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Treatment Landscape for Metastatic RCC
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Nel 2018

CheckMate 214: Study design

Patients

* Treatment-naive
advanced or metastatic
clear-cell RCC

* Measurable disease

* KPS 270%

* Tumor tissue available for
PD-L1 testing

Randomize 1:1

Stratified by

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

-Region (US vs
Canada/Europe vs
Rest of World)

2017

Treatment

Arm A
3 mg/kg nivolumab IV +
1 mg/kg ipilimumab IV Q3W for four
3 mg/kg nivolumab IV Q2W

Arm B
50 mg sunitinib orally once daily for 4
weeks
(6-week cycles)

Treatment until
progression or
unacceptable toxicity




oloratory endpoint

ORR and PFS: IMDC favorable risk

Confirmed ORR,? % (95% ClI)

NIVO + IPI
N =125

29 (21-38)

P =10.0002

52 (43-61)

PFS,° median (95% Cl), months

15.3 (9.7-20.3)

251 (20.9-NE)

HR (99.1% CI) 2.18 (1.29-3.68)

P <0.0001

EREMD ™
2017




Co-primary endpoint
OS: IMDC intermediate/poor risk

Median OS, months (95% CI)

NIVO + IPI NR (28.2-NE)

10 = ‘ SUN 26.0 (22.1-NE)
0.9

Hazard ratio (99.8% Cl), 0.63 (0.44-0.89)
0.8 ) P <0.0001
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CheckMate 214, Motzer et al.

OS by tumor PD-L1 expression:
IMDC intermediate/poor risk

PD-L121% (n = 214)
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Median 0S, months (95% ClI} ; Median 0S, months (95% C1)

NIVO + IPI Not reached {28.2-NE) NIVO + IP! Not reached (NE)
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HR (95% 30 : HR (95%

No. at Risk Months Months
NNVO* 284 270 251 237 223 212 200 155 76 28 0 O 92 87 84 83 81 76

SUN 278 239 2117 198 175




Immotion 151 study

Key Eligibility:

Treatment-naive advanced or Stratification:
metastatic RCC MSKCC risk score

Clear cell and/or sarcomatoid — Liver metastases
histology PD-L1 IC IHC status

KPS 270 (< 1% vs = 1%)2
Tumor tissue available for PD-L1

staining

Atezolizumab 1200 mg IVP
+

Bevacizumab 15 mg/kg q3w®




Novita 2019
KEYNOTE-426 Study Design

Key Eligibility Criteria Pembrolizumab 200 mg IV Q3W
* Newly diagnosed or recurrent stage IV for up to 35 cycles
clear-cell RCC B

Axitinib 5 mg orally twice daily?

* No previous systemic treatment for
advanced disease

« Karnofsky performance status 270
* Measurable disease per RECIST v1.1

* Provision of a tumor sample for Sunitinib 50 mg orally once daily
biomarker assessment for first 4 wks of each 6-wk cycle®

« Adequate organ function

Stratification Factors

- End Points
« IMDC risk group =S .
(favorable vs intermediate vs poor) * Dual primary: OS and PFS (RECIST v1.1, BICR) in ITT

« Geographic region » Key secondary: ORR (RECIST v1.1, BICR) in ITT
(North America vs Western Europe vs ROW) « Other secondary: DOR (RECIST v1.1), PROs, safety

3Axitinib dose could be increased to 7 mg, then 10 ma, twice dally if safety criteria were met, dose could be reduced to 3 mg, then 2 mg, twice daily to manage toxicity.
tSunitinib dose could be decreasedto 37.5 mg, then 25 mg. once daily for the first4 wks of each B-wk cycle to manage toxicity

BICR, blinded independentcentral radiologicreview; DOR, duration of response; PROs, patient-reported outcomes: ROW, rest of worid.

