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Metastatik RCC Tedavi Se¢enekleri
immiinoterapi

immiinoterapiyle ilgili ilk bilgiler New York da yasayan cerrah William Coley 1891 yillinda
veriyor. Dr coley enfeksiyon sonrasi hastasinin yiiziinde ki kanserin (sarkom) geriledigini

belirtmis.

marcescens bakterilerinin antijenik yapilarinin immiin sistemi aktivite ettigi saptaniyor.

Tiberkiiloz hastaligina karsi 1908 yilinda Albert Calmette ve Camille Guerin BCG asisini

gelistiriyor.

ilerleyen yillarda tiibekiiloz olan hastalarda kanser oranin diisiik olmasi bilim adamlarini
arastirmalara yoneltiyor. Bu ¢alismalar sonrasi tiiberkiiloz bakterilerinin antijenlerinde

elde edilen BCG asisi erken evre mesane kanserinde giliniimiize halen kullaniilmaktadir.

Modern immiinoterapi 1985 yilinda interleukin 2 metastatik melanomda kullaniimasiyla

bashyor.



Klinik ve Laboratuvar Parametrelere
Gore Risk Siniflandirilmasi

IMDC Risk Scoring System
Entry Criteria

KPS <80%

<1y from time of diagnosis
to systemic therapy

Hemoglobin <LLN
(normal: 120 g/L or 12 g/dL)

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

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

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

Probability of OS

—— Favorable
— |ntermediate
08 - —— Poor
0.6 4
0.41 Favorable: 0 factors
—= Median OS5 =43 mo
0.2 1 Intermediate: 1-2 factors
P < .0001 Poor: 3-6 factors sl g
0 4 Median OS = 8 mo
0 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 RCC Birinci Basamak
Tedavi Secenekleri

CTLA-4 Inhibitor |4 N
Ipilimumab +
nivolumab
(intermediate/
poor risk)
PD-1 and PD-L1 CheckMate -214 ).
Inhibitors (
J Pembrolizumab +
~. axitinib |
! (all risk groups)
\ KEYNOTE-426
TKls \L y,

»

\

Avelumab +
axitinib
(all risk groups)
JAVELIN
Renal 101

1. hitp:iwww.clinicaltrials.gov. 2. Yervoy (iplimumab) Prescribing Information. https:fwww.accessdata fda. govidrugsatfda_docs/label/2020/125377s112ibl.pdf.
3. Opdivo (nivelumab) Prescribing Information. hitps:iiwww. accessdata fda govidrugsatfda_docs/label/2020/125554s083\bl.pdf. 4. Keytruda (pembrolizumab)

Prescribing Information. https:/iwww.accessdata.fda.gov/drugsatfda_does/label/2020/125514s0841bl.pdf. 5. Inlyta (axitinib) Prescribing Information.

hitps:/fwww accessdata fda.govidrugsatfda_docs/labeli2020/20232450111blLpdf. 6. Bavencio (avelumab) Prescribing Information.

hitps:!/www.accessdata fda.govidrugsatfda_docs/label/2020/76104950081b1pdf.




Metastatik RCC Birinci Basamak Tedavi Secenekleri

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

Nivolumab 3 mg/kg IV every

T S Stratification 3 wk + ipilimumab 1 mg/kg IV
Key eligibility crlterla 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 Region
rCnleet:rS::a;;rhict:jo = (United States vs
: ay 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, OS, ORR (ITT)

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

a ppproximately 70% of patients with RCC have this histology type.
1. hitps://elinicaltrials. gov/et2/show/NCT02231749. 2. Motzer RJ et al. Lancet Oncol. 2019;20:1370-1385,



Metastatik RCC Birinci Basamak Tedavi Secenekleri
Nivolumab + Ipilumumab

CheckMate -214: Intermediate/Poor-Risk Patients

Median OS, mo (95% CI)

Median PFS, mo (95% Cl)

Minimum : :
Follow-Up, Nivolumab + Sunitinib Nivolumab + Sunifinib
mo Ipilimumab - Ipilimumab _
NR (28.2-NE) 26.0 (22.1-NE) 11.6 (8.7-15.5) 8.4 (7.0-10.8)
17.57 HR (99.8% Cl) HR (99.1% Cl)
0.63 (0.44-0.89); P < .001 0.82 (0.64-1.05); P= .03
NR (35.6-NE) 26.6 (22.1-33.4) 8.2 (6.9-10.0) 8.3 (7.0-8.8)
302 HR (95% CI) HR (95% ClI)
0.66 (0.54-0.80); P < .0001 0.77 (0.65-0.90); P = .0014
47.0 (35.6-NE) 26.6 (22.1-33.5) 11.6 (8.4-15.5) 8.3 (7.0-10.8)
42 HR (95% CI) HR (95% ClI)
0.66 (0.55-0.80): P < 0001 0.75 (0.62-0.90): P = .0015

1. Motzer RJ et al N Engl J Med. 2018;378:1277-1290. 2. Molzer RJ et al. Lancet Oncol, 2019;20:1370-1385.
3. Motzer RJ et al. J Immunother Cancer. 2020;8,e000891.




Metastatik RCC Birinci Basamak Tedavi Secenekleri
Nivolumab + Ipilumumab

CheckMate -214: OS at 48 Months
(Intermediate/Poor-Risk Patients)?

n Median (95% Cl), mo
Nivolumab + 425 48.1 (35.6-NE)
1 4 ipilimumab
0.9 4 Sunitinib 422 26.6 (22.1-33.5)
s 2 HR (95% Cl), 0.65 (0.54-0.78)
o 0.7 4
.
[e] 06 4
2 6B Nivolumab + ipilimumab
2 oa
‘g : Sunitinib
& 03-
0.2 4
0.1 4
0 L) L] L] L] L) L] L] L) L) L] 1
0 6 12 18 24 30 36 42 48 54 60 66
No. at Risk Time, mo
NIVO +IPI 425 372 332 306 270 241 220 208 193 86 3 0
SUN 422 353 291 237 206 184 169 151 133 66 3 1]

1. Albiges L et al. European Society for Medical Oncology 2020 Virtual Congress (ESMO 2020). Abstract T11P.



Metastatik RCC Birinci Basamak Tedavi Secenekleri

Nivolumab + Ipilumumab

CheckMate -214: 48-Month Response

Intermediate/Poor-Risk

NIVO + IPI
(n = 425)

NIVO + |PI
(n = 550)

Favorable-Risk

NIVO + IPI
(n=125)

Confirmed ORR (95% Cl), % 419 (37-47) 26.8 (23-31) | 39.1(35-43) 324 (29-37) | 29.6 (22-38) 51.6 (43-61)
P < .0001 0134 .0005
—mestoyerall resnonse 0 (06)

CR 44 (104) 6(1.4) 59 (10.7) 14 (2.6) 15 (12.0) 8(6.5)
PR 134 (31.5) 107 (25.4) 156 (28.4) 163 (29.9) 22 (17.6) 56 (45.2)
sD 131 (30.8) 187 (44.3) 198 (36.0) 230 (42.1) 67 (53.6) 43 (34.7)
PD 82(19.3) 71 (16.8) 97 (17.6) 77 (14.1) 15 (12.0) 6 (4.8)
NE 32 (7.5) 48 (11.4) 38 (6.9) 57 (10.4) 6 (4.8) 9(7.3)
NR 2(0.5) 3(0.7) 2(0.4) 5(0.9) 0 2(1.6)

