRAC trial: Sunitinib adyuvante en el cancer del rindn de CorSMERg
alto riesgo despues de la nefrectomia

100
™

904 4 '\\
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K- T ‘:me %
o 50 ".."\l W Sunitinib -
& Yy 2
& 40+ "R Y %

Pl 3

§ 30+ acebo 2 Median OS, years
@ Hazard ratio, 0.76 (95% Cl, 0.59-0.98) g Sunitinib NR
Q 20+ P=0.03 g Placebo NR

104 D

g P=0.938°
0 HR 1.014 (85% CI, 0.716-1.435)
L | 1 | L L 1 1 1
0 1 2 3 4 S 6 7 8 9 1 N 3 M 5 M
Years Survival Time (years)
No. at risk
No. at Risk Sunitinib 309 278 258 236 222 196
Placebo 306 220 181 150 135 102 37 10 2 0

Objetivo primario:
supervivencia libre de progresion

DFS, disease-free survival.
Ravaud A et al. N Engl J Med 2016;375(23):2246-2254.
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STRAC trial: Sunitinib adyuvante en el cancer del rinon de KMCoNeRESD
alto riesgo después de la nefrectomia
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2017, la FDA aprobo sunitinib para el tratamiento adyuvante
de pacientes con alto riesgo de cancer del rindn después de
la nefrectomia

DFS, disease-free survival.
Ravaud A et al. N Engl J Med 2016;375(23):2246-2254.
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SWOG EVEREST Estudio de fase Il de Everolimus CHSNEARS
adyuvante para cancer renal

\_ CANCER
RESEARCH
\ NETWORK
a

Study Design

Objetivo primarios:
\ supervivencia libre de

K Key Eligibility Criteria > Everolimus 10 mg recaidas
p.o. daily x 54

* Fully-resected RCC within 12 weeks weeks

» Radical or partial nephrectomy

« TNM stage Randomize
« pT1b G3-4 1:1
« pT2-4 any G
e any N+

» Clear or non-clear cell Placebo

* No metastatic disease / > p.o. daily x 54

« PS 01 weeks

Stratification Factors:

Risk Group (Intermediate-High vs. Very High)
Histology (Clear cell vs. non-Clear Cell)
Performance Status (0 vs. 1)

2022 AS CO #ASC022 PRESENIEDBY; Content of this presentation is the property of the
ANNUAL MEETING Christopher W. Ryan, MD author, licensed by ASCO. Permission required for reuse KNOWLEDGE CONGUERS CANCER

Presentado por Andrea B. Apolo, MD
@apolo_andrea




SWOG EVEREST Estudio de fase lll de Everolimus CSNEARS
adyuvante para cancer renal

Supervivencia Libre de Recaidas Supervivencia Global
| No cumplié con el Objetivo N=1499
Recurrence-Free Survival Drlmarlo Dredeflnldo Overall Survival NCT01120249
All Ehgible, Randomized Patients All Eligible, Randomized Patients
100% S-Year 100% =
FalRisk Evemis Estmate
Everoimus 755 262 7%
80% ™ Flacebo 744 294 63% s T——
. T——— 60% 2
&0% = 40% 1
y HR 0.85 (95% Cl, 0.72, 1.00) ; HR 0.90 (95% CI, 0.71, 1.13)
20% =~ Pl'&w =0.025" 20% — S-Year P?-&M = 0'1 78
3Rk Deaths Essmate
4 Everolimus 755 139 87%
Flacebo T4 151 8s
0% . | R T SENET S TR | - T - LI 0% ' T T T T T ' : I % !
at Rish ’ > Veurs PostRandomizat : N X . : : W
o 2 : SIS FOTSANGOMTION. # at Risk vears Post-Randomization
— % w =R . T T R i
=N e s o Placedo 744 672 595 399 134

*did not cross prespecified p-value boundary for statistical significance of 0.022

Presentado por Andrea B. Apolo, MD
Ryan, CW ASCO 2022 , @apolo. andrea



Estudio de fase Ill de Pembrolizumab adyuvante para

cancer renal

KEYNOTE-564 Study Design

Key Eligibility Criteria
* Histologically confirmed clear cell renal cell
carcinoma
* Nephrectomy <12 weeks prior to randomization
* No prior systemic therapy
+ECOGPSOor1
* Tissue sample for PD-L1 assessment

Stratification Factors
* MO vs M1 NED
* MO group further stratified:
« ECOGPSOvs1
* US vs non-US

Choueiri TK, et al. N Engl J Med. 2021 Aug 19;385(8):683-694

XXICONGRESO
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Pembrolizumab 200 mg
Q3w
for ~1 year?

Placebo
Q3w
for ~1 year?

* Primary end point: DFS per investigator
+ Key secondary end point: OS
« Other secondary end points: Safety

Objetivo primario:
supervivencia libre de progresion

Andrea B. Apolo, MD %% @apolo_andrea



XXICONGRESO

KEYNOTE 564: Estudio de fase lll de Pembrolizumab OO CANCER
adyuvante para cancer renal

DFS by Investigator, ITT Population

100+
90- HR 0.68 (95% CI, 0.53-0.87)
P=0.00102
80~ ;
70+
. 60 : i
s i |
# 504 { 12-month rate | 24-month rate
B 40- 185.7% | 77.3%

176.2% i 68.1% % Events  Median (95% CI)
30+ ; | Pembro 22.0% NR (NR-NR)
20=- i | Placebo 30.3% NR (NR-NR)

Pembro i i ,
10 = ! ! Median follow-up: 24.1 (14.9-41.5) months.
Placebo : '
H 1
T A R R
0 5 10 15 20 25 30 35 40 45
No. at Risk Months
Pembro 496 457 414 371 233 151 61 21 1 0
Placebo 498 436 389 3 209 145 o6 19 1 0

Choueiri TK, et al., N Engl J Med. 2021 Aug 19:;385(8):683-694
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KEYNOTE 564: Estudio de fase Il de Pembrolizumab CHSNEARS
adyuvante para cancer renal