KEYNOTE-426 is a randomized, open-label, phase 3 study (ClinicalTrials.govidentifier NCT02853331)




Baseline Characteristics

Pembrolizumab + Axitinib Sunitinib
N =432 N =429

Age, median (range) 62 yrs (30-89) 61 yrs (26-90)
Male 308 (71.3%) 320 (74.6%)
Region of enroliment

North America 104 (24.1%) 103 (24.0%)

Western Europe 106 (24.5%) 104 (24.2%)

Rest of world 222 (51.4%) 222 (51.7%)
IMDC risk category

Favorable 138 (31.9%) 131 (30.5%)

Intermediate 238 (55.1%) 246 (57.3%)

Poor 56 (13.0%) 52 (12.1%)
Sarcomatoid features 51/285 (17.9%) 54/293 (18.4%)
PD-L1 CPS 212 243/410 (59.3%) 254/412 (61.7%)
22 metastatic organs 315 (72.9%) 331 (77.2%)
Previous nephrectomy 357 (82.6%) 358 (83.4%)

"Assessed at a central laboratory using the PD-L1 IHC 22C3 pharmDx assay. CPS = combined positive score = number of PD-L1-positive cellis (tumor celis, lymphocytes, macrophages)
divided by total number of tumor cells x 100.
Data cutoff date: Aug 24, 2018.




Overall Survival

§12-mo rate
189.9% ' 18-
100+ 178.3% | ;2;“ ip
90-| : §72.1°/o
80+ '
70+ :
°\o 60' g
g 0 . | HR 0.53 (95% CI 0.38-0.74)
40+ P < 0.0001
30+ Pts w/ :
20- Event Median
Pembro + Axi 13.7% NR
101 sunitinib 22.6% NR
0 4—r—r—r— v ——— ———— —— y—
0 4 8 12 16 20 24
Months
No. at Risk
432 417 378 256 136 18 0
429 401 341 211 110 20 0

Data cutoff date: Aug 24, 2018.




Overall Survival in Key Subgroups

No. of Events/

0.53 (0.38-0.74)

0.47 (0.30-0.73)
0.59 (0.36-0.97)

50 37-0. 80;
0.25-0.83

Subgroup No. of Patients Hazard Ratio (95% CI)
Overall 156/861 —i—
Age
<65 yrs 91/538 ——
" ~B5 yrs 65/323 ——
ex
Male 108/628 s
Female 48/233 ——
Region of enroliment
North America 31/207 s e
Western Europe 31/210 — —
Rest of world 94/444 —i—
IMDC risk category
Favorable 17/269
Intermediate 93/484 —i—
Poor 46/108 ——
Karnofsky performance score
90 or 1 88/688 ——
70 or 80 67/172 ——
PD-L1 CPS
<1 54/325 —i—
>1 90/497 —i—
No. of metastatic organs
1 21/210
2 134/646 g
0.1 05 2
Pembro-Axi Sunitinib
Better Better

Data cutoff date: Aug 24, 2018.




Progression-Free Survival

100+
E12-mo rate
90+ 59.6% —_—
146.2% 118-mo rate
80- i 141.1%
204 §32.9 o
x 60 , i | HR 0.69 (95% CI 0.57-0.84)
@ 50+ | i | P=0.0001
-~ |
40 Pts w/ Median i
30+ Event (95% ClI) i
Pembro + Axi  42.4% 15.1 mo i
20+ (12.6-17.7)
104 Ssunitinib 49.4%  11.1mo :
(8.7-12.5) 5 |
0 R s A . 1 ¥ T . 1
0 4 8 12 16 20 24
No. at Risk Months
432 357 251 140 42 3 0
429 302 89 29 1 0

Data cutoff date: Aug 24, 2018.




Progression-Free Survival in Key Subgroups

No. of Events/

Subgroup No. of Patients Hazard Ratio (95% CI)
Overall 395/861 - 0.69 (0.57-0.84)
Age

<65 yrs 248/538 - 0.70 (0.54-0.90)
s 65 yrs 147/323 —i— 0.63 (0.45-0.88)

ex

Male 287/628 - 0.77 (0.61-0.97)

Female 108/233 —— 0.54 (0.37-0.81)
Region of enroliment

North America 751207 — 1 0.79 (0.50-1.25)

Western Europe 97/210 —— 0.59 (0. 39—0.89;

Rest of world 223/444 — 0.71 (0.54-0.9
IMDC risk category

Favorable 90/269 — + 0.81 (0.53-1.24)

