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FIRST-LINE THERAPY IN METASTATIC RENAL CELL
CARCINOMA IN THE PAST

National

NN Cancer
Network®

Comprehensive

NCCN Guidelines Version 1.2018

Kidney Cancer
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Relapse or
Stage IV and
surgically
unresectable

Predominant
clear cell
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FIRST-LINE THERAPY
(alphabetical by category and preference)

* Clinical trial

+ Pazopanib (category 1, preferred)

+ Sunitinib (category 1, preferred)

+ Bevacizumab + interferon alfa-2b (category 1)

* Temsirolimus (category 1 for poor-prognosis
patients, category 2B for selected patients of
other risk groups)

« Axitinib

+ Cabozantinib (for poor- and intermediate-risk
groups)?

« High-dose IL-2 for selected patients”

+ Active surveillance for select, asymptomatic
patients'

and

Best supportive care:/
See NCCN Guidelines for Palliative Care

—

Follow-up _ _

(See KID-B)

See Subsequent Therapy
for Predominant Clear Cell
Histology (KID-4)
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VEGF TARGETED THERAPY ERA 10 COMBINATION ERA
Pembrolizumab + Lenvatinib

Sorafenib  Temsirolimus Axitinib Nivolumab + Cabozantinib
Tivozanib

Nivolumab + Ipilimumab

2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021

Bevacizumab + IFN-a Nivolumab Pembrolizumab + Axitinib
Sunitinib Everolimus Cabozantinib Avelumab + Axitinib
Pazopanib Lenvatinib + Everolimus
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TARGETED THERAPIES HAVE IMPROVED OS IN mRCC

Time (years)

The “Golden Age”

i = . - S e
* Diamond age (>2025): The ultimate goal is
that >80% of patients with metastatic clear

I cell RCC will achieve long-term survival

* Golden age (2015-2025): Introduction of a

q
| number of new drugs |
I o ~50% patients achieving durable I/
remissions by 2025 (median survival

4 A

1st line:
Tivozanib?
Cabozantinib3
Nivolumab/ipilimumab
Axitinib/Pembrolizumab
Axitinib/Avelumab

| e |

* Modern age (2005-2015): Seven additional
regimens gained approval (median survival to
~30 months)

* Dark age (<2005): Two drugs available to

treat aRCC (median survival ~15 months)

ADAPTED FROM Hsieh JJ, et al. Nat Rev

\ Lenvatinib/Pembrolizumab /

1st line:
Sunitinib
Pazopanib
Bevacizumab/interferon

IL-2 and/or interferon? J

Dis Prim 2017;3:17009
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FIRST-LINE THERAPY IN METASTATIC RENAL CELL
CARCINOMA IN 2022

National -
comprehensive NCCN Guidelines Version 4.2022 NCCN#;EEZ'}”S;'[’;?Q
IV(e{®vl Cancer . :
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 + pembrollzumab" (category 1) « Axitinib + avelumab® « Active surveillance®
+ Cabozantinib + nivolumab® (category 1) * Cabozantinib (category 23) » Axitinib (category 2B)
« Lenvatinib + pembrolizumabP (category 1)  * Ipilimumab + nivolumab® * High-dose IL-29 (category 2B)
* Pazopanib
» Sunitinib
Poor/ * Axitinib + pembrolizumab® (category 1) * Axitinib + avelumab® * Axitinib (category 2B)
intermediate? |+ Cabozantinib + nlvolumabb (category 1) » Pazopanib * High-dose IL-29 (category 3)
* Ipilimumab + nivolumabP® (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 + pembrollzumab" « Bevacizumab' (category 2B)
(category 1) » Cabozantinib + nlvolum%b « High-dose IL-2 for selected patients? (category 2B)
« NivolumabP (category 1) * Ipilimumab + nivolumab » Sorafenib (category 3)
« Lenvatinib + pembrolizumab® » Temsirolimus® (category 2B)
* Pazopanib
« Sunitinib
» Tivozanib9
« Axitinib + avelumabP® (category 3)

https://www.nccn.org/professionals/physician gls/pdf/kidney.pdf
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Advanced ccRCC

Intermediate- and

Favourable-risk IMDC group poor-risk IMDC groups

Ipilimumab-nivolumab (I, A; MCBS 4]*
Lenvatinib-pembrolizumab [I, A; MCBS 4]**
Axitinib-pembrolizumab [I, A; MCBS 4]
Cabozantinib-nivolumab [I, A; MCBS 4]

Lenvatinib-pembrolizumab [I, A; MCBS 4]*®
Axitinib-pembrolizumab [I, A; MCBS 4]*
Cabozantinib-nivolumab [I, A; MCBS 4]

A VEGFR systemic therapy that has not
been given previously

Axitinib [I1, B]
Cabozantinib [II, B]
Lenvatinib-everolimus [IlI, B)
Pazopanib [l11, B]
Sunitinib [I11, B]
Tivozanib [l1l, B]

https://www.esmo.org/guidelines/genitourinary-cancers/renal-cell-carcinoma/eupdate-renal-cell-carcinoma-treatment-recommendations-4
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"~ FIRST-LINE COMBINATIONS IN mRCC

~

e |pilimumab + Nivolumab CAtezoIizumab + Bevacizumab
(CHECKMATE 214) (IMMOTION 151)

e Avelumab + Axitinib (JAVELIN 101)

e Pembrolizumab + Axitinib
(KEYNOTE 426)

e Nivolumab + Cabozantinib
(CHECKMATE 9ER)

e Pembrolizumab + Lenvatinib
(CLEAR)
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FIRST-LINE COMBINATIONS IN mRCC