Interim OS Results, ITT Population

10— B B e
90- | |
80+ i i HR 0.54 (95% CI, 0.30-0.96)
70 ; ; P =0.01642
. o | |
. 50 i 12-month rate i 24-month rate
3 | 98.6% | 96.6%
40~ i 98.0% i 93.5% % Events Median (95% CI)
30~ ; ; Pembro 3.6% NR (NR-NR)
204 i ; Placebo 6.6% NR (NR-NR)
Pembro ' | .
10 = : ' Median follow-up: 24.1 (14.9-41.5) months.
Placebo ! !
O e T e . e I S T e T
0 5 10 15 20 25 30 35 40 45
No. at Risk Months
Pembro 496 490 486 482 338 215 124 51 3 0
Placebo 498 494 485 480 336 209 117 48 3 0

Choueiri TK, et al. N Engl J Med. 2021 Aug 19:385(8):683-694
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KEYNOTE 564 XXICONGRESO
Interim OS Results, ITT Population
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Noviembre de 2021, la FDA aprobd pembrolizumab para el
tratamiento adyuvante de pacientes con cancer del rindn con
riesgo intermedio-alto o alto de recurrencia despues de
nefrectomia o después de nefrectomia y reseccion de
lesiones metastasicas

Pembro 496 490 486 482
Placebo 498 494 485 480

Choueiri TK, et al. N Engl J Med. 2021 Aug 19:385(8):683-694
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Estudios de cancer de rindn adyuvantes/neoadyuvantes o
de fase lll en curso

Name/Trial registration | Design Targeted Population Treatment Primary
recruitment outcome

RAMPART adyuvante 1750 Céancer de rifidn de células clarasy  Monitoreo activovs. supervivenc
NCT03288532 de células no claras durvalumab vs. durvalumab  ialibre de
and tremelimumab progresion
(1 afo) and OS
PROSPER neoadyuvante 805 Clear cell and non-clear cell RCC Nivolumab neoadyuvante (1-2  supervivenc
NCT03055013 y adyuvante >T2 or N+ ciclos) y adyuvante (9 ciclos) vs. ia libre de
cirugia sola progresion
IMmotion010 adyuvante 778 Histologia de células claras no Atezolizumab vs. placebo supervivenc
NCT03024996 metastasicas o sarcomatoide (1 afo) ia libre de
(M1 resecado permitido) progresion
Checkmate-914 adyuvante 1600 Céancer de riiidn de células claras, Nivolumab and ipilimumab vs. supervivenc
NCT03138512 pT2 grade 4/sarcomatoid, pT3-4 or  placebo ia libre de
N+ progresion

Apolo AB, et al. Am Soc Clin Oncol Educ Book. 2022 Apr;42:1-16

Andrea B. Apolo, MD 9% @apolo_andrea



XXICONGRESO

Estudios de cancer de rindn adyuvantes/neoadyuvantes o
de fase lll en curso

Name/Trial registration | Design Targeted Population Treatment Primary
recruitment outcome

RAMPART adyuvante 1750 Céancer de rifidn de células clarasy  Monitoreo activovs. supervivenc
NCT03288532 de células no claras durvalumab vs. durvalumab  ialibre de

RECIBIENDO PACIENTES ?fg;g;*me“mumab progresion

PROSPER neoadyuvante 805 Clear cell and non-clear cell RCC Nivolumab neoadyuvante (1-2  supervivenc
NCT03055013 y adyuvante >T2 or N+ ciclos) y adyuvante (9 ciclos) vs. ia libre de

ESPERANDO LOS DATOS Fgia sos Progresien
IMmotion010 adyuvante 778 Histologia de células claras no Atezolizumab vs. placebo supervivenc
NCT03024996 metastasicas o sarcomatoide (1 afo) ia libre de
(M1 resecado permitido) progresion
Checkmate-914 adyuvante 1600 Céancer de riiidn de células claras, Nivolumab and ipilimumab vs. supervivenc
NCT03138512 pT2 grade 4/sarcomatoid, pT3-4 or  placebo ia libre de
N+ progresion

Apolo AB, et al. Am Soc Clin Oncol Educ Book. 2022 Apr;42:1-16
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Estudios de cancer de rindn adyuvantes/neoadyuvantes o
de fase lll en curso

Registro de Disefio Contratacio | Poblacién Tratamiento Objetivo
nombre/prueba n selectiva primario

RAMPART adyuvante 1750 Céancer de rifidn de células clarasy  Monitoreo activovs. supervivenc

NCT03288532 de células no claras durvalumab vs. durvalumab  ialibre de
]ENROLL][NG and tremelimumab progresion
(1 afo) and OS
PROSPER neoadyuvante 805 Clear cell and non-clear cell RCC Nivolumab neoadyuvante (1-2  supervivenc

o emmts T2 or N+ ciclos) y adyuvante (9 ciclos) vs. ia libre de

AWAfTING DATA cirugia sola progresion

NCT03055013

IMmotion010 adyuvante 778 Histologia de células claras no Atezolizumab vs. placebo supervivenc

i NEGATIVO (COMUNICADO DE PRENSA), JULIO 2022) ;oess

Checkmate-914 adyuvante 1600 Céancer de rifidn de células claras,  Nivolumab and ipilimumab vs. supervivenc

NCT03138512 pT2 grade 4/sarcomatoid, pT3-4 or  placebo ia libre de
N+ progresion

Apolo AB, et al. Am Soc Clin Oncol Educ Book. 2022 Apr;42:1-16
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Estudios de cancer de rindn adyuvantes/neoadyuvantes o
de fase lll en curso

Registro de Disefio Contratacio | Poblacién Tratamiento Objetivo
nombre/prueba n selectiva primario

RAMPART adyuvante 1750 Céancer de rifidn de células clarasy  Monitoreo activovs. supervivenc