Intermediate 232/484 - 0.70 SO 54-0. 91{

Poor 73/108 —l— 0.58 (0.35-0.94
Karnofsky performance score

90 or 100 292/688 - 0.69 EO 54-0.8

70 or 80 102/172 —— 0.67 (0.45-1.00
PD-L1 CPS

<1 1371325 —i— 0.87 50 62-1. 23;

=1 240/497 - 0.62 (0.47-0.80
No. of metastatic organs

1 75/210 —— 0.54 so 33-0.8

2 317/646 - 0.73 (0.58-0.91
0.1 0.5 1 2
Pembro-Axi Sunitinib
Better Better

Data cutoff date: Aug 24, 2018.




Confirmed Objective Response Rate

100
90
80
70
60
50
40
30
20
10

ORR, % (95% Cl)

P <0.0001

59.3%
(54.5-63.9)

Pembro + Axi

35.7%
(31.1-40.4)

Sunitinib

Pembro + Axi Sunitinib
Best Response N =432 N =429
CR 25 (5.8%) 8 (1.9%)
PR 231 (53.5%) 145 (33.8%)
SD 106 (24.5%) 169 (39.4%)
PD 47 (10.9%) 73 (17.0%)
NE=2 8 (1.9%) 6 (1.4%)
NAP 15 (3.5%) 28 (6.5%)
Response
Duration N = 256 N=153
Median (range), NR 15.2
mo (1.4+t0 18.2+) (1.1+to 15.4+)

*Patients who had 21 post-baseline imaging assessment, none of which were evaluableper RECIST v1.1 by BICR. "Patients who did not have 21 post-baseline imaging assessment
Data cutoffdate; Aug 24, 2018




Treatment-Related Adverse Events:
Incidence 220%

Pembro + Axi Sunitinib

Diarrhea-
Hypertension-

PPE-

Fatigue-
Hypothyroidism-
Nausea-

Decreased appetite-
Dysgeusia“

ALT increased-
AST increased-

Stomatitis
Mucosal mﬂammathn- Grade 1-2
Dysphonia-
Thrombocytopenia Grade3-5 [ W
100 90 80 70 60 50 40 30 20 10 O 10 20 30 40 50 60 70 80 90 100

Events are shown in order of decreasing incidence in the total population Incidence 0/°
PPE, palmar-plantar erythrodysesthesia. '
Data cutoffdate; Aug 24, 2018




Pembrolizumab plus Axitinib as First-Line
Therapy for mRCC: Outcomes in the
Combined IMDC Intermediate/Poor Risk and
Sarcomatoid Subgroups of KEYNOTE-426

Brian I. Rini," Elizabeth R. Plimack,? Viktor Stus,® Rustem Gafanov,* Robert Hawkins,® Dmitry Nosov,®
Frédéric Pouliot,” Denis Souliéres,® Bohuslav Melichar,® lhor Vynnychenko,'® Sergio J. Azevedo,"
Delphine Borchiellini,’> Raymond S. McDermott,’> Jens Bedke,'* Satoshi Tamada,'® Shuyan Wan,'®
Scot Ebbinghaus, '® Rodolfo F. Perini,'® Mei Chen,'® Michael B. Atkins,'” Thomas Powles'®

'Cleveland Clinic Taussig Cancer Institute, Cleveland, OH, USA; *Fox Chase Cancer Center, Philadelphia, PA, USA,
*Dnipropetrovsk Medical Academy of Ministry of Health of Ukraine, Dnipro, Ukraine; “Russian Scientific Center of
Roent _enoradiolo%. Moscow, Russia; The Christie NHS Foundation Trust, Manchester, UK; 5Central Clinical Hospital with
Outpatient Clinic, Moscow, Russia, 7CHU de Québec and Université Laval, Quebec City, QC, Canada; *Centre Hospitalier
de I'Universitaire de Montreal, Montréal, QC, Canada; ®Palacky University Medical School and Teaching Hospital, Olomouc,
Czech Republic; '°Sumy State Universi}{, Sumy Regional Oncology Center, Sumy, Ukraine; '"Hospital de Clinicas de Porto
Alegre, Porto Alegre, Brazil; '*Centre Antoine Lacassagne, Université Cote d’Azur, Nice, France; '*Adelaide and Meath
Hospital and Universnty College Dublin, Dublin, Ireland; '*Department of Urologz. Eberhard-Karls University Tubingen,
Tabingen, Germang; SOsaka City University Hospital, Osaka, Japan: '®Merck & Co., Inc., Kenilworth, NJ, USA;
""Georgetown-Lombardi Comprehensive Cancer Center, Washington, D.C., USA; *®Barts Health and the Royal Free NHS