Ongoing reabonse. 1 (%) n=178 n=113 n=215 n=177 n=37 n=64

¢ ? 116 (65.2) 56 (49.6) 140 (65.1) 92 (52.0) 24 (64.9) 34 (56.3)




Metastatik RCC /sarkomatoid Birinci Basamak Tedavi Se¢enekleri
Nivolumab + Ipilumumab

All I/P-risk sRCC patients

-k

-0 NIVO -+ IPI SUN
:'._'i'.___:' 0.9 — (n=74) (n = 65)
= Median PFS 26.5 5.5
= 0.8 - (95% CI1), mo (7.2-NE) (4.1-6.9)
S .
"“5_ 0.7 — HR (95% Cl), 0.50 (0.32-0.80); P = 0.00356
'_g 0.6
= 0.5 —
e
& o0.4-
-
8 0.3
2 o02-
e 0.1 - -
n_ -

D-ﬂ T | | T ] T T 1 T T T T T | T T ; | | 1

T T T
0D 3 6 9 1215 182124 27 30 33 36 39 42 45 48 51 54 57 60 63 6669 72
Months

HNo. at risk
NMIVO+IPl 74 54 46 41 37 36 32 30 27 25 25 24 23 22 2019218 1717 16 16 8 3 3 0
SUN 65 39 20 1511 10 @ 2 6 66 5 4 3 3 3 3 2 2 2 2 1 1 0o o0 o0



Metastatik RCC /sarkomatoid Birinci Basamak Tedavi Secenekleri
Nivolumab + Ipilumumab

All I/P-risk sRCC patients

-0 NIVO +IP1 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% Cl), 0.46 (0.29-0.71);: P = 0.0004
-]
e 1
a 0°
'_:E' 0.5 —
=
= 0'4 -1
“ws
= 0.3
o
o =5 T e-e o
: 21%
0.1 - E
0.0 I T 3 T T T 1  p—  — T I | I I T i T T I g
0 3 6 9 1215182124273033363942454851545760636669 727
Months
Mo. at risk

NIVO+IPlI 7469 6561 5957 554944 40 3936 353534343433 333231 3017 5 2 0
SUN 65604741 3731 28 2523 2219191817141414131313131210 7 1 O



Metastatik RCC /sarkomatoid Birinci Basamak Tedavi Secenekleri
Nivolumab + Ipilumumab

Patients with I/P risk sRCC

NIVO+IPI SUN
(n=74) | (n=653)
Confirmed ORR (95% Cl), % 60.8 (48.8-72.0) 23.1 (13.5-35.2)
Pvalue 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)




Metastatik RCC Birinci Basamak Tedavi Secenekleri
Immiinoterapi/Toksisite

The Constellation of irAEs

Encephalitis,
Hypophysitis aseptic meningitis
Uveitls s
Dry mouth/mucositis o— Thyroiditis/hypothyroidism
Pneumonitis 1 s anculin
_ e—— Thrombocytopenia/anemia
Myocarditis
Adrenal insufficiency
Hepatitis
. Nephritis/
Rash and vitiligo . Pancreatitis
Enter{t!s 2 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 Secenekleri
Nivolumab + Ipilumumab

CheckMate -214: TRAEs Over Time'

Post Hoc Analysis

o 1005 @
o NIVO + IPI SUN
E 80 — Grade 1-2 a
o Grade 3-4 | =]
g
[1+]
B

£ 60
2
-
© a4
& 40 =
: " =
$ 83 21 = 21
w 20— e 16 12 oz
2 ; 8 11
> ” 21 , & 7
=z 0 8 y g 8 T &

<6 >6tos12 >12t0s18 >18to=24 >24tos30 >30tos36 =>36to=42 >42
Wi iR Time Interval, mo
Fl\f\?ﬂp[ 47 535 491 488 442 402 410 346 372 300 336 278 309 256 286 227

« 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:e000831.



Metastatik RCC Birinci Basamak Tedavi Secenekleri

Nivolumab + Ipilumumab

CheckMate -214: OS in Patients

Who Discontinued Because of TRAESs!

0.9 4
0.8 4 With TRAES
leading to
> 0.7 1 discontinuation
= 061
8 05
o ’ Without TRAEs
a 044 With TRAES Without TRAES leading to
y leading to leading to A i .
8 0.3 4 discontinuation discontinuation discontinuation
n = 85) (n = 408)
0.2 4
aii | E‘;gf{)' é’l';’ NR (48.1-NE) NR (49.8-NE)
D Ll L] L3 L] L] L] L] L] L] L
0 6 12 18 24 30 36 42 48 54 60
Time From Randomization, mo
No. at Risk
WihiTSs leadingte 55 85 80 77 68 62 61 55 27 0 0
discontinuation
Without TRAEs leading 400 498 364 334 304 275 248 231 108 3 0

to discontinuation

1. Motzer RJ et al, J immunother Cancer, 2020,8:2000891,



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

Infiltration of T cells

into tumors
VEGF blockade?4

. Recognition of
cancer cells by T cells

PD-1/PD-L1 inhibitors

Release of cancer o 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 el 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

ﬂey eligibility criteria \ Epe— Pembrolizumab 200 mg IV

+ Newly diagnosed or recurrent tERtication every 3 wk for up to 35 cycles
stage |V 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% Roon)

+ Measurable disease as defined EEQ'O_R G
by RECIST v1.1 bzl

Western Europe Sunitinib
vs rest of the 50 mg orally once daily

world) (4 wk on, 2 wk off)°

« Provision of a tumor sample
for biomarker assessment

k Adequate organ function

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

Endpoints : % :
« Dual primary: OS and PFS (RECIST v1.1, BICR) in ITT S;SSH&RGOSgg(?gSA;&C{LI00337007;};}.0;‘:0352
« Key secondary: ORR (RECIST v1.1, BICR) in ITT « ORR: 59"3% Vs 35‘7%;1.0 < .001 ’

* 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. https:/iclinicaltrials gov/ct2/show/NCT02853331. 2. Rini Bl et al. N Engl J Med. 2019,380:1116-1127.