NCT03288532 de células no claras durvalumab vs. durvalumab  ialibre de
]ENROLL][NG and tremelimumab progresion
(1 afo) and OS
PROSPER neoadyuvante 805 Clear cell and non-clear cell RCC Nivolumab neoadyuvante (1-2  supervivenc

o emmts T2 or N+ ciclos) y adyuvante (9 ciclos) vs. ia libre de

AWAfTING DATA cirugia sola progresion

NCT03055013

IMmotion010 adyuvante 778 Histologia de células claras no Atezolizumab vs. placebo supervivenc

e NEGATIVO (COMUNICADO DE PRENSA, JULIO 2022) ;ioess,

GATIVO (COMUNICADO DE PRENSA, JULIO 202  Supenivenc

progresion

Apolo AB, et al. Am Soc Clin Oncol Educ Book. 2022 Apr;42:1-16
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Estudios combinados de primera linea de fase 3 en RooNGRIs
cancer de rifidn avanzado/metastasico

PECANCER

Checkmate 214: Nivolumab/Ipilimumab Checkmate 9ER: Cabozantinib/Nivolumab

Patients Treatment N = 651
ize 1: ArmA Key inclusion criteria?2
Bendomize 11 NIVO 3 mgl/kg + IPI 1 mg/kg every ef
« Treatment-naive Stratified by 3 weeks for 4 doses NIVO 240 mg flat dose IV Q2W

+ Previously untreated advanced or

clear-cellaRCC +IMDC prognostic score then NIVO 3 mg/kg every 2 weeks Treatment until metastatic RCC with a clear cell

-0 (favorable risk) progression or

+ CABO 40 mg PO QD

+ Measurable . : : Patients receiving NIVO monotherapy could to switch component, including sarcomatoid
e -1 or 2 (intermediate risk) NIVO 240ma fiat dosi unacceptable ,
disease -3 t0 6 (poor risk) s e fintoiieic toxicity features
* Region
. >709
KPS 270% —US Arm B + Any IMDC risk group
* Tumor tissue - Canada/Europe SUN 50 mg once daily for "“,’;’;::‘;;’:;‘,’s d;sf'zgg;"e Stratification factors:
available for - Rest of world 4 weeks on, 2 weeks off reatment: * No prior systemic therapy  .|MDC risk score
PD-L1 testing (6-week cycles)

«Tumor PD-L1 expression
+Geographic region

Crossover from SUN to NIVO+IP| was permitted®

KEYNOTE-426: Axitinib/Pembrolizumab CLEAR: Lenvatinib/Pembrolizumab

Lenvatinib

Pembrolizumab 200 mg IV Q3W Key eligibility criteria 20 mg gral Qb

oo o for up to 35 cycles
Key Eligibility Criteria (approximately 2 years)

+ Newly diagnosed or recurrent + * Treatment-naive 200 mg IV Q3W
slage IV clear cell RCC Axitinib 5 mg orally twice daily? * Karnofsky performance status 270

* Advanced clear-cell RCC i ‘ : ;
Pembrolizumab Primary endpoint

* PFS by IRC per RECIST v1.1

* No previous systemic treatment for Secondary endpounts

: * Measurable disease Lenvatinib 7
advanced disease . /—\ 18 mg oral QD &
+ Measurable disease per * Adequate organ function —s R (1:1:1) . + * ORR by IRC per RECIST v1.1

-
RECIST V1.1 Sunitinib 50 mg orally once daily v Everolimus * Safety
for first 4 weeks of each 6-week cycle® Stratification factors 5 mgoral QD * HRQoL
Stratification Factors + Geographic region: Western Europe N Key exploratory endpoints
- IMDC risk group and North America vs Rest of the s * DOR
(favorable vs intermediate vs poor) w . World :
- Geographic region + Dual primary: OS and PFS (RECIST v1.1, BI.CR )in ITT L — * Biomarkers
(North America vs Western Europe * Key secondary: ORR (RECIST v1.1, BICR )in ITT *« MSKCC risk category: Favorable,

vs ROW) + Other secondary: DOR (RECIST v1.1), safety .’»(st

Intermediate, or Poor
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Estudios combinados de primera linea de fase 3 en

Checkmate 214: Nivolumab/Ipilimumab

« Treatment-naive
clear-cellaRCC

* Measurable
disease

* KPS 270%

* Tumor tissue
available for

Patients

Randomize 1:1

Stratified by
«IMDC prognostic score

-0 (favorable risk)
-1 or 2 (intermediate risk)
-3 to 6 (poor risk)
* Region
-uUs
- Canada/Europe
- Rest of world

PD-L1 testing

Treatment

ArmA
NIVO 3 mg/kg + IPI 1 mg/kg every
3 weeks for 4 doses
then NIVO 3 mg/kg every 2 weeks

Patients receiving NIVO monotherapy could to switch
to NIVO 240mg fiat dosing®

Arm B
SUN 50 mg once daily for
4 weeks on, 2 weeks off
(6-week cycles)

Crossover from SUN to NIVO+IP| was permitted®

KEYNOTE-426: Axitinib/Pembrolizumab

Key Eligibility Criteria
+ Newly diagnosed or recurrent
stage IV clear cell RCC

+ No previous systemic treatment for
advanced disease

+ Measurable disease per
RECIST v1.1

Stratification Factors

= IMDC risk group
(favorable vs intermediate vs poor)

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

Pembrolizumab 200 mg IV Q3W
for up to 35 cycles
(approximately 2 years)

+

Axitinib 5 mg orally twice daily?

Sunitinib 50 mg orally once daily

Treatment until
progression or
unacceptable
toxicity

Patients could discontinue
after 2 years of study
treatment?

cancer de rindn avanzado/metastasico

Checkmate 9ER: Cabozantinib/Nivolumab

N =651
Key inclusion criteria’-?