Trusts, Barts Cancer Institute, and Queen Mary University of London, London, UK




IMDC Favorable Risk: OS, PFS, and ORR

0S PFS ORR
HR 0.64 (95% CI 0.24-1.68) HR 0.81 (95% CI 0.53-1.24) 66.7% vs 49.6%
1004+ | g 100 -
QO-M 90 A
i 12-morate ]
80+ { 95% oy
704 | 94% o 70 -
< 601 < X 60 -
. ) o 1
8’ 50- § & < 50-.
404 g o g:; 40 I
30- | c 30 -
201 Events Median 204 Events Median 20 A
104 5% NR 10- 31% 17.7 mo 10 _
8% NR 36% 12.7 mo .
O-wmm O'Wﬂwﬁm 0 - roF s
0 4 8 12 16 20 24 0 4 8 12 16 20 24 Pembro Sunitinib
+ Axi
No. at Risk Months No. at Risk Months
P+A 138 136 121 839 44 7 0 P+A 138 26 93 M 12 0
S 131 129 120 8 39 9 0 S 13 114 8 3% 9 0 0

Data cutoff date: Aug 24, 2018.




IMDC Intermediate/Poor Risk: OS, PFS, and ORR

0os PFS ORR
HR 0.52 (95% C1 0.37-0.74) HR 0.67 (95% CI 0.53~0.85) 55.8% vs 29.5%

f12.morate
'F A

2=morale

1
1004 46
4

:E7T% 7]
\\L\J g

ORR, % (95% CI)

Pembro Sunitinib
* Axi

No. at Risa

Dels (w0 dete Aug 24 2018

Presenied 5y Brian Rinl &t 2019 ASCO Annual Meeting




Response: Presence of Sarcomatoid Features?

Pembro + Axi (n = 46%)

Any decrease: 98% 280% decrease: 33%
CR of target lesions: 13%

100

90
80

70

ORR, % (95% ClI)

30

20

10

60
50
40

58.8%

Pembro + Axi
n=51

31.5%

Sunitinib
n=54

Change from Baseline, %

Change from Baseline, %

100 -
80
60 -
40
20

0l

.20 ]
-40 ]
60 ]
.80

-100 4

230% decrease: 80%
260% decrease: 54%

Sunitinib (n = 50°)

280% decrease: 8%
CR of target lesions: 2%

Any decrease: 80%
230% decrease: 50%
260% decrease: 16%

IAmong the 578 participants with known status assessed by local pathology review and as indicated on the eCRF. °Pts with 21 measurable lesion per RECIST v1.1 by BICR at baseline
and 21 post-baseline imaging assessment evaluable per RECIST v1.1 by BICR. Data cutoff date: Aug 24, 2018




PFS: Presence of Sarcomatoid Features?

100+ §12-mo rate
{57%
90+ 5260/0
80- ;
70+ i
= 604 T 2 e )
B 50-
% 40-
Pts w/ PFS: HR 0.54 (95% CI 0.29-1.00)
30+ Event Median
2091 Pembro +Axi  37% NR 11 :
101 sunitinib 63% 8.4
0 T ¥ | S p— T — - ” ' ¥ T v 1 p— v 1
0 4 8 12 16 20 24
Months
No. at Risk
51 26 14
54 38 26 2 0 0

OS: HR 0.58 (95% CI 0.21-1.59); median NR in either arm®

IAmong the 578 participants with known status assessed by local pathology review and as indicated on the eCRF. °Pts who died: 16% in the pembro + axi arm, 20% in the sunitinib arm.
Data cutoff date: Aug 24, 2018