Metastatik RCC Birinci Basamak Tedavi Secenekleri
Pembrolizumab + Axitinib

KEYNOTE-426: OS (ITT Population)’

0,
100 - 900‘6 Events, n  Median (95% Cl), mo
i 74% Pembro +
90 - ; 66% axitinib e M ANERNI)
80 - , ——  Sunitinib 178 35.7 (33.3-NR)
70 1 i HR, 0.68 (95% Cl, 0.55-0.85); P < .0012
- |
B 50 - i §
o i i
40 4 i :
30 A §
20 - i i
| [ Minimum follow-up ]
10 1 ' of 23 mo
0 L] ll L] E L] L L]
) 0 6 12 18 24 30 36 42
:"":R':" Time, mo
b 432 408 385 346 305 163 23 0
Sunitinib 428 ars 336 306 288 134 16 o]

? 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 Se¢enekleri
Pembrolizumab + Axitinib

KEYNOTE-426: PFS in the ITT Population

End of pembrolizumab
treatment

P< .0001*

[HR, 0.68 (95% CI, 0.58-0.80)

=
©
IE
S
"
o
@
|-
)
c
Q0
]
0
@
k=
=]
=]
e
o

=]

_.______..._.--_
P S R

(= LB

-
==}
[45]

0

L

Number at risk

*Because superiority of pembrolizumab + axitinib was shown at the first interim analysis, no alpha was allocated to 05; only nominal P values are reported. Data cutoff: January 11, 2021.
Rini Bl, et al. ASCO 2021; Abstract 4500. Powles T, et al. Lancet Oncol. 2020;21:1563-1573.




Metastatik RCC Birinci Basamak Tedavi Se¢enekleri
Pembrolizumab + Axitinib

KEYNOTE-426: Response (ITT Population)’

£ <0009 Pembrolizumab + Sunitinib
. Axitinib L
132 | CRIN (n = 432) (= 829)
| 60.2% PR
80 - Best response, n
70 - S L 38.8 (8.8) 13 (3.0)
39.9% R 222 (51.4 158 (36.8
= %1 mEm (35.2-44.7) s 100 523'1; 150 gss'ui
@ 50 o ﬁg 49 (11.3) 74 (17.2)
€ 40 - : 16 (3.7) 28 (6.5)
o ———— | NE
30 NAC 7 (1.6) 6(1.4)
20 - Duration of
10 A response, median 235 (1.4+t034.5+) 159 (2.31t031.8+)
0 ., (range), mo

Pembro + Axitinib Sunitinib

? 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,



Metastatik RCC Birinci Basamak Tedavi Secenekleri

Pembrolizumab + Axitinib

Efficacy in IMDC Subgroups

Parameter ITT | Favorable Risk Intermediate/Poor Risk
Pembro + Pambro + Pambro +
Axitinib Sunitinib Axitinib Sunitinib Axitinib Sunitinib
n=432 n=429 n=138 n=131 n=294 n= 298
08, HR (85% CI) 0.73 (0.60-0.88) 1.17 (0.76-1.80) 0.64 (0.52-0.80)
42-month rate, % BB 48 5 2.3 73.0 H0.6 37.6
PFS, HR {95% Cl) 0.68 (0.58-0.80) 0.76 (0.56-1.03) Q.67 (0.55-0.81)
Median, months 157 111 207 17.8 13.8 g2
ORR, % 60.4 396 68.8 50.4 56.5 349
CR % 10.0 3.5 11.6 6.1 92 23
PR, % 50.5 36.1 57.2 443 47.3 32.6

[aa cobaf Jamay 11, 201



Metastatik RCC Birinci Basamak Tedavi Se¢cenekleri
Toksisite

CheckMate 214 KEYNOTE-426

Hivalumab + Ipllimumab Group ’ Sunitinib Group
(n=547) | (n=535)

Pembro + Axi Sunitinib

Gade 12 B W
Tviaprni] Grde 35 [l W
W0 B0 B 7O B0 50 40 30 20 10 0 10 20 30 40 50 B0 70 B0 #0100

FL K ‘lg"‘
60 50 40 30 20 10 O 10 20 30 40 50 60 A
Mos Since Inftiation of Treatment

B sivolumat plus ipilimumab grade 3/4 sdvers meniy B Gunitinds grade 14 sdverus events
1 Wivolumab phu ipdimumab ang W ade stheerae puvnty E1 Sumnitinby any A7 e ichons a8 wverils

Matzer, 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



Metastatik RCC Birinci Basamak Tedavi Secenekleri
Avelumab + Axitinib

JAVELIN Renal 101: Phase 3 Study’

Axitinib + Avelumab in Newly Diagnosed Advanced RCC

ﬂ(ey eligibility criteria \ e Avelumab 10 mg/kg IV every 2 wk
el + axitinib 5 mg orally twice dail

- Treatment-naive o mg orally twice daily

advanced RCC with a - ECOGPS (6-wk cycle)

clear-cell component (Ovs 1)

+ 21 measurable lesion as Region (United

defined by RECIST v1.1 States vs

Tumor tissue available Canada/Western :

for PD-L1 staining Europe vs rest SUNI0Y I

of world) 50 mg orally once daily

\ ECOG PS 0-1 P (4 wk on, 2 wk off)

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

1. hitps:/ielinicaltrials.gov/ct2/show/NC TO26840086. PeerView.com



Metastatik RCC Birinci Basamak Tedavi Secenekleri

Avelumab + Axitinib

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

100 1
a0 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% ClI, 0.490-0.777)
1-sided P < .0001
32
o
L
o
40 4
30 4
20 -
—— Avelumab + axitinib
©1 ___ Sunitinib
o
0 2 4 & & 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 200 209 171 130 109 89 74 51

1. Choueiri TK et al, Ann Oncol. 2020:31:1030-1038.

75 50 3 19 10 5 1 1 0
B 24 14 9 6 4 0

34

"

K 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 /




Metastatik RCC Birinci Basamak Tedavi Secenekleri
Nivolumab + Cabozantinib

CheckMate -9ER: Phase 3 Study'-?

Nivolumab + Cabozantinib in Newly Diagnosed Advanced RCC

\ Nivolumab
ﬁ(ey eligibility Stratification 240 mg IV every 14 d
criteria « IMDC prognostic + cabozantinib
 Treatment na‘l've' score (D‘ vs 1-2 vs 3-6) 40 mg Ora”y da[ly

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

Sunitinib
Clear-cell vs Canada/Europe vs 50 mg orally every d

\ histology j . rest of the world) (4 wk on, 2 wk off)

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

1. https:/iclinicaltnals.gov/ct2/show/NCT03141177. 2. Choueiri TK et al. ESMO 2020. Abstract 69360_PR.



Metastatik RCC Birinci Basamak Tedavi Se¢enekleri
Nivolumab + Cabozantinib

CheckMate -9ER: Response'?

P < .0001
A 28.6% (21.7-35.6 Nivolumab + Sunitinib
& Outcome, % Cabozantinib =
100 crRIEN (n = 323) s
90 - PR
CR 8.0 4.6
80 - PR 47.7 22,6
70 A 55.7% SR 322 42.1
o 601 (50.1-61.2) PD gg jlgj'
;ﬁ 50 - _ o7t NE/NA . :
% 40 -‘ (22 432 3) Median time to response 28 4.2
B - ; ; (range), mo¢ (1.0-19.4) (1.7-12.3)
20 4
10 Median duration of response 20.2 11.5
g (95% CI), mo® (17.3-NE) (8.3-18.4)
NIVO + CABO SUN

4 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 960_PR.