~

e |pilimumab + Nivolumab /-Atezolizumab + Bevacizumab
(CHECKMATE 214) (IMMOTION 151)

e Avelumab + Axitinib (JAVELIN 101)

e Pembrolizumab + Axitinib
(KEYNOTE 426)

e Nivolumab + Cabozantinib
(CHECKMATE 9ER)

e Pembrolizumab + Lenvatinib
(CLEAR)
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> VEGF enhances:

v' Mobilization and proliferation of various cells, including regulatory T cells (Tregs)

v’ Release of immunosuppressive cytokines

v" Mobilization of tumor-associated macrophages (TAMs)
» Tregs and TAMs promote tumor growth through the release of VEGF and angiopoietin-2

Kudo M, Cancers 2020
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Rationale for Combined Immunotherapy
sinosioe Rivisones v cvikth PD-1/PD-L1 Antibodies and VEGF Inhibitors
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Activate myeloid-derived suppressor cells (MDSCs), which in turn release more VEGF
Inhibits dendritic cell maturation and antigen presentation in the priming phase.
Reduces the proliferation and activation of naive CD8+ cells by suppressing dendritic cell
activity even in the presence of neoantigens

» Prevents antigen-activated CD8+ cells from infiltrating the tumor tissue through its effects on
tumor angiogenesis

Kudo M, Cancers 2020



Rationale for Combined Immunotherapy
Sieosio Dt RE ONESENC\WE'Rth PD-1/PD-L1 Antibodies and VEGF Inhibitors
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VEGF PROMOTES IMMUNE ESCAPE AT
ALMOST EVERY STEP OF THE CANCER IMMUNITY CYCLE

Kudo M, Cancers 2020
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» VEGF inhibitors reprogram the immunosuppressive tumor microenvironment into
an immunostimulatory environment
» The administration of PD-1/ PD-L1 antibodies under such conditions enhances the

antitumor activity of T cells
Kudo M, Cancers 2020
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e niacosatcinerndane Rgtionale for Combined Immunotherapy

with PD-1/PD-L1 Antibodies and VEGF Inhibitors

Simultaneous blockade of PD-1 and Treatment with VEGFR2 monoclonal
VEGFR2 induced synergistic anti- antibody (mAb) and anti-PD-1
tumour effect in vivo inhibited tumour neovascularization.

o5 —— Control

& a-VEGFR2

-0 a-PD-1

20  _e 0-PD-1+a-VEGFR2

i

15

10

Tumour size (mm)

0 5 10 15 20 25
Days after inoculation

Yasuda S et al. Clinical and Experimental Immunology 2013
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PRIZE THE NOBEL PRIZE

IYSIOLOGY OR MEDICINE 2018
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William G.  Sir Peter J. Gregg L.

James P. Allison « Tasuku Honijc Kaelin Jr. Ratcliffe Semenza

“for their discoveries of how cells sense
and adapt to oxygen availability”

“for their discovery of cancer therapy by inhibition
of negative immune regulation”

HE NOBEL ASSEMBLY AT KAROLINSKA, INS

THE NOBEL ASSEMBLY AT KAROLINSKA INSTITUTET
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IO + ANTI-VEGF COMBINATIONS: PHASE | TRIALS

Nivolumab Nivolumab Pembrolizum~o Avelumab Pembrolizumab Nivolumab Pembrolizumab
Sunitinib Pazopanib  Pazopanib Axitinib Axitinib Cabozantinib Lenvatinib

RG (%) 54.5 4 58 73 53.9 66.7
RC (%) 6.1 0 3 8 0 0
RP (%) 1875 45 s 55 65 53.9 69

Amin A, et al. IKCS2017.

Choueiri TK MB, et al. J Clin Oncol 35,2017 (suppl;4504).
Choueiri TK, et al. Lancet Oncol 2018;19(4): 451.

Atkins B, et al. Lancet Oncol 2018;19(3):405.

Nadal R, et al. J Clin Oncol 2018;36(suppl;abstr4528).
Chung-Han L, et al. J Clin Oncol 2018;36(suppl;abstr4560.
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\ J

Key Eligibility Criteria

= Newly diagnosed or recurrent
stage IV clear cell RCC

= No previous systemic freatment 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)

JAVELIN RENAL 101

Key eligibility criteria:
+ Treatment-naive aRCC with

a clear cell component
Stratification:

- ECOGPS(Ovs1)
» Geographic region

» = 1 measurable lesion as
defined by RECIST v1.1

(USA vs Canada/Westem

= Tumor tissue available for Europe vs ROW)

PD-L1 staning
« ECOGPSOor1

+ Primary endpoints

$TMPOSIO. DE REVISIONES EN CANCER

K Evlmlﬁqi_]g’dﬂ; ielédncer en el aiio 20227

n=432

Pembrolizumab 200 mg IV Q3W
for up to 35 cycles
+

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

Avelumab 10 mg/kg IV Q2W
-

Axitinib 5 mg PO BID
(6-week cycle)

Sunitinib 50 mg PO QD
(4 weeks on, 2 weeks off)

—~ PFS by RECIST v1.1 per independent review committee (IRC) in patients with

PD-L1+ tumors (PD-L1+ group)*
- OS in the PD-L1+ group

CHECKMATE 9ER

Key inclusion criteria'?