+ Previously untreated advanced or
metastatic RCC with a clear cell
component, including sarcomatoid
features

+ Any IMDC risk group
Stratification factors:
+ No prior systemic therapy

NIVO 240 mg flat dose IV Q2W
+ CABO 40 mg PO QD

for first 4 weeks of each 6-week cycle®

End Points

+ Dual primary: OS and PFS (RECIST v1.1, BICR )in ITT

* Key secondary: ORR (RECIST v1.1, BICR )in ITT
+ Other secondary: DOR (RECIST v1.1), safety

«IMDC risk score
«Tumor PD-L1 expression
+Geographic region

CLEAR: Lenvatinib/Pembrolizumab

Lenvatinib
20 mg oral QD
+

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

200 mg IV Q3W

Lenvatinib
18 mg oral QD
+

=)

Everolimus
5 mgoral QD

Pembrolizumab®

XXICONGRESO

COLOMBIANO
bECANCER

Primary endpoint

* PFS by IRC per RECIST v1.1
Secondary endpoints

*0S

* ORR by IRC per RECIST v1.1
« Safety

* HRQoL

Key exploratory endpoints
*DOR

* Biomarkers
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Estudios combinados de primera linea de fase 3 en

Checkmate 214: Nivolumab/Ipilimumab

« Treatment-naive
clear-cellaRCC

* Measurable
disease

* KPS 270%

* Tumor tissue
available for

Patients

Randomize 1:1

Stratified by

«IMDC prognostic score
-0 (favorable risk)
-1 or 2 (intermediate risk)
-3 to 6 (poor risk)

* Region
-uUs
- Canada/Europe
- Rest of world

Treatment

ArmA
NIVO 3 mg/kg + IPI 1 mg/kg every
3 weeks for 4 doses

then NIVO 3 mg/kg every 2 weeks

Patients receiving NIVO monotherapy could to switch

to NIVO 240mg fiat dosing®

Arm B
SUN 50 mg once daily for
4 weeks on, 2 weeks off

Treatment until
progression or
unacceptable
toxicity

Patients could discontinue
after 2 years of study
treatment?

PD-L1 testing

(6-week cycles)

Crossover from SUN to NIVO+IP| was permitted®

KEYNOTE-426: Axitinib/Pembrolizumab

Key Eligibility Criteria
+ Newly diagnosed or recurrent
stage IV clear cell RCC

+ No previous systemic treatment for
advanced disease

+ Measurable disease per
RECIST v1.1

Stratification Factors

= IMDC risk group
(favorable vs intermediate vs poor)
= Geographic region
(North America vs Western Europe
vs ROW)

Pembrolizumab 200 mg IV Q3W
for up to 35 cycles
(approximately 2 years)

+

Axitinib 5 mg orally twice daily?

Sunitinib 50 mg orally once daily
for first 4 weeks of each 6-week cycle®

End Points

+ Dual primary: OS and PFS (RECIST v1.1, BICR )in ITT
* Key secondary: ORR (RECIST v1.1, BICR )in ITT

+ Other secondary: DOR (RECIST v1.1), safety

cancer de rindn avanzado/metastasico

Checkmate 9ER: Cabozantinib/Nivolumab

N = 651

Key inclusion criteria’-?

+ Previously untreated advanced or
metastatic RCC with a clear cell
component, including sarcomatoid

features
+ Any IMDC risk group

+ No prior systemic therapy

Stratification factors:
«IMDC risk score

«Tumor PD-L1 expression
+Geographic region

CLEAR: Lenvatinib/Pembrolizumab

Lenvatinib
20 mg oral QD
+

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

Pembrolizumab®
200 mg IV Q3W

Lenvatinib
18 mg oral QD
+

=)

Everolimus
5 mgoral QD

NIVO 240 mg flat dose IV Q2W
+ CABO 40 mg PO QD

XXICONGRESO
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Primary endpoint

* PFS by IRC per RECIST v1.1
Secondary endpoints

*0S

* ORR by IRC per RECIST v1.1
« Safety

* HRQoL

Key exploratory endpoints
*DOR

* Biomarkers
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cancer de rindn avanzado/metastasico

Checkmate 214: Nivolumab/Ipilimumab

« Treatment-naive
clear-cellaRCC

* Measurable
disease

* KPS 270%

* Tumor tissue
available for

Patients

Randomize 1:1

Stratified by

«IMDC prognostic score
-0 (favorable risk)
-1 or 2 (intermediate risk)
-3 to 6 (poor risk)

* Region
-uUs
- Canada/Europe
- Rest of world

Treatment

ArmA
NIVO 3 mg/kg + IPI 1 mg/kg every
3 weeks for 4 doses

then NIVO 3 mg/kg every 2 weeks

Patients receiving NIVO monotherapy could to switch
to NIVO 240mg fiat dosing®

Arm B
SUN 50 mg once daily for
4 weeks on, 2 weeks off

Treatment until
progression or
unacceptable
toxicity

Patients could discontinue
after 2 years of study
treatment?

Checkmate 9ER: Cabozantinib/Nivolumab

N = 651

Key inclusion criteria’-?

+ Previously untreated advanced or
metastatic RCC with a clear cell

NIVO 240 mg flat dose IV Q2W
+ CABO 40 mg PO QD

component, including sarcomatoid

features
Any IMDC risk group

No prior systemic therapy

Stratification factors:

PD-L1 testing

(6-week cycles)

Crossover from SUN to NIVO+IP| was permitted®

KEYNOTE-426: Axitinib/Pembrolizumab

Key Eligibility Criteria
+ Newly diagnosed or recurrent
stage IV clear cell RCC

+ No previous systemic treatment for
advanced disease

+ Measurable disease per
RECIST v1.1

Stratification Factors

= IMDC risk group
(favorable vs intermediate vs poor)

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

Pembrolizumab 200 mg IV Q3W
for up to 35 cycles
(approximately 2 years)

+

Axitinib 5 mg orally twice daily?