Treatment-related AEs occurring in

Metastatik RCC Birinci Basamak Tedavi Se¢cenekleri
Nivolumab + Cabozantinib

Events, %°

CheckMate 9ER Cabo/Nivo vs Sunitinib
Safety

NIVO+CABO, n = 320

SUN, n=320

All-cause AEs

Any grade

100

75

7

Treatment-related AEs

97

61

51

Dilarrhea

Hand-foot syndroment
Hypertension
Hypotwroidem

Fatigue

220% of treated patients, %°

57

38
30
33
27
21
19
22
16
20
23
25

43 Grade 1-2

40
coces [N
33

&0 50

40 ap 20

*includes evenits that occurred on therapy or within 30 days alter the end of the treatment period of all treated patients. Treatment-related deaths per investigator: NIVO+CABO n = 1 [small integting
perloration), SUN n = ] |preurnonia, respirstory distress); "Total bar represents treatment-redated AEs of ary grade 2 20% in either treatment arrm; of these events, none were grade 5.



Metastatik RCC Birinci Basamak Tedavi Secenekleri

Nivolumab + Cabozantinib

B. Progression-free survival

1.0 o
0.9
0.8
0.7 1
0.6
0.5
0.4
0.3
0.2
0.1 4

1 | 1 1

Progression-free survival (probability)

Median PFS {955 O), months

HIVD «CABD SUN

6.6 [12.8-19.8) 8.3 (7.09.7)

HR (F5% 1), 0.56 (0.46-0.68)

0.0

0

No. at risk
NIVO+CABO 323 281
SUN 328 233

I | |
-] 9 12 15 18 21 24 27 30 33 36 39 42
Months
238 203 170 155 136 11 108 77 47 19 [} 1 0
161 125 9N T2 57 48 41 18 10 5 1 0 0



Metastatik RCC Birinci Basamak Tedavi Se¢cenekleri
Nivolumab + Cabozantinib

CheckMate FER

Progression-free survival per BICR in subgroups

Bone metastases
Yes

33/78
111/245

45/72
146/256

034 (0.22-0.55)

0.57 (0.44-D.73)

Subgroup HIVO+CABO SUMN HR for progression or death (95% Cl)
Eventsino. of patients
Overall 1444323 191/328 —— ! 0.51 (0.41-0.64)
Reglon ;
US/Europe 61158 B5/M161 —_—— i 046 [0.33-0.64)
Rest of warld B3/185 106167 —_ 057 (0.42-0.76)
IMDC prognostic risk X
Favorable InST4 3572 —_— 0.67 (0.38-1.01)
Intermediate B2/188 108/188 — 0.54 [0.40-0.72)
Poor 31461 48768 —— h 0.37 (0.23-0.58)
-L1 expression 1
x 1% 43783 54783 —— | 0.49 (0.32-0.73)
< 1% or indeterminate 1ﬂy2-4vﬂ 1]?.’%45 =i H 0.52 (0. 40-0.67)
Age |
< 65 years 84191 131/210 —_— ! 0. 44 (0.33-0.58)
z 63 yoars 60132 &0/118 —— 0.68 (D.48-0.98)
SR !
Male 108/249 136/232 —— : 0.48 (0.37-0.62)
Female 16474 55796 — 061 (0.40-0.94)
Karnofsky performance status '
90-100 1097257 1297241 — | 0.55 (0.43-0.71)
INE LL ! L | " [ O_[1 EF
I
i
1

90/222 136/233 —— : 0.46 (0.35-0.60)

No 54/101 55/95 — 0.63 (0.43-0.92)
I ] ] I [ ] Ji ] ] 1 1
0.125 0.25 0.5 1 2 4

MIYO+CABD better #——— SUN better

Document d'echanges scientifiques, peut &tre remis uniquement sur demande du professionnel de sante, La présentation contient des informations hors AMM.




Metastatik RCC Birinci Basamak Tedavi Se¢cenekleri
Nivolumab + Cabozantinib

A. Overall survival
1.0

Modian 05 (95% Cl}, months

0.9 -

HNIVD «CARD SUN

37.7 [35. 5-NE) 34.3 [ 39.0-NE)

0.8 -
0.7
0.6 4
0.5
0.4 1
0.3
0.2 -
0.1~

0.0 T T I T I | ] T T T T T |
0 3 6 o 12 15 18 21 24 27 30 33 36 39 41 45

Months

HR [#5% CIj, 0.70 (0.55-0.90)

Overall survival (probability)

Mo. at risk
NIVO+«CABO 323 310 297 28B4 270 258 247 135 219 199 138 80 42 11 1 0

SUN 328 299 275 257 239 1226 215 198 187 166 109 5 13 6 2 0



Metastatik RCC Birinci Basamak Tedavi Secenekleri
Nivolumab + Cabozantinib

Overall survival in subgroups

ChackMale BER

Subgroup NIVO+CABO SUN HR for death (95% CI)
Events/no. of patients

Owverall 671323 99/328 —_— E 0.60 (0.44-0.82)
Region H

US/Europe 26/158 451161 —lr—— i 0.48 (0.30-0.79)

Rest of world 41/165 F4ET e 0.71 (0.48-1.07)
IMDC prognostic risk i

Favorable 10474 117 -5 : 0.B4 (0.35-1.97}

Intermediats 40/188 51/188 —.—I- 0.70 (0. 46-1.07)

Poar 17061 37068 —_— ! 0,37 (0.21-0.66)
PD-L1 expression 1

= 1% 1B/83 30/E3 —'Ir--:h—* 0.B0 (0.48-1,34)

< 1% of Indeterminate 19/240 £9/245 —GGr— : 0.51 (0.34-0.75)
Age [

< &3 years 3 56/210 —_—— : 0.44 (0.29-0.67)

z 65 years 16/132 33118 —_—— 0.90 (0.56-1.44)
Sex :

Male 477249 66232 —_——— 0.59 (0.40-0.85)

Female 20074 13/96 —"-'—:-—' 0.68 (0.39-1.18)
Karnofsky performance status E

S0-100 45/257 S6/241 —.—E- D.69 (0.47-1.03)

< 80 1266 A3/BS —— i 0.52 (0.31-0.86)
Bone metastases I

Wes 24/78 3371 — s 0.54 (0.32-0.92)

Ho 43/245 G6/256 —— i 0.61 (0.41-0.8%9)
Previows nephrectomy |

Yes 36222 66233 — : 0.49 (0.33-0.74)

Mo 3Mm 33/95 —.—f— 0.79 (0.48-1.29)

T T T T T T T
0.125 0.2% 0.5 1 i 4

Courtesy of Thomas Powles, MBBS, MRCP, MD

NIVO+CABD better +—F SN batter



Metastatik RCC Birinci Basamak Tedavi Secenekleri
Nivolumab + Cabozantinib

Figure L Depth of response in patients with Kidney (A), liver [B), lung (), Iymph node (D), and bone (E) target lesions at baseline

A, Richnesy
1

Bewat ywdiss tion From beselding in
target lsian (%)

:

Bt rechic thon from baselins in

:

Beut meduction lrom baseline in
Earget lesbon %)

Narged lesion (%)

e 1

i
=
w

=100

%75.9

o4
'j B |

50

ui
-

targol lasion |%)