+ Previously untreated advanced or
metastatic RCC

+ Clear cell component

+ Any IMDC risk group N =651

Primary endpoint: PFS

CLEAR

Key eligibility criteria
* Advanced clear-cell RCC

Lenvatinib
20 mg oral QD

+
Pembrolizumab®

* Treatment-naive 200 mg IV Q3W

* Karnofsky performance status >70

Lenvatinib
18 mg oral QD
o+

* Measurable disease
* Adequate organ function

Everolimus

Stratification factors T 5 mgoral QD

* Geographic region: Western Europe
and North America vs Rest of the Sunitinib
World L,| 50 mg oral QD

* MSKCC risk category: Favorable, 4 weeks on /
Intermediate, or Poor 2 weeks off

Primary endpoint: PFS

NIVO 240 mg IV Q2W
+ CABO 40 mg PO QD

SUN 50 mg PO QD,
cycle of 4 weeks on/
2 weeks off

IMMOTION 151

Key eligibility

» Treatment-naive
locally advanced Stratification
or mRCC * MSKCC risk

« Clear-cell and/or score
sgrcomatoid « Liver metastases
histology * PD-L1IC IHC

* KPS 270 status

* Tumor tissue
available for PD-L1
staining

(<1% vs 21%)2

Co-primary endpoints
« PFS by INV assessment in PD-L1+
«OSinITT

« OSin PD-L1+
» Safety

Rini Bl, et al. N Engl J Med 2019 Mar 21;380(12):1116-1127. Motzer R, et al. N Engl ) Med 2019 Mar 21;380(12):1103-1115.
Rini BI, et al. Lancet 2019 Jun 15;393(10189):2404-2415. Choueiri TK, et al. N Engl J Med 2021;384:829-41. Motzer R, et al. N Engl J Med 2021;384:1289-300.

Other endpoints

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

N = 1069

Atezolizumab 1200 mg IV q3w
+

Bevacizumab 15 mg/kg IV q3w

Sunitinib 50 mg PO QD
(4 weeks on, 2 weeks off)

» Exploratory
biomarkers
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|O+VEGF COMBINATIONS IN FIRST-LINE RCC THERAPY

JAtezolizumab+Bevacizumab (IMMOTION 151)
JPembrolizumab+Axitinib (KEYNOTE-426)
JAvelumab+Axitinib (JAVELIN 101)
ANivolumab+Cabozantinib (CHECKMATE-9ER)

dLenvatinib+Pembrolizumab (CLEAR)
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|O+VEGF COMBINATIONS IN FIRST-LINE RCC THERAPY

JAtezolizumab+Bevacizumab (IMMOTION 151)

JPembrolizumab+Axitinib (KEYNOTE-426)
JAvelumab+Axitinib (JAVELIN 101)
ANivolumab+Cabozantinib (CHECKMATE-9ER)

dLenvatinib+Pembrolizumab (CLEAR)



Atezolizumab plus bevacizumab versus sunitinib in patients

with previously untreated metastatic renal cell carcinoma I M M OTI O N 1 .

(IMmotion151):amulticentre, open-label, phase 3, 5 1 . STU DY D ES | G N
randomised controlled trial

e STMPOSIO-DEREVISIONES EN-CANCER

st e A IR IR BT S SR 2R ™"

IMmotion151 Study Group

Treatment-naive Atezolizumab 1200 mg IV plus

MRCC with a clear-
cell component or
sarcomatoid

L
L

Bevacizumab 15 mg/kg IV every
3 weeks

1

Randomize 1

N=915

Co-primary endpoint: PFS in PD-L1+, OS in ITT
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A
100+ Median progression-free survival in the PD-L1 positive
a0 population, months [95% CI)
F B0+ —— Aternlizumab plus bevacirumab group 11-2 (B-9-15-0)
= 704 — Sunitinib group 77168-97)
'E &0 HR 074 (95% 1 0-57-0-06); p=0-0217
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C
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Biological subgroups based on relative gene
expression levels of:

#{:ﬂ:ﬁﬂl:lllil “IIIEI:II\IIIIII\I\ o T:jngtgﬁc sc::U G IHC score > An g I O g e n eS I S
i '”“’;;;w » Immune and antigen presentation
M“ [ mv » Myeloid inflammation

T - cD34 B Poor

| \) gz? Intermediat

i | M I GZE’S s

| || \cgch:ﬂLe oo O@

o R U T cxoe vHLor PERME O
| Tl i | oy W
CTLAY [ Nonmuta
\”| | ||||? M | o — )
T‘gj .Anglog eeeeee
‘ i el - o

|\\ K J oy B Associated
" H CXCL1
1 e l XCL2 ! . . = .

]II\ \ [ W M %gtg I? Angiogenic T-effectorHish T-effectorHish with PDL1b

PR | Myel1-|—n—|—m—m—|ﬁ—|o, TS TIOR velor expression by

Sunitinib InflammationHish IHQ
Clinical m Immune Suppressed
Activity
Atezolizumab + Bevacizumab
McDermott D, et al. IMmotion150 biomarkers: AACR 2017
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BIOMARKERS

IMMOTION 151: Gene Expression Profile

Angiogenesis Gene Expression Is Higher in Favourable

MSKCC Risk Group

Angiogenesis Gene Signature

100% ERin20eat 100%
26% O Angio-ow
B Angiotish
75% - 43% 9 759
£ 50% £ 50% |
® ®
o o
25% 25%
0% 0%
1 T

Favourable Intermediate/Poor
n =156 n =667

T-effector Gene Signature

P=01

64%

36%

O Te "Low
.TeﬂH igh

57%

Favourable Intermediate/Poor

n =156

n =667

100%

75%

50% -

Patients (%)

25%
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E ;

PD-L1 Expression

0% 7

P=0.35

61%

ONegative
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57%

Favourable Intermediate/Poor

n=156

n =667

100% 4 P=1.12e-11
75% o
g 66%
12}
E 50% -
£
25%
34%
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Angiogenesis Gene Signature

T-effector Gene Signature

100% P =1.90e-03
o -
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_ 60%
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2
E 50%
.“_a
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Sarcomatoid Non-Sarcomatoid

n=134 n =688

T T
Sarcomatoid Non-Sarcomatoid
n=134 n =688

Angiogenesis Gene Expression Is Lower and PD-L1
Expression Is Higher in Sarcomatoid Tumours