Sunitinib 50 mg orally once daily
for first 4 weeks of each 6-week cycle®

End Points

+ Dual primary: OS and PFS (RECIST v1.1, BICR )in ITT
* Key secondary: ORR (RECIST v1.1, BICR )in ITT

+ Other secondary: DOR (RECIST v1.1), safety

«IMDC risk score
«Tumor PD-L1 expression
+Geographic region

CLEAR: Lenvatinib/Pembrolizumab

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

Lenvatinib
20 mg oral QD
+

Pembrolizumab®
200 mg IV Q3W

Lenvatinib
18 mg oral QD
+

=)

Everolimus
5 mgoral QD

Primary endpoint

* PFS by IRC per RECIST v1.1
Secondary endpoints

*0S

* ORR by IRC per RECIST v1.1
« Safety

* HRQoL

Key exploratory endpoints
*DOR

* Biomarkers
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Estudios combinados de primera linea de fase 3 en
cancer de rifidn avanzado/metastasico

Checkmate 214: Nivolumab/Ipilimumab

Patients

Randomize 1:1

« Treatment-naive
clear-cellaRCC

Stratified by
«IMDC prognostic score

* Measurable
disease

-0 (favorable risk)
-1 or 2 (intermediate risk)
-3 to 6 (poor risk)

« KPS 270% * Region
-us
* Tumor tissue - Canada/Europe

available for - Rest of world

PD-L1 testing

Treatment

ArmA
NIVO 3 mg/kg + IPI 1 mg/kg every
3 weeks for 4 doses

then NIVO 3 mg/kg every 2 weeks

Patients receiving NIVO monotherapy could to switch
to NIVO 240mg fiat dosing®

Arm B
SUN 50 mg once daily for
4 weeks on, 2 weeks off
(6-week cycles)

Crossover from SUN to NIVO+IP| was permitted®

KEYNOTE-426: Axitinib/Pembrolizumab

Key Eligibility Criteria
+ Newly diagnosed or recurrent
stage IV clear cell RCC

+ No previous systemic treatment for
advanced disease

+ Measurable disease per
RECIST v1.1

Stratification Factors

= IMDC risk group
(favorable vs intermediate vs poor)

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

Pembrolizumab 200 mg IV Q3W
for up to 35 cycles
(approximately 2 years)

+

Axitinib 5 mg orally twice daily?

Sunitinib 50 mg orally once daily

Treatment until
progression or
unacceptable
toxicity

Patients could discontinue
after 2 years of study
treatment?

Checkmate 9ER: Cabozantinib/Nivolumab

N = 651

Key inclusion criteria’-?

+ Previously untreated advanced or

NIVO 240 mg flat dose IV Q2W
+ CABO 40 mg PO QD

metastatic RCC with a clear cell
component, including sarcomatoid
features

for first 4 weeks of each 6-week cycle®

End Points

+ Dual primary: OS and PFS (RECIST v1.1, BICR )in ITT

* Key secondary: ORR (RECIST v1.1, BICR )in ITT
+ Other secondary: DOR (RECIST v1.1), safety

+ Any IMDC risk group

+ No prior systemic therapy

Stratification factors:
«IMDC risk score

«Tumor PD-L1 expression
+Geographic region

CLEAR: Lenvatinib/Pembrolizumab

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

Lenvatinib
20 mg oral QD
+

Pembrolizumab®
200 mg IV Q3W

Lenvatinib
18 mg oral QD
+

=)

Everolimus
5 mgoral QD
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Primary endpoint

* PFS by IRC per RECIST v1.1
Secondary endpoints

*0S

* ORR by IRC per RECIST v1.1
« Safety

* HRQoL

Key exploratory endpoints
*DOR

* Biomarkers
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Resumen de Estudios Aleatorizados de Combinacidén de Primera Linea de Fase 3 en Cancer de Rifiidn

CHECKMATE-2141 | ' KEYNOTE-4262 CHECKMATE-9ER3 CLEAR?
N=1096 N=861 N=651 N=1069
FDA Approved 2018 FDA Approved 2019 FDA Approved 2021 FDA Approved 2021
NivoI:_Jmab VS. Axitinib + VS. Cabozantinib + VS. Lenvatinib + VS.
Ipilimumab Sunitinib Pembrolizumab Sunitinib Nivolumab Sunitinib Pembrolizumab Sunitinib

1. Motzer R et al N Engl J Med 2018; 378:1277-1290; 2. Rini B et al N Engl J Med 2019; 380:1116-11273. Choueiri et al., N Engl J Med 2021; 384:829-841; 4. Motzer R et al., N Engl J Med 2021;384:1289-300.); 5. Heng DY, et al. J Clin Oncol. 2009;27(34):5794-579
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Resumen de Estudios Aleatorizados de Combinacidon de Primera Linea de Fase 3 en Cancer de RIiidn

CHECKMATE-2141] | KEYNOTE-426> | )} CHECKMATE-9ER3 | CLEAR*
N=1096 | N=861 | N=651 | N=1069
FDA Approved 2018 I FDA Approved 2019 | FDA Approved 2021 | FDA Approved 2021
Nivolrmab VS. Axitinib + VS. Cabozantinib + | Lenvatinib + VS.
- Sunitinib Pembrolizumab Sunitinib Nivolumab Sunltlnlb Pembrolizumab Sunitinib
Ipilimumab

IMDC:Consorcio internacional de base de
datos de cancer de rindn

Criterios IMDC de pronéstico del cancer de rindn metastasico®

1. KPS < 80% (estado de rendimiento) B ofen,., — Favorabl —

2. Tiempo desde el diagndstico hasta el tratamiento £ es{{ . "~ - o IMDC Grupo de riesgo Supervivencia global
3. Hipercalcemia So0e] My S— _ (1Kl era)

4 Anemia E o5 ", Bueno (0 factores de riesgo) 3-4 afios

c Neutrophilia % 034 “ﬂoiﬂ Intermedio (1-2 factores de riesgo) 27 Meses

6. Trombocitosis 3 °';’ . ";4'*' fffff . — - Pobre (=3 factores de riesgo) 8.8 Meses

Time Since Therapy Initiation (months)

1. Motzer R et al N Engl J Med 2018; 378:1277-1290; 2. Rini B et al N Engl J Med 2019; 380:1116-11273. Choueiri et al., N Engl J Med 2021; 384:829-841; 4. Motzer R et al., N Engl J Med 2021;384:1289-300.); 5. Heng DY, et al. J Clin Oncol. 2009;27(34):5794-579
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Resumen de Estudios Aleatorizados de Combinacidon de Primera Linea de Fase 3 en Cancer de RIifidn

CHECKMATE-2141] | KEYNOTE-426> | )} CHECKMATE-9ER3 | CLEAR*
N=1096 | N=861 | N=651 | N=1069
FDA Approved 2018 I FDA Approved 2019 | FDA Approved 2021 | FDA Approval 2021
Nivolrmab VS. Axitinib + VS. Cabozantinib + | Lenvatinib + VS.
- Sunitinib Pembrolizumab Sunitinib Nivolumab Sunltlnlb Pembrolizumab Sunitinib
Ipilimumab