Bost reduc bion Trom baseline o

Raral eediie th Prom Baseline in

B. Liver
g -

E
1
: --*"'llllllllllll
1%
-5 T |“I|“
-
=108 H

Tangel betion (%)
|
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Metastatik RCC/ sarkomatoid Birinci Basamak Tedavi Secenekleri
Nivolumab + Cabozantinib

Progression-Free Survival per BICR by Sarcomatoid Histology

Median PFS [95% C1}, months

1.0 sRCC positive sRCC negative
NIVO + CABO 10.3 (5.6-19.4) 17.5(13.1-20.0)
0.8 SUN 4.2 (2.6-8.3) 9.2(7.1-9.8)

HR (95% CI) 0.42(0.23-0.74)  0.56 (0.45-0.69)
0.6 :

per BICR (probability)

Progression-free survival

0.4 -
0.1+ T by
uln | T | T - -
0 3 ) 9 12 7 30 33
Mo. at risk
MIVO + CABO sRCC positive 34 31 23 20 14 13 11 7 i 1] 1] L]
S5UR sROC positive 41 20 14 B 1] 2 1] ] 1] 1] 1] 0
ALY 5k 289 249 213 181 152 132 91 49 22 5 z L]
287 210 146 114 Bl 59 a7 17 7 . 1 L]

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




Metastatik RCC/ sarkomatoid Birinci Basamak Tedavi Se¢enekleri
Nivolumab + Cabozantinib

Overall Survival by Sarcomatoid Histology

1.0 8
0.8
™ oy, -
SZ osf 3 oo
+ . : P o
“ m 0.4 1 Median OS (95% CI}, months WIS N
E 'E sRCC positive sRCC negative
o o 0.2 | NIVO+CABO | NR (22.8-NE) MR (ME)
e~ **T sun 19.7 [8.9-29.5) NR (28.4-NE)
0.0 HR [95% Cl) 0.36(0,17-0.79) | 0.72(0.54-0.98)
0 3 [ 9 12 15 18 21 24 27 30 33
Rlo. at risk Months
MIVO + CABOD sRLC positive 34 14 32 31 28 26 24 16 7 3 1 L]
SUN sRCC positive 41 37 32 26 22 21 17 12 [ 2 0 0
: - 289 274 263 252 241 229 196 131 77 37 9 0
287 258 240 228 214 196 172 106 56 20 4 0

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




Metastatik RCC Birinci Basamak Tedavi Se¢enekleri
Lenvatinib + Pembrolizumab

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

Change in Tumor Size by Prior Therapy

L“""lllll[m]“mm"“

Treatment £ =]
Total Naive !
Parameter {n=30) n=12) |
ORR wees 24 1 (%) 19 (63) 10 (83) 9 (50) a
85% Ci 4480 52-88 2674 .
ORR, n (%) 19 (63) 10 (83) 9 (50) - oy st By TS
95% Cl 44-80 52-08 26-74
BOR, n (%)
Partial Change in Tumor Size by PD-L1 Status
19(63)  10(83) 9 (50) n nge by
Stable l
dioasad 10@33) 2017 8 (44) J
Progression 1(3) 0 1(6) ’

- & PO Posier @ PO Y Pesgaier @ P0G T Nant Do ESAND 20T



Metastatik RCC Birinci Basamak Tedavi Secenekleri
Lenvatinib + Pembrolizumab

Study Design

Lenvatinib . .
20 mg oral QD Primary endpoint
+ « PFS
Pembrolizumab? Secondary endpoints
Key eligibility criteria 20 g W S50 + 0S, ORR, Safety
« Advanced clear-cell RCC — * Compare impact of treatment on HRQol using:
- Treatment-naive Lenvatinib 0 FKSI-DRS: Functional Assessment of
3 18 mg oral QD Cancer Therapy Kidney Symptom Index-
ificati 111y S ) - Disease-Related Symptoms
Stratification factors ( ) Everollivig ymp .
» Geographic region - 5 mg oral QD U EORTC QLQ-C30: European Organisation
« MSKCC risk category = for Research and Treatment of Cancer
Quality of Life Questionnaire for Patients
o with Cancer-Core 30
Sunitinib
50 mg oral QD 0 EQ-5D-3L: European Quality of Life

4 weeks on / 5-Dimension 3-Level System
2 weeks off

‘Palients could receswe & madmum of 35 pembrolizumab hestments.
HRQoL, Healih-related quality of #e: MSKCC. Mamonial Slean Ketering Cancer Center; R, randomization.

#ASCO21 | Content of this presentation & the propery of the author, kcensed by ASCO 2021 ASC‘O‘

Presented By Dr. Robert Motzer
Parmission required for rouse ARMMUAL MEETING



Metastatik RCC Birinci Basamak Tedavi Se¢cenekleri
Lenvatinib + Pembrolizumab

Continued improvement in PFS (by lIR per RECIST v1.1)
with LEN + PEMBRO vs SUN
éo_a_

o 054

e
X S
g 034 T
@ 52 Median PES, months (95% CI) ~t— U —i :
—— LEN + PEMBRO: 233 (20.8-27.7) o P
014 — SUN:92(6.0-11.0)

0.0 HR (95% Cl): 0.42 (0.34-0.52)
0 2 4 6 8 1 12 14 16 18 20 22 24 26 28 30 32 34 3B 3B 40

Time (months)
Number of patients at risk:
LEN + PEMBRO 355 321 300 276 250 235 213 193 178 181 157 134 1090 95 " 62 50 30 15 ] 4
SUN " ' i :
ey MSKCC MDC
Poor Intermediate Favorable risk Poor Intermediate risk Favorable nisk
LEN +PEMBRO vs SUN 0.18 046 043 0.30 0.41 047

HR (85% Cl) (0.08-0.42) (0.35-0.60) (0.28-0.64) (0.14-0.62) (0.30-0.54) (0.32-0.69)



Metastatik RCC Birinci Basamak Tedavi Se¢cenekleri
Lenvatinib + Pembrolizumab

Continued improvement in OS with LEN + PEMBRO vs SUN

084 —_

_'_'-ldla‘._“_"

OS rate at 12 months (%, 95% Ci1)
LEN+PEMBRO 914 (87.9-819)
——— SUN: 80.2 (75.5-84.1)

1 Median 0S. months (95% ci)
1 — LEN + PEMBRO: NR (41.5-NE) OS rate at 24 months (%, 95% CI)

Survival Probability
o o 6 5 6 6 5 O
- N W s D N @

4 — SUN:NR (38.4-NE) LEN+PEMBRO: B0.2 (75.5-84.1)
= HR (95% Cl): 0.72 (0.55-0.93) ——— SUN: 69.7 (64.4-74.3)
"0 3 6 © 12 15 18 21 24 27 30 33 36 30 42 45 48 51 54
Time (months)
Number of patients at risk:

LEN+PEMBRO 355 342 338 327 313 300 294 280 232 207 174 133 75 3 15 5 1 0
SUN 2 ' 1 7o ' :

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

Poor Intermediale Favorable risk* Poor Intermediate risk Favorable risk*
LEN +PEMBRO vs SUN 050 07 1.00 0.39 072 122