100%

75%

50%

Patients (%)

25%

0%

2018 i

PD-L1 Expression

P = 5.25e-07
ONegative
37% B Positive
61%
39%

T T
Sarcomatoid Non-Sarcomatoid
n=134 n =688

Rini B, ESMO 2018
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|O+VEGF COMBINATIONS IN FIRST-LINE RCC THERAPY

JAtezolizumab+Bevacizumab (IMMOTION 151)

(dPembrolizumab+Axitinib (KEYNOTE-426)

JAvelumab+Axitinib (JAVELIN 101)
ANivolumab+Cabozantinib (CHECKMATE-9ER)

dLenvatinib+Pembrolizumab (CLEAR)



KEYNOTE-426: STUDY DESIGN
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Pembrolizumab 200 mg IV Q3W

forup to 35 cycles
.|.

Axitinib 5 mg orally twice daily?

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

Sunitinib 50 mg orally once daily
n=429 for first 4 weeks ofeach 6-week cycle®

Stratification Factors

* IMDC risk group
(favorable vs intermediate vs poor) End Points
* Dual primary: OS5 and PES (RECIST v1.1, BICR ) inITT
+ Key secondary: ORR (RECIST v1.1, BICR )inITT
+ Other secondary: DOR (RECIST v1.1), safety

» Geographic region
(Morth America vs Western Europe
vs ROW)




KEYNOTE-426: OS ITT POPULATION
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End of Pembrolizumab

100 o Treatment
o 72% 67%
50 - 59% 63%
R | ; 54%
s 70 | : |
2
> 60 :
® 50 | ' !
T 40 ! | !
Medi
g 30 (95% cT), I::mths : [ :
20 Pembro+ 457 (43.6NR) | I ; | HR, 0.73 (95% Cl, 0.60-0.88)
1 Axitinib : I | P < 0.0012
0 Sunitinib 40.1(34.344.2) | [ |
0
6 12 18 24 30 36 42 48 54
No. at risk Months
407 384 345 318 286 259 141 16 0
379 336 306 279 252 224 110 12 0

Rini BI, ASCO 2021



KEYNOTE-426: PFS ITT POPULATION
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. 100
S 90
S 80
£ 70
N
o 60
o
™ 50
S 40
g 30
g’ 20
a 10
0
No. at risk

N End of Pembrolizumab
Treatment
48%
35%
I 33%
o
| 20% 29%
! 15%
| |
Median
(95% CI), months I I I
Pembro + 15.7 (13.6-20.2) | I
Axitinib I | |
Sunitinib 11.1 (8.9-12.5)
0 6 12 18 24 30 36
432 298 233 180 136 110 80
429 244 155 107 72 47 28

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

P <0.00012

42

28
10

54

0
0

Rini BI, ASCO 2021



KEYNOTE-426: ORR
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P < 0.00012

e 100 — ‘ JR——
g 90- 60.4% PR
S 80 -  (55.6-65.1)
o 70 —
£ 50 39.6%
§ 0 10.0% (35.0-44.4)
Q
@ 40 — 3 5%
S 30 -
8 20 -
0 10 —
°

Pembro + Axitinib Sunitinib

Best response, n (%)

CR
PR
SD
PD
NEP

NA°

Pembro +
Axitinib
n =432

43 (10.0)
218 (50.5)
99 (22.9)
49 (11.3)
7 (1.6)

16 (3.7)

Sunitinib
n =429

15 (3.5)
155 (36.1)
152 (35.4)
73 (17.0)

6 (1.4)

28 (6.5)

Rini BI, ASCO 2021
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|O+VEGF COMBINATIONS IN FIRST-LINE RCC THERAPY

JAtezolizumab+Bevacizumab (IMMOTION 151)
JPembrolizumab+Axitinib (KEYNOTE-426)

JAvelumab+Axitinib (JAVELIN 101)

ANivolumab+Cabozantinib (CHECKMATE-9ER)

dLenvatinib+Pembrolizumab (CLEAR)



JAVELIN 101: STUDY DESIGN

SIMROSIO.DE REVISIONES EN CANCER

Avelumab 10 mg/kg IV Q2W

Key eligibility criteria:

_ : +
» Treatment-naive aRCC with Avwifin
a clear cell component itinib 5 mg PO BID
Stratification: 886 (6-week cycle)

» =1 measurable lesion as - ECOGPS(Dvs 1)

= Geographic region
(USA vs Canada/Westem

 Tumor tissue available for Europe vs ROW)
PD-L1 staining

» ECOGPS0or1

defined by RECIST v1.1

Sunitinib 50 mg PO QD
(4 weeks on, 2 weeks off)

* Primary endpoints

— PFS by RECIST v1.1 per independent review committee (IRC) in patients with
PD-L1+ tumors (PD-L1+ group)*®

— 0OSin the PD-L1+ group

 Key secondary endpoints
— PFS per IRC in the overall population
— OS in the overall population



JAVELIN 101: PFS in PD-L1+
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Msdilan PFS (95% CI}, months

Avcdumal + mefinb
Euniinib

138 (10.1-20.T)
7.0 [5.7—0.6}

Eirafifiod MR QU2 (0B O, 04800 777)
1-sidod P 00K

Progression-free survival, %
=
|

40 -

a0 - HO—H

a0

qp J — Aveluman + eviini

— Sunkinlo

0 T T T ] T T ] T T T T T ] T T ] T

0 2 4 G g 10 12 14 416 18 20 22 24 26 28 30 32 34
Timeé since randomizatdon, months
Mumber at risk
Avalumab + axitinib: 270 225 203 165 140 4131 123 @3 75 &S50 36 19 10 5 1 1 0