Pobres,
6% Favorable 23%

obre, 13% Pobre, 20%
Favorable 32%

Favorable 23%’

Favorable 31%

Criterios IMDC de pronéstico del cancer de rindn metastasico®

1. KPS < 80% (estado de rendimiento) B ofen,., — Favorabl —

2. Tiempo desde el diagndstico hasta el tratamiento £ es{{ . "~ - o IMDC Grupo de riesgo Supervivencia global
3. Hipercalcemia So0e] My S— , (1Kl era)

4 Anemia E o5 ", Bueno (0 factores de riesgo) 3-4 afios

5 Neutrophilia %’j’ o “" 007 Intermedio (1-2 factores de riesgo) 27 Meses

6. Trombocitosis & °';’ . 2‘4* fffff - - _ Pobre (>3 factores de riesgo) 8.8 Meses

Time Since Therapy Initiation (months)

1. Motzer R et al N Engl J Med 2018; 378:1277-1290; 2. Rini B et al N Engl J Med 2019; 380:1116-11273. Choueiri et al., N Engl J Med 2021; 384:829-841; 4. Motzer R et al., N Engl J Med 2021;384:1289-300.); 5. Heng DY, et al. J Clin Oncol. 2009;27(34):5794-579
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Resumen de Estudios Aleatorizados de Combinacidon de Primera Linea de Fase 3 en Cancer de RIifidn

CHECKMATE-2141 § KEYNOTE-4262 j§ CHECKMATE-9ERS3 CLEAR?
N=1096 N=861 | N=651 { N=1069
mediana | |
Seguimiento 42 months 42 months 24 months 27 months

Lenvatinib + VS.
Ipilimumab Sunitinib Everolimus § Sunitinib
mediana PFS ITT
(m)

HR (95% Cl)

12.4 12.3 14.7 9.2

l Nivolumab + VS.

0.88 (0.75-1.04) 0.65 (0.53-0.80)

Grupo de riesgo

(m)
Favorable 20.7 17.8 24.7 12.8 28.1 12.9
Intermedio/ 13.8 8.2 17.5 8.5 22.1 5.9
Pobre HR 0.67 (0.55-0.81) ‘ 9.9 4.2

1. Motzer R et al JITC 2020;8:e000891; 2. Rini B et al J Clin Oncol 39, 2021 (suppl 15; abstr 4500); 3. Apolo AB et al., J Clin Oncol 39, 2021 (suppl 15; abstr 4553); 4. Grunwald V et al., J Clin Oncol 39, 2021 (suppl 15; abstr 4560
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Resumen de Estudios Aleatorizados de Combinacidon de Primera Linea de Fase 3 en Cancer de Riidn

CHECKMATE-214! § KEYNOTE-4262 § CHECKMATE-9ERS3 CLEAR*
N=1096 | N=861 N=651 { N=1069
e 42 months ' 42 months 24 months 27 months
Seguimiento
Nivolumab + VS. Axitinib + VS. Cabozantinib VS. Lenvatinib + VS. Lenvatinib + VS.
Ipilimumab Sunitinib Pembrolizumab§ Sunitinib § + Nivolumab Sunitinib Pembrolizumab Sunitinib Everolimus § Sunitinib

NR (0 295 NR ( ~nr (¢ (N
0.66 (0.50-0.87) 0.66 (0.49-0.88) 1.15 (0.88-1.50)

575 (485
0.73 (0.60-0.88)

mediana OS ITT (m)‘ (384
HR (95% ClI) 0.72 (0.61-0.86)

Grupo de riesgo
(%)
Favorable
Intermedio/
Pobre

47.0 26.6
HR 0.66 (0.55-0.80)

HR 0.64 (0.52—0.80)

1. Motzer R et al JITC 2020;8:e000891; 2. Rini B et al J Clin Oncol 39, 2021 (suppl 15; abstr 4500); 3. Apolo AB et al., J Clin Oncol 39, 2021 (suppl 15; abstr 4553); 4. Grunwald V et al., J Clin Oncol 39, 2021 (suppl 15; abstr 4560

Presented By: Andrea B. ApO'O, MD #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 ASCO
Permission required for reuse.
L @apolo_andrea ANNUAL MEETING



XXICONGRESO

COLOMBIANO

Checkmate 214: Supervivencia Global en todos los pacientes 5 CANCER

CheckMate 214

Overall Survival: ITT Patients

Median OS, months (95% CI)

NIVO+IPI NR (NE)
1.0 = SUN 37.9 (32.2-NE)
s 09+ HR (95% Cl), 0.71 (0.59-0.86)
§ 0.8 P =0.0003
s 07 - |
£ 064 | 000000000
E 1 ] S
E 0.5 - : : 61% : R
2 04 - : : ! 56% SUN
T 034 : : :
g [} I |
3 024 : : :
0.1 o : : i
00 _I I L) Ll ; 1 1 I ; Ll ; I Ll L) 1 1
0 3 6 9 12 15 18 21 24 57 30 33 36 39 42 45
Months
No. at risk
NIVO+IPI 550 523 492 464 443 425 410 389 371 351 327 271 161 58
SUN 546 507 472 435 404 367 345 325 310 295 275 232 145 55

Cl, confidence interval; NE, notestimable; NR. not reached 5

. Presentado por Andrea B. Apolo, MD
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Checkmate 214: OS supervivencia global basada en el riesgo IMDC jEgeistas