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



Metastatik RCC Birinci Basamak Tedavi Se¢cenekleri
Lenvatinib + Pembrolizumab

Overall Survival With Lenvatinib Plus
Pembrolizumab in Key Subgroups

LEN + PEMBRO SURN
Subgroup Events / no. of patients HR {35% CI)
Owerall 80355 101/357 —— 0.66 (0.49-0.88)
Age
g < b5 years 41/194 57/225 —_—— 0.63 (0.41-0.95)
2 65 years 39/161 447132 —_— 0.61 {0.40-0.95)
SemK
Male 549/255 T71/275 — 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 57/1599 —— 0.68 (0.46-1.00)
Rest of the World 34/157 44/158 ——p—— 0.63 (0.40-0.99)
PD-L1 expression
z1 28/107 36/119 —_—y 0.76 (0.46-1.27)
<1 21/112 317103 —>—— 0.50 (0.28-0.89)
IMDC risk group
Favorable 14/110 15/124 5 1.15 (0.55-2.40)
Intermediate 56210 60/192 —_— 0.72 (0.50-1.05)
Foor 10/33 25/37 - 0.30 (0.14-0.64)
Prior nephrectomy
Yes 50/262 66,/275 —— 0.71 (0.49-1.03)
Iy (39 2 0.52 (0.11-0.86
9/28 0.91 (0.32—-2.58)
71/327 0.64 (0.47-0.87)

0.1 1 2
Courtesy of Thomas Powles, MBBS, MRCP, MD Favors LEM + PEMERO Favors SUN



Metastatik RCC Birinci Basamak Tedavi Se¢cenekleri
Lenvatinib + Pembrolizumab

Efficacy Summary

Median PFS, mo (95% ClI)
Stratified HR (95% CI) vs SUN
P-value

Median OS, mo (95% Cl)
Stratified HR (95% CI) vs SUN
P-value

Objective response rate, %
Complete response, %

Median duration of treatment, mo
(range)

Motzer R ol al. N Engl J Med. 2021384 1266-1300
Cl, eonlidence nterval, HR, hazard rals, NE, nol estimable; NR, nol reschad

Fresented By Dr. Robert Motzer

LEN + PEMBRO
23.9 (20.8-27.7)
0.39 (0.32-0.49)
<0.001
NR (33.6-NE)

0.66 (0.49-0.88)
0.005

71.0
16.1

17.0 (0.1, 39.1)

LEN + EVE
~ n=357
14.7 (11.1-16.7)
0.65 (0.53-0.80)
< 0.001
NR (NE)
1.15 (0.88-1.50)
0.3
53.5

9.8

11.0 (0.1, 40.0)

#ABCO2Z1 | Content of this presentahon ke the propeny of the author, beersed by ASCO
Parmission required for meuse

SUN

- =357

9.2 (6.0-11.0)

NR (NE)

36.1
4.2

7.8 (0.1, 37.0)

2021 ASCO

AMMUAL MEETIMNG



Metastatik RCC Birinci Basamak Tedavi Se¢cenekleri
Lenvatinib + Pembrolizumab

TRAEs With Frequency 2 20%

LEN + PEMBRO SUN
Diarrhea £4.5 44,4
Hypertension 52.3 25.3

Siomatitis 32.1

17.9 ig1
374

Hypothyroidism® 42.6 23.2

Any Grade

321 Grade 23 --

35.9

Fatigue 121
Hand-fool syndrome 28.1
Decreased appetite 34.9 4.7
Mausea 6.7 276
Proteinuria 276 o 12.1

Dysgeusia 25.9

Asthenia 20.2 4.5 32 15.9

Rash 21.9 3.4 0.6 10.9

Dysphonia 24.7 0.oj00 26

70 &0 50 40 30 20 10 0 10 20 30 40 50 a0 70
Alaning arminatransferasefaspartate aminotransferase increased in 8.7/9.4% (grade 3: 3,172.6%) of patients in the LEN + PEMBRO arm and 8 8/8 8% of patients {grade 3; LANUE%} in the SUN arm
*Adverse event of interest for pembrolizumab.

Courtesy of Thomas Powles, MBES, MRCPF, MD



Nivolumab + Ipilumumab+Cabozantinib

Stratification factors
=  IMDC prognostic
score
* Region

Nivolumab 3 mg/'kg IV g3w (4 doses)
Ipilmumab 1 mg/kg IV q3w (4 doses)
Then
Matched placebo PO qd
Nivolumab 480 mg flat dose IV g4w (up
to 2 years)

COSMIC-313
Advanced or metastatic Cabozantinib 40 mg PO qd Treat until
RCC (N=840) Nivolumab 3 mg/kg IV q3w (4 doses) RECIST 1.1-
*  Clear cell - Ipilimumab 1 mg'kg IV q3w (4 doses) defined
component A Then progression or
* Intermediate/ 2 Cabozantinib 40 mg PO qd unacceptable
poor risk ‘ﬂ Nivolumab 480 mg flat dose IV q4w (up toxicity.
* Measurable disease é to 2 years) Subjects may
*  Previously = be treated
Saested 5 Matched placebo PO qd beyond

progression at
Investigator’s
discretion

IMDC. international metastatic renal cell carcinoma database consortium: [V, intravenous; PO, oral adounistration: qd, once
daily; q3(4)w once every 3(4) weeks; RECIST, response evaluation criteria 1n solid tumors; RCC, renal cell carcinoma




Nivolumab + Ipilumumab+Cabozantinib

Progression-Free Survival: Final Analysis (PITT Population)

1.0 1 No. of Median PFS
Events mo (95% Cl)
B2 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)
0 0.7 1 Hazard ratio 0.73 (95% CI 0.57-0.94); p=0.013
[y
o 0.6
(=]
L . . :
= £ 49%
® 0.4 e - N
-]
o
& 0.3
0.2
0.1
0.0 A
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
Pbo+Nivo+lpi 274 185 136 115 98 69 37 19 5 1 0

o



Nivolumab + Ipilumumab+Cabozantinib

Progression-Free Survival Subgroup Analyses (PITT Population)

Subgroup

Overall*
Age
<B65 years
265 years
Sex
Male
Female
Geographic region
US, CAN, EU, AU, NZ
Latin America or Asia
KPS
100 or 90
80or70
IMDC risk group
Poor
Intermediate
Prior nephrectomy
Yes
No

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

N/events HR (95% CI)
550/249 E 0.73 (0.57-0.94)
{
366/164 - 0.68 (0.50-0.93)
184/85 —o+ 0.81 (0.53-1.24)
1]
417/184 - 0.72 (0.54-0.96)
133/65 —— 0.74 (0.45-1.21)
1]
'
387/169 - 0.71 (0.53-0.97)
163/80 —o 0.75 (0.48-1.16)
340/138 —.—t 0.72 (0.52-1.01)
208/111 —— 0.68 (0.47-0.99)
'
133/67 —9— 104(065-169)
417/182 e 0.63 (0.47-0.85)
i
1]
353/160 —o 0.78 (0.57-1.06)
197/89 ——i 0.62 (0.41-0.94)
025 05 1 2 4