Sunitinib: 200 200 171 130 100 89 74 51 36 24 14 9 & 4 0

Choueiri TK, Annals of Oncology 2020
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Mclian 05 {95% C1), months

Avolamab - adink  ME [NE-ME)
Suninkb 28 & (27 4-NE)

Etmified HA 0.83 {DE% Cl, 0508-1.151)
1-akkod P =0.1501

Owverall survival, %

1 1 T 1 T 1 1 1 1 1 1 T 1
a 2 4 & 8 10 12 14 16 18 20 22 24 26 28 30 32 3
Time since randomization, months

Mumbser at risk
Avelumab + axitinib: 270 262 251 247 230 220 224 197 150 118 83 53 43 25 O 4 1

Suntinb: 200 281 271 256 243 232 227 197 148 115 B84 61 48 30 B 2 1 0O
Choueiri TK, Annals of Oncology 2020
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Secondary
1 " 1 endpoint
Confirmed objective response po
PD-L1+ group (N = 560) Overall population (N = 886)
Per IRC Avelumab + Axitinib Sunitinib Avelumab + Axitinib Sunitinib
(N =270) (N = 230) (N =442) (N = 444)
Objective response rate (95% CI), % 55 (49.0, 61.2) 26 (20.6, 30.9) 51 (46.6, 56.1) 26 (21.7, 30.0)
Best overall response, %"
Complete response 4 2 3 2
Partial response 21 23 48 24
Stable disease 27 43 30 46
Progressive disease 11 22 12 19
Mot evaluablet 4 7 6 a8
Patients with ongoing response, %1 73 65 70 71

Per investigator assessment

Objective response rate (95% CI), % 62 (55.8, 67.7) 30 (24.5, 35.3) 56 (51.1, 60.6) 30 (25.9, 34.7)
Best overall response, %
Complete response 4 3 3 2

Partial response 28 27 23 28
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|O+VEGF COMBINATIONS IN FIRST-LINE RCC THERAPY

JAtezolizumab+Bevacizumab (IMMOTION 151)
JPembrolizumab+Axitinib (KEYNOTE-426)
JAvelumab+Axitinib (JAVELIN 101)

(Nivolumab+Cabozantinib (CHECKMATE-9ER)

dLenvatinib+Pembrolizumab (CLEAR)
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CHECKMATE 9ER: STUDY DESIGN

Stratification factors:

*IMDC risk score

™ - H a
N =651 Tumor PD-L1 expression

*Geographic region

Key inclusion criterial-2
NIVO 240 mg IV Q2W

* Previously untreated advanced or metastatic + CABO 40 mg PO QD

Treat until RECIST v1.1-
RCC with a clear cell component

defined progression or

. unacceptable toxicit
* Any IMDC risk group SUN 50 mg PO QD, P v’

cycle of 4 weeks on/

* No prior systemic therapy 2 weeks off

Median study follow-up, 18.1 months (range, 10.6-30.6 months)  Primary endpoint: PFS per BICR using RECIST v1.1

Secondary endpoints: OS, ORR per BICR using
RECIST v1.1, and safety

Choueiri T, ESMO 2020
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CHECKMATE 9ER: PFS

Median PFS, months (95% CI)

E 1.0 4aas . _ NIVO+CABO 16.6 (12.5-24.9)

5 094  TTuw

-E 1 k SUN 8.3 (7.0-9.7)

'E 0.8 - ‘"

& o] Y N HR = 0.51 (95% ClI, 0.41-0.64)

— ' - -] =" <

2 06- h oy P < 0.0001

e “ " .

E 0.5 4 B - Bttt oo g "

@ 0.4 La .

T 03- bo-c-coms

L= . |

v 0.2 - .

1] Hﬁ

E‘ 0.1- )

= 0.0 H I I I I I I I I I

0 3 6 9 12 15 18 21 24 27

No. at risk Months
NIVO+CABQO323 279 234 196 144 77 35 11 4 0
SUN 328 228 159 122 79 31 10 4 1 0

Choueiri T, ESMO 2020
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CHECKMATE 9ER: OS

1.0 o _
0.9 4 - = il

0.8 4 e i — Yo ap— Il e b

n . ?_ | s AL ":"'-':,"_:___"_:ﬂ_q:_:ﬂ p— ; .:T..:.Ii: I:Iir:..r - e e e e Pty
oy o N S — ~

0.6 - Median OS, months (95% Cl) SO enans-cooo-o—aD

0.5 - NIVO+CABO NR (NE)

0.4 - SUN NR (22.6-NE)

0.3
0.2 - HR = 0.60 (98.89% Cl, 0.40-0.89)

P=0.0010

Overall survival (probability)

0.1 4
0.0 4

0 3 6 9 12 15 18 21 24 27 30
No. at risk Months

NIVO+CABO 323 308 295 283 259 184 106 55 11 3
SUN 328 296 273 253 223 154 83 36 10 3

= O

Choueiri T, ESMO 2020



CHECKMATE 9ER: ORR
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P <0.0001
- NIVO+CABO
A 28.6% (21.7-35.6) Outcome, %
; (N = 323)
I
70 55.7% Complete response 8.0 4.6
(50.1-61.2) Partial response 47.7 22.6
_® Stable disease 32.2 42.1
O 5o _ Progressive disease 5.6 13.7
Bu?j 27.1% Not evaluable/not assessed? 6.5 17.1
40
=)
;; 2y (22.4-32.3) Median time to response 2.8 4.2
o ] (range), months® (1.0-19.4) (1.7-12.3)
oc 20
© 10 Median duration of response (95% 20.2 11.5
Cl), months® (17.3-NE) (8.3-18.4)
0