Overall Survival: by IMDC Risk

Intermediate/poor risk Favorable risk
Median OS, months (95% Cl) Median OS, months (95% CI)
NIVO+IPI NR (35.6-NE) NIVO+IPI NR (NE)
SUN 26.6 (22.1-33.4) SUN NR (NE)
HR (95% Cl), 0.66 (0.54-0.80) HR (95% Cl), 1.22(0.73-2.04)
P <0.0001 P =0.4426
1.0 -fig z
— 0.9- .
o > 1
z 28 3 : 1
§ 0.7 1 % § 1 1 1
5 o6 : NIVO+IPI £ I : :
% 047 I I 147% - @ I I I
T 03 : I : BN T I : i
§ o1 : o : | !
0.1+ | 1 I 1 1 1
I 1 I 1 1 1
0.0 T T T : T T T : T : T T T T 1 % T T T ll T T T : T : T T T T 1
0 3 6 9 12 15 18 21 24 2 30 3 36 39 42 45 0 3 6 9 12 15 18 21 24 27 30 3 36 39 42 45
No. at risk Months No. at risk WManths
NIVO+IPl 425 399 372 348 332 317 306 287 270 253 233 183 90 34 2 0 NIVO+IPI 125 124 120 116 111 108 104 102 101 98 94 88 71 24 2 0
SUN 422 388 353 318 290 257 236 220 207 194 179 144 75 29 3 0 SUN 124 119 119 117 114 110 109 105 103 101 96 88 70 26 2 0

. Presentado por Andrea B. Apolo, MD
Motzer et al, NEJM, 2018, Tannir et at GU ASCO 2019 @apolo_andrea
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Checkmate 214: SLP supervivencia global basada en el riesgo IMDC 5 CANCER

CheckMate 214

Investigator-Assessed Progression-Free Survival per
RECIST v1.1: by IMDC risk

Intermediate/poor risk Favorable risk
Median PFS, months (95% Cl) Median PFS, months (95% CI)
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Comparacion de la supervivencia-libre de progresion en tres XComcrso
estudios de combinaciones de primera linea
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Resumen de Estudios Aleatorizados de Combinacidén de Primera Linea de Fase 3 en Cancer de Rifiidn

N=1096 N=861 N=651 N=1069
US FDA Approved 2018 Approved 2019 Approved 2021 Approved 2021 '
Nivolumab + VS. Axitinib + VS. Cabozantinib VS. Lenvatinib + VS. Lenvatinib + VS.
Ipilimumab Sunitinib Pembrolizumab§ Sunitinib § + Nivolumab Sunitinib Pembrolizumab Sunitinib Everolimus § Sunitinib

ORR/CR ITT (%)
Grupo de riesgo
0,

Favorable
Nntermedio

60/10 40/4

Pobre
Longest mediana 42 months 42 months 24 months 27 months
Follow-up
1. Motzer R et al JITC 2020;8:€000891; ,2. Rini B et al J Clin Qncol 3&?621 (suppl 15; abstr 4500); 3. Apolo AB et al., J Clin Oncol 39, 2021 (suppl 15; abstr 4553); 4. Grunwald V et al., J Clin Oncol 39, 2021 (suppl 15; abstr 4560 ©
Presented By: ndrea B. polo, #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 ASCO

, @apolo andrea Permission required for reuse. ANNUAL MEETING



Resumen de Estudios Aleatorizados de Combinacién de Primera Linea de Fase 3 en Cancer de Rifidn
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Resumen de Estudios Aleatorizados de Combinacidén de Primera Linea de Fase 3 en Cancer de Rifiidn
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» El tiempo sin tratamiento, Podemos incorporar opciones de interrupcion de la terapia
dentro de los ensayos clinicos?

> Terapias posteriores, ¢,cuantos pacientes estan pasando a terapias de segunda y tercera
linea?

» Tolerancia al tratamiento, Cuales son los eventos de grado 3/4,
retenciones/reducciones/interrupcion de la dosis

> Criterios de valoracion de la calidad de vida con el tratamiento
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Ongoing First-line Phase 3 Study in Renal Cell
Carcinoma Comparing Nivolpi vs CaboNivolpi

» Cancer del Rifibn avanzado o
metastasico

« Componente de células claras

* Intermedio/Pobre riesgo

 Enfermedad medible

* Previamente no tratado

» Factores de estratificacion

* Puntuaciéon de riesgo IMDC
(1-2 vs 3-6 factores)

* Region ([EE.UU. o Canadao
Europa o Australia o Nueva
Zelanda] vs [América Latina o
Asia))
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@apolo_andrea
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Randomization 1

Andrea B. Apolo, MD

Cabozantinib 40 mg PO QD

Nivolumab 3 mg/kg IV Q3W (4 doses)
Ipilimumab 1mg/kg IV Q3W (4 doses)
Followed by

Cabozantinib 40 mg PO QD

Nivolumab 480 mg flat dose IV Q4W (2 yrs)

N= 840

Cabo-matched Placebo PO QD

Nivolumab 3 mg/kg IV Q3W (4 doses)
Ipilimumab 1mg/kg IV Q3W (4 doses)
Followed by

Cabo-matched Placebo PO QD

Nivolumab 480 mg flat dose IV Q4W (2 yrs)

Treat until
RECIST 1.1
defined
progression or
unacceptable
toxicity

Patients may
be treated
beyond
radiographic
progression

#ASCO21

Primary endpoint: PFS per RECIST 1.1 by BIRC

Secondary endpoint: Overall survival

Content of this presentation is the property of the author, licensed by ASCO.
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| PDIGREE Estudio de fase 3 de Nivo+Ipi seguido de Nivo vs CHSNEARS
Cabo+Nivo en Cancer del rindn metastasico

Metastatic ccRCC N=1046 Nivolumab
CR & 480 mg IV Q4W
Criterios clave de elegibilidad: for 1 year
CCR metastasico de cclélu'las claras, inclt{(iidos Nivolumab
tumores con caracteristicas sarcomatoides Induction 480 mg IV QAW
IMDC Intermedio or Pobre riesgo Nivolumab
> 70 del Servicio de Policia de Kosovo (3 mg/kg) Discontipqe for PD, unacceptable
Tejido de archivo o biopsia fresca disponible | Ipilim+umab i non-CR/ 1.1 * toxicity, or CR at 1 year
Criterios clave de exclusién: 1 me/k : Nivolumab
(1 mg/kg)
Tratamiento sistémico previo para el CCR : ; 480 mg IV Q4W
Se permitieron dosis altas previas de IL-2 (> 28 Both IV Q3W for : W -
dias) y sunitinib adyuvante previo (> 180 dias up to 4 cycles Cabozantinib

desde su finalizacién) 40 mg PO QD

Agente previo dirigido a la coestimulacién de -
células T o via de punto de control, incluyendo Cabozantinib
PD-1, PD-L1, CTLA-4 60 mg PO QD