Subgroup N/events HR (95% Cl)
L]
Overall* 550/249 RN 0.73 (0.57-0.94)
Sarcomatoid i
Yes 35/16 ~———@—— 0.87(0.30-252)
No 515/233 - 0.71 (0.55-0.92)
SoD of target lesions :
<Median 264/112 —e—! 0.65 (0.45-0.94)
>Median 264/126 o 0.80 (0.57-1.14)
Visceral metastasis E
Yes 481/216 - 0.73 (0.56-0.96)
No 69/33 —0—+ 0.60 (0.30-1.20)
Liver metastasis i
Yes 86/42 e 0.64 (0.35-1.17)
No 464/207 - 0.73 (0.56-0.97)
Bone metastasis 3
Yes 90/47 —a 0.82 (0.45-1.49)
No 460/202 e 0.72 (0.55-0.95)
Tumor PD-L1 status E
<1% 350/160 - 0.76 (0.56-1.04)
21% 112/50 —&— 0.87 (0.50-1.53)

T

025 05 1 2 4
Favors Cabo+Nivo+lpi «=—— Favors Pbo+Nivo+Ipi

T L]



Nivolumab + Ipilumumab+Cabozantinib

Cabo+Nivo+lpi

(N=276)

Pbo+Nivo+Ipi
(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 24(1.5-17.1) 2.3(1.9-16.8)
Median duration of response (95% Cl), mo NR (20.2-NE) NR (NE-NE)




Nivolumab + Ipilumumab+Cabozantinib

PFS and ORR by IMDC Risk Group (PITT Population)

1.0- Intermediate
E 0.8+
o
O 0.6-
=2
B 04+
g
% 0.2
HR 0.63 (95% C1 0.47-0.85)
0-0 T L L L L L L) Ll L)
0 3 6 9 12 15 18 21 24 27
Months
No. of Median PFS
Events mo (95% Cl)
Cabo+Nivo+lpi (N=209) 79 NR (16.9-NE)
Pbo+Nivo+lpi (N=208) 103 11.4(7.6-17.3)

ORR: 45% (95% Cl, 38.1-52.0) for Cabo+Nivo+Ipi vs
35% (95% Cl, 28.6—42.0) for Pbo+Nivo+lpi

Probability of PFS

Poor
b ' +
04- _'-'i-———q_-_rd‘! , |
0.24
HR 1.04 (95% Cl 0.65-1.69)
D.G T L4 T T ) T T T
0 3 6 9 12 15 18 21 24 27 30

Months

No. of Median PFS
Events mo (95% Cl)

Cabo+Nivo+lpi (N=67) 37 9.5(7.8-17.3)

Pbo+Nivo+Ipi (N=66) 30 11.2 (4.0-NE)

ORR: 37% (95% Cl, 25.8-50.0) for Cabo+Nivo+Ipi vs
38% (95% Cl, 26.2-50.7) for Pbo+Nivo+Ipi



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) ; 103 (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 IEM re ce-lved",_% ]

4 58 73

3 13 14

2 22 7
i S | gz | &
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

Mivo 26 18

Ipi 30 12

All treatment components (due to the same AE) 12 5

Data cut-off: Jan 31, 2022

ERESMD ™™



Sdren Calismalar

MK-6482-012 Study Design

Particip. Population

N=1431

Mdvanced celRO

Mo prior systemic thera

Buifwlval
fallow-up

Screening Phase 28
days prios to Stratification Randomization
randamization 10101

*  Abbreviations: IMDC = International Metastatic RenalCellCarcinema Database Consortium; ecRCC = clesr call renal
cullcarcinaoma.

*  a.Thetreatmentarmsare the HIF triplet(MK-6482 + pambrolizumab + lenvatinib), the CTLAS triplet (MK-13084 +
lenvatinib), and the doublet (pembrolizumab + lenvatinib). Note: MK-1308A is a coformulation of pembrolizumab
and MK-1308

+  Global Study- ~225sites, 33 countries 9 MSD
f} MERCK



Metastatik RCC Birinci Basamak Tedavi Secenekleri
Gelecek Perspektif

ERESMD ™™  METHODS: study design

BIONIKK (NCT02960906) o

Metastatic Renal Cell Carcinoma e Treat until
* Clear cell histology T Nivolumab IV 3 mg/kg + RECIST 1.1-
b Ipilimumab IV 1 mg/kg defined

(translocation carcinoma e,

ower) RT-gPCR ““x\___\‘ every 3 weeks for 4 doses
- B followed by

Previously untreated in Nivolumab IV

metastatic setting (35-gene signature) il 240 mg

T every 2 weeks

progression,

death,
unacceptable
toxicity or end
of study

. ECOG-PSSZ o ‘_':" : T
* Available frozen tumor tissue - ™ . 1 (18months)
— o-{_____* TKI
3 c (sunitinib or pazopanib)
; : : | B
Nqn-comparatlye, per molecular-group randomized phase Il trial T
Primary endpoint:

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



Metastatik RCC Birinci Basamak Tedavi Secenekleri

Gelecek Perspektif

o
2020

« 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

ccACC

! 4 Giroup 1

= Group 4
2 Group 2
o

Group 3

&
I-—A

T cofls

| coaTcems
" || cytotoxic ymphocytes
| ] B lineage
MK cells
Maonocytic lineege
Myeloid dendritic cells
Neutrophiis
Endathedial cells
Fibroblasts

AN ~ | b | [
I ! | 11

TR | |
il |

12

37 3

« Analysis of the correlation between TME and outcomes is ongoing

'Becht et al. Genome Biology 2016

T cutin

“
adjusted pval = 0.0136

RESULTS: transcriptomic analysis of immune cells distribution

0.0020

" o.oos7

0.0306

00134

0.1335

s lymnp




Metastatik RCC Birinci Basamak Tedavi Se¢enekleri
Gelecek Perspektif

ERESMD ™" RESULTS: Progression Free Survival (PFS)
Target cohort (TCE, n=154)

Median follow-up: 16 months

cereel cereed ceree
%I iﬁ ] Ll—‘ | i
{N:46m | N:78m | -|NE10.4m

Frres jmeetn Froma pramrting
P P .
= ' . -

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

Overall Survival (OS) is not mature (16% of events) J




Metastatik RCC Birinci Basamak Tedavi Se¢cenekleri
Gelecek Perspektif

Best Change From Baseline in Sum of Target Lesions

Cabozantinib 40 mg + Atezolizumab Cabozantinib 60 mg + Atezolizumab
40 N=34 a0 N=35
‘ 20 4 1 1]
: e !I'l“‘l
§ S 20
-4 + -1
5 -0 4 + 5 40 4
¢ = *
-; 5 - :; D
L ]
£ -BD 4 B Complete response +3 ¥ 80 4
B Partial response
10 B Stable disease - 100 o

B Progressive disease

+ Sarcomatoid componant

* Any reduction in tumor target lesions occurred for 94% of the 40 mg cabozantinib cohort and 92% of
the 60 mg cabozantinib cohort