NIVO+CABO SUN

* ORR favored NIVO+CABO over SUN across subgroups including by IMDC risk status, tumor PD-L1 expression (2

1% vs < 1%), and bone metastases
Choueiri T, ESMO 2020
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EFFICACY OUTCOMES WITH EXTENDED FOLLOW-UP IN THE ITT POPULATION
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PFS per BICR and OS in the ITT population

1.0 % Median PFS (95% Cl), months
E‘l . NIVO+CABO
E ?:"‘ 0.8 H 17.0 (12.6-19.4) 8.3 (6.9-9.7)
33 HR (95% Cl), 0.52 (0.43-0.64)
2 - - . P < 0.0001
og 06 o 48%
w o ! SRR
— 1
S o 0.4 4 i H
7 O ! ]
g 0.2 ! :
g8 77 : :
B i i
0.0 T T T 1 T 1 T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33
Months
No. at risk
NIVO+CABO 323 280 236 201 166 145 102 96 26 3 2 0
328 230 160 122 87 61 37 17 7 2 1 0
1.0 Sfman o .
4, 86%
M A A A
Tl
B 0.8 - :
‘g - | : S R
; = 0.6 4 H i
= 1
3 i !
w3 0.4 ' ' Median 0S (95% Cl), months
s ! ! NIVO+CABO
o 0.2 i NR (ME) 29.5 (28.4-NE)
! ; HR (95% Cl), 0.66 (0.50-0.87)
' ' P =0.0034
0.0 T T T i T i T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33
Months
No. at risk
NIVO+CABO 323 308 295 283 269 255 220 147 84 40 10 0
328 295 272 254 236 217 189 118 62 22 4 0

BICR-confirmed ORR per RECIST v1.1 in the ITT population

Outcome

NIVO+CABO
(n=323)

ORR (95% Cl), % 54.8 (49.2-60.3) 28.4 (23.5-33.6)
Odds ratio estimate (95% Cl) 3.2(2.3-4.4)

Best overall response, n (%)
Complete response 30(9.3) 14 (4.3)
Partial response 147 (45.5) 79 (24.1)
Stable disease 108 (33.4) 136 (41.5)
Progressive disease 20 (6.2) 45 (13.7)
uTD 18 (5.6) 53 (16.2)
Not reported 0 1(0.3)

Median TTR (range), months 2.8 (1.0-11.0) 4.2 (1.7-20.2)

Median DOR (95% Cl), months 21.7 (17.3—-NE) 12.7 (9.6-20.7)

o . o
(P:Ir)oI:/ablllty of ongoing response at 18 months (95% 56 (46-64) 43 (30-55)
, /0

* At a median follow-up for OS of 23.5 (range, 16.0-36.0) months,
NIVO+CABO continued to show superior PFS, OS, and ORR versus SUN

e Overall, 94% of patients experienced any reduction from baseline in sum
of diameter of target lesions, and 71% had > 30% reduction with
NIVO+CABO; 85% of patients experienced any reduction, and 43% had >

30% reduction with SUN

BICR, blinded independent central review; CABO, cabozantinib; DOR, duration of response; ITT, intent-to-treat; NE, not estimable; NIVO, nivolumab; NR, not reached; ORR, objective response rate, OS, overall survival;
PFS, progression-free survival; SUN, sunitinib; TTR, time to response; UTD, unable to determine.

Motzer RJ, ASCO GU 2021
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|O+VEGF COMBINATIONS IN FIRST-LINE RCC THERAPY

JAtezolizumab+Bevacizumab (IMMOTION 151)
JPembrolizumab+Axitinib (KEYNOTE-426)
JAvelumab+Axitinib (JAVELIN 101)
ANivolumab+Cabozantinib (CHECKMATE-9ER)

JLenvatinib+Pembrolizumab (CLEAR)
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Key eligibility criteria

* Advanced clear-cell RCC

Treatment-naive

Karnofsky performance status =70

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

CLEAR: STUDY DESIGN

Lenvatinib
20 mg oral QD
+
Pembrolizumab®
200 mg IV Q3W

Lenvatinib

18 mg oral QD
+

Everolimus
5 mgoral QD

Sunitinib
50 mg oral QD
4 weeks on /
2 weeks off

Primary endpoint
* PFS by IRC per RECIST v1.1

Secondary endpoints

* 05

* ORR by IRC per RECIST v1.1

* Safety

* HRQoL

Key exploratory endpoints
* DOR

* Biomarkers
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Survival Probability

CLEAR: PFS

1.0 —me
|
0.9 -
0.8 LEN + PEMBRO vsSUN:
HR (95% Cl): 0.39(0.32, 0.49); P<0.001
0.7 -
LEN + EVE vs SUN:
0.6 — HR (95% CI): 0.65 (0.53, 0.80): P<0.001
0.5 -
0.4 - LEN + PEMBRO
03 - MedianPFS, mo (95% ClI) T |
0o | LEN + PEMBRO 23.9(20.8,27.7) VEN+ EVE
LEN+EVE 14.7(11.1,16.7) e . ,
0.1+ SUN 9.2 (6.0, 11.0) SUN
D I I I I I I I I I I I I I I I I I
0 4 8 12 16 20 24 28 32 36 40

No. at Risk Time (months)

355 300 259 213 160 126 80 30 6 1 0

357 259 185 149 105 70 37 13 3 0

357 218 124 85 62 42 25 9 2 0
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Survival Probability

CLEAR:

OS

1.0 iy
0.9 —
0.8 -
0.7 —
= ——— : , SUN
0.6 — F—H A — i LEN+PEMBRO
LEN + EVE
0.5 -
0.4 LEN + PEMBRO vsSUN:
Median OS, mo (95% Cl) .
0.3 HR (95% Cl): 0.66(0.49, 0.88); P=0.005
: LEN +PEMBRO NR (33.6, NE)
0.7 — LEN+EVE NR (NE) LEN + EVE vs SUN:
SUN NR (NE) HR (95% Cl): 1.15(0.88, 1.50); P=0.3
0.1
0 | | | | | | | | | | | | | | | | |
0 3 b 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)

No. at Risk

355 342 338 327 313 280 253 222 188 129 66 26 10 2 0

357 346 321 299 277 246 205 183 154 109 46 22 8 2 0

357 332 307 289 264 236 207 186 160 112 60 25 7 2 2 1 0
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CLEAR: ORR

LEN + PEMBRO (n = 355)

LEN + EVE (n = 357)

SUN (n = 357)

Objective response rate (95% Cl) — %
Best overall response — %

Complete response

Partial response

Stable disease

Progressive disease

Unknown / not evaluable
Relative risk versus SUN (95% Cl)

P-value

71.0 (66.3—75.7)

16.1
54.9
19.2
5.4
4.5
1.97 (1.69-2.29)

< 0.001

53.5 (48.3-58.7)

9.8
43.7
33.6
7.3
5.6
1.48 (1.26-1.74)

< 0.001

36.1 (31.2-41.1)

4.2
31.9
38.1
14.0

11.8
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1O + ANTI-VEGF COMBINATIONS: SARCOMATOID FEATURES

CheckMate-2141 CheckMate-9ER? KEYNOTE-4563

Pembro+ Pembro +
Axi Lenva
(n=51) (n=28)

58.8 31.5
(44.2-77.4) (19.5-45.6)

55.9
(37.9-72.8)

22.0
(10.6-37.6)

ORR (95% Cl), % 56.7 19.2
(43.2-69.4) (9.6-32.5)

PES 0.61 0.39 0.54 0.39
(0.38-0.97) (0.22-0.70) (0.29-1.00) (0.18-0.84)

oS 0.55 0.36 0.58 0.91
(0.33-0.90) (0.16-0.82) (0.21-1.59) (0.32-2.58)

1.Motzer, R]. etal. NEJM 2018;378:1277-90, 2018; 2. Choueiri, T.K. et al. NEJM 384:829-41, 2021; 3. Powles, T et al. Lancet Oncol 2020; 21:1563-73, 2020; 4. Motzer, R. et al. NE]JM 384:1289-1300,
2021.



S”“WEW%&WT VEGF COMBINATIONS: ADVERSE EVENTS

Any Grade Grade 3, 4, or 57
Diarrhea 233 (54.3) 39 (9.1)
Hypertension 191 (44.5) 95 (22.1)
Fatigue 165 (38.5) 12 (2.8)
Hypothyroidism 152 (35.4) 1(0.2)
Decreased appetite 127 (29.6) 12 (2.8)
Palmar—plantar erythrodysesthesia 120 (28.0) 22 (5.1)
syndrome
KEYNOTE-426
All Grades Grade =3
Patients with any events 432 (99.5) 309 (71.2)
Diarrhea 270 (62.2) 29 (6.7)
Hypertension 215 (49.5) 111 (25.6)
Fatigue 180 (41.5) 15 (3.5)
Nausea 148 (34.1) 6 (1.4)
Palmar—plantar erythrodysesthesia syndrome 145 (33.4) 25 (5.8)
JAVELIN Renal 101

Any Grade Grade >3
Any event 319 (99.7) 241 (75.3)
Diarrhea 204 (63.8) 22 (6.9)
Palmar—plantar erythrodysesthesia 128 (40.0) 24 (7.5)
Hypertension 111 34.7) 40 (12.5)
Hypothyroidism 109 (34.1) 1(0.3)
Fatigue 103 (32.2) 11 (3.4)
Increased ALT level 90 (28.1) 17 (5.3)
Decreased appetite 90 (28.1) 6 (1.9)
CA209-9ER
Any Grade Grade =37
Any event 351 (99.7) 290 (82.4)
Diarrhea 216 (61.4) 34 (9.7)
Hypertension 195 (55.4) 97 (27.6)
Hypothyroidismi: 166 (47.2) 5(1.4)
Decreased appetite 142 (40.3) 14 (4.0)
Fatigue 141 (40.1) 15 (4.3) CLEAR

Motzer RJ, et al. N Engl J Med 2019;380(12):1103.
Rini BI, et al. N Engl ) Med 2019;380(12):1116.
Choueiri TK, et al. Ann Oncol 2020;31(suppl_4):51142.

Leva
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Favorable Intermedio Pobre Favorable Intermedio Pobre
- 2.18 0.82 1.45 0.63
Ipi-nivo (1.29-3.68) (0.64-1.05) (0.51-4.12) (0.44-0.89)
0.54 0.74 0.57 0.81 0.86 0.57
Avelu-axi (0.32-0.91) (0.57-0.95) (0.38-0.88) (0.33-1.96) (0.61-1.20) (0.36-0.89)
0.81 0.70 0.58 0.64 0.53 0.43
Pembro-axi (0.53-1.24) (0.54-0.91) (0.35-0.94) (0.24-1.68) (0.35-0.82) (0.23-0.81)
0.62 0.54 0.37 0.84 0.70 0.37
Cabo-nivo (0.38-1.01) (0.40-0.72) (0.37-0.50) (0.35-1.97) (0.46-1.07) (0.21-0.66)
0.41 0.39 0.28 1.15 0.72 0.30
Len/pemb (0.28-0.62) (0.29-0.52) (0.08-0.42) (0.55-2.40) (0.5-1.05) (0.14-0.64)