JAVELIN Renal 101: study design

Key eligibility criteria

= Treatment-naive sRCC with
a clear call component

= 2z 1 measurable lesion as
defined by RECIST vi.1

= Tumeor tissue available for
PO-L1 staining

- ECOGPS0or1

- Primary objective
— To demonstrate the superiority of avelumab + axitinib compared with suntinib for ether
PFS or OS5 in patients with PD-L1+ tumors
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Baseline characteristicsin the overall population

Crvarsll populstion (M = £85) Crwarsll populstion (M = £85)

Charsodsrisso Avelumak + xlinik Euntinib Charsodariso Avelumak + axifnik Euntinis
N = 44 (N = 4] N = 443 (N = 44
Madisn sps, paars [ &1 EM|, %
Maps, T2 T8 <05 =12 )
Prior naphracdomy, % £ 20 =25 &7 TO
ECDD PE %
o : a7 a7 s
Mayper S0 42
MCC prognostio risk, e
Faacrsnle 21 = = =
rarTan e 118 215 Em:‘”"'“"’ e
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MEKCC prognosio risk, %t
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e latepoor =7 I eaH0 'i' f1 ;g
Oangraphio raglon, 3% . o o
e Sianas = = -
CArisYeriam Europe = = 3 15 %
R of e o & & zd : 3
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PFS per IRC in IMDC prognostic risk groups
in the overall population

R Madian PFE (B6% CI, monihs

] g T L — HE (121, HE)
F ool s memedi®e ——  guntiniy 125111, 129
¥ POOT ——  Unsiraiified HF, 064 (BRCCI: 0221, 060
E . Madian PFE (B6% CI, monihs
- - Avalumal = salSnl 13587 HE
£ i Eunttinib EATE 13
E 44 “Unsiralifed HR, 0.74 (BE%CH: 0570 0080
il
E = T Median FF 3 (BE% C1) morihs
E Avelmat + acinl | B0[3A,57)

10+ Bunttinls 28 (27, 6.6

I:l 1 1 ! 1 1 1 1 1 ! 1 1 mmmmm:mﬁm

T
Q i 4 & £ 10 12 14 18 & 0 I 4

Kumber & risk: Pewoads:s Marins
Aelend I OIN OIE R OB B ¥ O3 D OE I 8 0
Gk P IE B S E = OE T O & @ 0

paceentenar 20189 Gendlourinary Cancers Symposiom | #GU1S
AT B B O K Bt Flrﬁ-wr?q-ﬂ'ri'.'rhﬂ b Presamiad oy: Tonl K. Chouelrl,MD



JAVELIN Renal 101 efficacy summary’

PO-L1+ group (N = 560 Ovarall poputstion (N = 355
Avelumab + axitinib Sunitinib Avelumal + axitinib Sunttinib
(N =270 [N = 250) [N = 447] [N = 444
PF% per IRC
Miedian, monis 138 [ 135 84
85% Cl 1.1, NE 57, 97 11, NE 649, 1.1
Beneflt = sunfinld (HR; Pwalue) 061; P < 0001 - Q06a; P = 0001 -
ORR p=r IRC, % S0t Zaa 514 T
8% C 4310 612 e, ¥4 466, 561 21.7, 34
PF3 per Invastigator assassmant
Medlan, monis 133 4.2 125 a4
5% Cl 948, NE 649, a5 1.1, 152 a2 a7
Bencl 15 sunlinl [HR: Praie) 51; P < 000 - 0564, P 0001 -
ORR per Invastigator sssessmant, % 613 M7 5549 302
5% C 258, 617 45 B3 a1.1, B0& 259 3.7

R, i b i Cormvminiel W, o sl dimatd ORI, ol B il Dol Pl

Do oo chim Juwah 3300 230 i iy hlloww-Lp, 70 monahi, Caealumad & secindy aeed 11 5 o, (puniink.
4. Remrar Bl sl RORED S Gl Bl PR
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PFS per IRC in prognostic risk groups
in the overall population

HR (35% C1)
FajoEble s 3 ——
133 H-.
DG rmesse | ;
o -
------------------------------------------------- -
FaoEble e 3 ==t
MSKCC niemediaie - 133 |""":
1 | 1 | 1 : |
0 5 w15 2w 01 1 o
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PFS per IRC in other key subgroups
in the overall population