Objetivo primario(para cohortes aleatorias): 3 afios OS

Criterios de valoracion secundarios (para cohortes aleatorizadas): SLP, tasa de RC a 12 meses, ORR (por RECIST1.1 e
iRECIST), tasas de interrupcion del tratamiento a 1 afio, seguridad, CdV

Inscripcidn en curso

Presentado por Andrea B. Apolo, MD
@apolo_andrea
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Fase Ill de Quavonlimab + Lenvatinib + Pembrolizumab vs Pembrolizmab + Belzutifan + SRS
Lenvatinib vs Pembrolizumab + Lenvatinib en la primeral linea para cancer del rindn

Triplet: CTLA-4/PD-1/TKI Treatment

(=477 MK-1308A » Pembrolizumab and MK-1308A
(Quavonlimab 25 mg + Pembrolizumab 400 mg) treatment will be limited to

vV Q6w 18 infusions (~2 years)
+ . .
. » Treatment with belzutifan and
Lenvatinib 20 mg PO QD lenvatinib will be continued until
a treatment discontinuation event®

Key Eligibility Criteria ]
* Advanced or metastatic - ple.t. Al L T
Belzutifan 120 mg PO QD
ccRCC
+ Assessments
Pembrolizumab 400 mg IV Q6W » Tumor imaging at week 12, then
+ Q6W up to week 78, and then
Lenvatinib 20 mg PO QD Q12W thereafter

* No prior systemic therapy
* Measurable disease

per RECIST v1.1
« KPS score 270%

Doublet: PD-1/TKI
Pembrolizumab 400 mg IV Q6W
+
Lenvatinib 20 mg PO QD

Stratification End_ Points
= IMDC prognostic scores (0 vs 1 or 2 vs 3-6) » Primary: PFS per RECIST v1.1 by BICR, OS

- Geographic region (North America vs Western Europe vs ROW) » Secondary: ORR per RECI‘.S.T v1.1 by BICR, DOR per RECIST v1.1
by BICR, safety, and tolerability

IMDC, International mRCC Database Consortium; IV, intravenously; PO, by mouth; Q6W, every & weeks, Q12W, every 12 weeks; (D, once daily; R, randomization; ROW, rest of world.
=Documented disease progression, start of a new anticancer treatment, unacceptable toxicity, or withdrawal of the patient.

NCT047366706 Presentado por Andrea B. Apolo, MD
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CA209-8Y8 | Estudio de Fase 3b de Nivolumab + Ipilimumab vs Nivolumab Somonirng
en 1L el cancer del Rifildn Intermedio o Pobre riesgo

Nivolumab 3 mg/kg +
Ipilimumab 1 mg/kg Q3W

Avanzado RCC (N=437)

Criterios de inclusién: for 4 doses, then Tratar hasta
Componente de celda transparente

: recist vl.1
Sin terapia sistémica previa Nivolumab 480 mg Q4W .,
Intermedio or Pobre riesgo per IMDC 1:1 progresion

- definida,
) toxicidad
Estratificacion Nivolumab 360 mg + inaceptable o
Puntuacién IMDC (1-2 vs 3-6) Ipilimumab-Placebo Q3W , . 5
Expresion del tumor PD-L1 for 4 doses. then Maximo
’ anos

Nivolumab 480 mg Q4W

Study Endpoints
* Primary: PFS by BICR and ORR by BICR
* Secondary: OS, ORR by investigator assessment, safety

NCT03873402. Presentado por Andrea B. Apolo, MD
@apolo_andrea
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Resumen de datos de la teraplia adyuvante Fse

Miles de pacientes se han inscrito en ensayos de terapia sistémica adyuvante para el cancer de
rinon. El objetivo final de la terapia adyuvante es que los pacientes vivan mas tiempo y mejor.

Para el cancer de rinon, sunitinib (2017) y pembrolizumab (2021) han sido aprobados por la FDA
de los Estados Unidos para la terapia adyuvante basada en la supervivencia libre de progresion.

Los datos de Supervivencia global para pembrolizumab no estan maduros.

En este punto, carecemos de datos de SG para la terapia adyuvante. Los altos costos, la carga
de la terapia y la toxicidad estan asociados con estas terapias. Los pacientes deben ser
iInformados de los riesgos y beneficios del tratamiento.

Hay una gran cantidad de estudios adyuvantes y combinados neoadyuvantes / adyuvantes para
el rifndn. Si alguno de estos muestra un beneficio de la Supervivencia global con toxicidad
tolerable, pueden transformar la forma en que tratamos los pacientes después de la cirugia
definitiva del rindn de alto riesgo.

Presented by Andrea B. Apolo, MD
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Resume de datos del Tratamiento de primera linea T _“SCANGER

El estudio CHECKMATE 214 de nivolumab + ipilimumab demostro una eficacia superior a
sunitinib en los grupos de riesgo intermedio y pobre solamente. La FDA ha aprobado esta
combinacion para el tratamiento de pacientes de estos Grupos de riesgos.

El estudio KEYNOTE-426 de axitinib + pembrolizumab, el estudio CHECKMATE 9ER de
cabozantinib + nivolumab y el estudio CLEAR de lenvatinib + pembrolizumab son superiores en
terminos de SLP, SG y ORR a sunitinib en monoterapia en todos (incluidos favorables,
Intermedios y pobre) Grupos de riesgos.

La comparacion cruzada de ensayos es dificil ya que la distribucion de los grupos de riesgo
varean entre estos estudios. Los tres regimenes estan aprobados y son opciones excelentes
para el tratamiento de primera linea del cancer de rindn metastasico.

Hay varios estudios de combinacion de fase 3 en curso y esperamos sus datos. La mejoria de la
eficacia (si no hay diferencias en la supervivencia general) debera equilibrarse con los costos de
los medicamentos, la carga del tratamiento y los efectos secundarios.

Presented by Andrea B. Apolo, MD
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