Rini B. N Engl J Med. 2019 Feb 13;:1-12. Motzer, ESMO 2018Motzer RJ, et al. N Engl J Med 2018;378(14):1277. Choueiri, ESMO 2020

. Motzer. ASCO GU 2021
Cortesia Dr Martin Lazaro
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Favorable Intermedio Pobre Favorable ntermedio Pobre

— 2.18 0.82 1.45 0.63
Ipi-nivo (1.29-3.68) (0.64-1.05) (0.51-4.12) (0.44-0.89)
0.54 0.74 0.57 0.81 0.86 0.57

Avelu-axi (0.32-0.91) (0.57-0.95) (0.38-0.88) (0.33-1.96) (0.61-1.20) (0.36-0.89)

0.81
Pembro-axi (0.53-1.24)

0.70
(0.54-0.91)

0.58
(0.35-0.94)

0.64
(0.24-1.68)

0.53 0.43
(0.35-0.82) (0.23-0.81)

0.62
Cabo-nivo (0.38-1.01)

0.54
(0.40-0.72)

0.37
(0.37-0.50)

0.84
(0.35-1.97)

0.70 0.37
(0.46-1.07)  (0.21-0.66)

0.41
Len/pemb (0.28-0.62)

0.39
(0.29-0.52)

0.28
(0.08-0.42)

1.15
(0.55-2.40)

0.72 0.30
(0.5-1.05) (0.14-0.64)

Rini B. N Engl J Med. 2019 Feb 13;:1-12. Motzer, ESMO 2018Motzer RJ, et al. N Engl J Med 2018;378(14):1277. Choueiri, ESMO 2020. Motzer. ASCO GU 2021
Cortesia Dr Martin Lazaro



PHASE Ill TRIALS IN FIRST LINE RCC

SIMPOS o DE RE\’ SIONES EN CANCER

Comparatorty PR (R | Os (R

Sunitinib? Nivolumab + Ipilimumab' Yes (0.82)1 Yes (0.63)1
Sunitinib? Bevacizumab + Atezolizumab? Yes (0.88)? No?
Sunitinib3 Axitinib + Avelumab3 Yes (0.61)3 No3
Sunitinib* Axitinib + Pembrolizumab?* Yes (0.69)* Yes (0.59)%
Sunitinib Cabozantinib + Nivolumab~ Yes (0.51)° Yes (0.60)°
Sunitinib Lenvatinib + Everollrr;us vs Lenva + Yes (0,39)¢ Yes (0,66)¢
Pembro
Nivo + Ipi”  Cabozantinib + Nivolumab + Ipilimumab?’ Active, not recruiting’

1. Motzer RJ, et al. N Engl J Med 2018; 2. Rini BI, et al. Lancet 2019; 3. Motzer RJ, et al. N Engl J Med 2019; 4. Rini ER, et al. N Engl J Med 2019; 5. Choueiri T et al.
ESMO 2020; 6. Motzer R, N Engl J Med 2021, 7. Available at: clinicaltrials.gov..
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CheckMate 214 KEYNOTE-426 CheckMate 9ER CLEAR

ITT ITT ITT ITT
(n=550vs n=546) (n=432vs n=429) (n=323vs n=328) (n=355 vs n=357)
OS, PFS and ORR ,
OS, PESin ITT

Primary endpoint among intermediate _ PFS in ITT population  PFSin ITT population
: : population
and poor-risk patients

Med f/u, months 43.6 30.6 18.1 27.0
Prognostic risk, %

Favorable 23 32 23 31
Intermediate 61 55 58 59
Poor 17 13 19 9

PD-L1 status 21%, % 23 56 26 30
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CheckMate 214 KEYNOTE-426 CheckMate 9ER CLEAR
ITT ITT ITT ITT
(n=550vs n=546) (n=432vs n=429) (n=323vs n=328) (n=355vs n=357)

mOS, months NR vs 38.4 NR vs 35.7 NR vs NR NR vs NR
HR (Cl); 0.72 (0.61-0.86) 0.68 (0.55-0.85) 0.60 (0.40-0.89) 0.66 (0.49-0.88)
P-value 0.0002 <0.001 0.001 0.005
mPFS, months 12.4vs 12.3 154 vs 11.1 16.6 vs 8.3 239 vs 9.2
HR (Cl); 0.88 (0.75-1.04) 0.71 (0.60-0.84) 0.51 (0.41-0.64) 0.39 (0.32-0.49)
p value 0.127 (NS) <0.0001 <0.0001 <0.001
ORR, % 39 vs 33 60 vs 40 56 vs 27 71 vs 36
p value 0.02 <0.0001 <0.0001 <0.001
CR, % 11vs 2 9vs 3 8vs 5 l6vs 4
PD, % 17.6 vs 14.1 11.3vs 17.2 5.6vs 13.2 5.4vs 14.0

mDOR, months NR vs 18.2 23.5vs 15.9 20.2 vs 115 25.8vs 14.6
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mDOR, months NR vs 18.2 23.5vs 15.9 20.2 vs 115 25.8vs 14.6




SIMROSIO.DE REVISIONES EN CANCER CO N C LU S I 0 N S
“Tratamiento médico del cdncer en el aiio 2022”

A Three different combinations have demonstrated an increase in OS iIn
first ine RCC with 10-TKI combinations:

UKEYNOTE-426: Pembrolizumab+Axitinib

JCHECKMATE-9ER: Nivolumab-Cabozantinib

JCLEAR: Pebrolizumab-Lenvatinib

dIimportant differences:

Different endpoints

dDefinition of PDL1+ differs across the studies

dNeed further follow-up and well designed phase 3 trials and
standarized biomarkers.

dNeed biomarker guided studies!!!
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