Metastatik RCC Birinci Basamak Tedavi Se¢cenekleri
Gelecek Perspektif

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=i).02

i — ! TiL Immune Phenotype®
i ' ) ' (N=42)
0 . Immune Myeloid K T
5 : T e Dominant | TCURHich
& 25 B -1 (N=12) (N=17)
-3
£ Percent
3 | T —~— Nedpondars 33% (4/12) o AT% (B/17) o 77%(10/13)
E —r '__:'_ Chi-Square Test: p=0.02
e N=12 N=17 " N=13
Median:-30.5 Median:=41.1 e
: - | R Immune Low D68 CDB'
i Heigl |
e —— e Myeloid Dominant CD68"&" CDB™
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.

mm.nllgu:'ﬂ. *Analyses by immunohistochemistry of COG8 (myeloid cells) and CO8 (cytotoxic T cells) with a cutofl of 20% for high vs low cell frequency
showed three Immune phenotypes; CO6B™ CDB"E was not observed,



Metastatik RCC Birinci Basamak
Tedavi Secenekleri

National . . . .
CGI‘[‘IQ[’E’:I‘IEI‘ISWE N CC N G ul dEI InES VEI'SID n 3-2023 NCGNTESIIS?}I;ngzr:Pednet:
WSl Cancer ; . e
Network® Kldney Cancer Discussion
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 + piaml:rrtnlizumal:itII (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 + nivelumabP (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)
* |pilimumab + nivolumab® » Sorafenib (category 3)
= Lenvatinib + |:|lsu'ni:lr|::ulizu11’|£ll:|~h = Temsirolimus® (category 2B)
* Pazopanib « Belzutifan (category 2B)
= Sunitinib
= Tivozanib¥ {categnr_\g 1)
= Axitinib + avelumab® (category 3)




Evre IV RCC Birinci Basamak Tedavi
Ozet 1

First-line IO Combination Trials in mRCC

CheckMate 214 (IpilNivo)!  KEYNOTE-426 (AxilPembro)® CheckMate 9ER (Cabo/Nivo)®  CLEAR (Len/Pembro)*

(n=550vs n=546) (n=432vs n=429) (n=323vsn=328) (N=355vs n=357)
mSE, months MRwvs 38.4 45T vs 401 MRvs 28.5 MR vs MR
HR (CI) 0.69(0.589-0.81) 0.73(0.60-0.88) 0.66(0.50-0.87) 0.66(0.49-0.23)
Landmark 0312 mo B3% vs. TE% 90% vs. 79% 86% vs. T6% 90% vs 79% (est)
Landmark O3S 24 mo 71% vs. 61% Td% vs. G6% T2% vs 60% (est) T9% vs. 70%
mPFS, months 12.2vs 123 15.7vs 111 17.0vs 8.3 23.89vs 92
HR(CI) 0.89(0.76-1.05) 0.68(0.58-0.80) 0.52(0.43-0.64) 0.39(0.32-0.49)
ORR, % 39ys 32 60vs 40 bbvys 27 f1vys 36
CR, % 1MMvs 3 10vs 4 Qys 4 16vs 4
Med fiu, months 55 42.8 23.5 27
Prognosticrisk, %

Favorable 23 32 23 21
Intermediate 61 55 58 59
Poor 17 13 14 ]

Prior nephrectany 32% 33% G9% T4%
Subsequent systemic Crerall (69%) Cwerall (G9%) Cwerall (40%) Cwerall (71%)
therapiesfor sunitinib 10 (42%) 10 (48%) 10 (29%) IO (53%)
arm, %

1 ARugesat al SMIOpin 200 £ funl et 2l ASCOZOEL ﬂ@brian_rini and @Uromigos (podcasts: hitps:fanchorfmithe-Uromigos)

3.  Motzeretal 200G FR1 4. Motzer ot 2l ASED GU D21



Evre IV RCC Birinci Basamak Tedavi
Ozet 2

KEYNOTE-426 CheckMate 9ER

1
Ch-?kﬂ:m 31.4 {Ipl."h;lw] (Axi/Pembro)? (CabolNivo)’ CL{EAH [ansh??]‘
oS50 vs ReSA0 (n=432 vs n=429) (n=323 vs n=328) N353
HR 0.72 0.73 0.70 0.72
mOS, months 55.7 vs 38.4 45.7 vs 40.1 37.7vs 343 NR vs NR
Landmark OS 12 mo B3% vs. 78% 90% vs. T9% B6% vs. 76% 90% vs 79% (est.)
Landmark OS 24 mo 71% vs. 61% Td% vs. 66% 70% vs 60% 79% vs. 70%
HR 0.86 0.68 0.56 0.39
mPFS, months 123 vs 12.3 157 vs 111 16.6 vs 8.3 239vs92
ORR, % 39 vs 32 60 vs 40 56 vs 28 71 vs 36
CR, % 12vs 3 10vs4 12vs 5 16 vs 4
Med ffu, months 67.7 428 329 33.7
Primary PD, % 18 11 L] 5

Landmark PFS

30% (5 years)

29% {3 years)

39% (2 years)




Evre IV RCC Birinci Basamak Tedavi
Ozet 3

The Ur @ migos

Front-line 10-based Trials in mRCC: 1 vs 2 vs 3 drugs in IMDC Int/Poor

2 (10N10)

2 (10/TKI)

3 (IONOITKI)

PFS HR

KEYNOTE-427
(Pembro)’

CheckMate 214
(IpiNivo)?

0.73

%

KEYNOTE-426
(Axi/Pembro)’

0.67

COSMIC313
(INIC vs IN)*

073

67% at 1 year

b MliDesesagn o gl 00 POFE T Mgtped ot sl PUAAD PO M esees FOTT L Bas et sl AWCD FFE A Meapes ol @ Lesest Deaatlegy POJL Apeds o ol ALDO FORT  § Meages o8 ol S PO |/ Bnaa o @l G0N FOJ L Cresmald @0 8l ARID FEILPerte o
ol UWAAD FOIE . O of ol DLUAAD FOD




Evre IV RCC Birinci Basamak Tedavi
Ozet 4

Ipilimumak + Nivolumab + Pembrolizumab + Pembrolizumab + | Cabozantinib +
Nivolumab Cabozantinib Lenvatinib Axitinib Ipillimumab +
Nivolumab
Population + Int/poor risk = Al « Al = All = Al
Pros = No TKI toxicity « QOLbenefit + HighestCRrateseen = Short TKI haif + 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 rale compared in a
» Chance for durable brain mets phase 3 trial vs
response another combo
Cons = More ICI 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, B2%) effects can be hard
* 18-20% PD as besl 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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Evre IV RCC Birinci Basamak Tedavi
Ozet 5

immiinoterapi-immiinoterapi kombinasyonu

Daha ylksek oranda tam yanit
Daha uzun takip siresi ve yanit derinligi

immiin iliskili toksisite fazla, daha cok ilag kesme orani

immiinoterapi-TKI kombinasyonu
Daha yliksek yanit orani ve daha uzun PSF orani
Daha kisa bir takip siresi, yanit derinligi hakkinda veri matir degil
Uzun TKI toksisitesi maruziyeti
Yas, komorbidite, semptom, hastalik yikl tedavi seciminde yon gosterici olabilir.

Daha uzun takip slresi ve daha efektif prediktif belirtecler tedavi seciminde katki saglayacak.