HR [35% CI)
Poskle - 0626 (1457, 080
F*tDEL‘I b 0300 {0 :
S1atls -
Unevakabie I—i-'—l 0517 (0403, 1E
F*_ri-cl; """"" Yes = 0ET3 {0533, 0347
nephrectomy  me = 0745 (0430, 1.18
Smoking ~ Newer - o s
stalus  currentmmer aal 1663 (01503, 047
————IIII---::-EIE: ————————————————————————————————— i: ----- : ::—E—c':—:———
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0 5 i0 5 w01 i il
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ORR per IRC in prognostic risk groups
in the overall population
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ORR per IRC in other key subgroups

in the overall population e
e i : o B F TR
PD-L1 - i
status H
Unevakable 4 —
Prior Yes ; FH :
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TRAEs in all treated patients (N = 873)!

Avalumal =2 Euniinib
M =44 (N = 42H
Allgrades  Grads 304 Al gradas crads 3 (4)
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Subsequent anticancer therapy in the overall population

Onvarall populstion (W = EBE) Orvarsll populsfion (W = E88)
Avelumak + axifinik Euntinlb Avalumab + axifinik Euntinlb
i = 443 (M = ) M = 443 M = k)
Patiands with =1 typs of Follow-up  sntkosnosr
follow-up andosnosr drug tharapkes, ni3t)
therapy, n (%) 100 (22.8) 150 (40.E) =]
Crug Therapy o2 0L 174 (390 ez 14 (3.3 107 (24.1)
emdlhraragy 26 (5.9) 36 (5.1 allimaman 30T TilE
) ) Ao Fumain 0 205
Surgery 2018 16 (3.5) S ; Sia
Farriona | purmsin 4] 1003
THIVEGF]
Cabozantini 42 3.5) 2 15.3)
»  |n the sunitinib arm, 277 patents discontnued trestment Al 15 (3.4) 17 (3.8)
- Ofme 174 patlents who receled subsaguent anticancer - 15{3.4) 23{53)
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Biomarker analyses from JAVELIN Renal 101:
avelumab + axitinib vs sunitinib
in advanced renal cell carcinoma

Toni K. Choueiri,* Laurence Albiges,? John Haanen,? James Larkin,* Motohide Uemura,®
Sumanta Pal,® Gwenaelle Gravis,” Matthew T. Campbell,®2 Konstantin Penkov,?
Jae Lyun Lee,19 Keith A. Ching,'* Xinmeng Jasmine Mu,! Xiao Wang,'! Weidong Zhang,!?
Jing Wang,'? Aleksander Chudnovsky,!? Alessandra di Pietro,3 Paul B. Robbins,!
Robert J. Motzer!4

'The Lank Center for Genitourinary Oncology, Dana-Farber Cancer Institute, Brigham and Women's Hospital, and Harvard Medical School, Boston, MA,
USA; ?Institut Gustave Roussy, Villejuif, France; *Netherlands Cancer Institute, Amsterdam, the Netherlands; “The Royal Marsden NHS Foundation Trust,
London, United Kingdom; *Osaka University Hospital, Osaka, Japan; 5City of Hope Comprehensive Cancer Center, Duarte, CA, USA; “Institut Paoli-Calmettes,
Marseille, France; #The University of Texas MD Anderson Cancer Center, Houston, TX, USA; “Private Medical Institution “Euromedservice,” St Petersburg,
Pushkin, Russian Federation; University of Ulsan College of Medicine, Asan Medical Center, Seoul, Korea; 'Pfizer Inc, San Diego, CA, USA; “Pfizer Inc,
Cambridge, MA, USA; *Pfizer SRL, Lombardia, Italy; *Memorial Sloan Kettering Cancer Center, New York, NY, USA
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Biomarker assessments and methodology

Analysis Assay Threshold
'F:Dgéi EXpTRs SN * |HC: Ventana SP263 * 21% PD-L1+ IC for IHC (+ vs -)
CD8 expression . IHC: clone C8/144B o Fhodiar valusitsve )

n=795

Gene expression profiling

n=720 * RNA-seq: lllumina NovaSeq * Median value (2 vs <)

* Presence of protein-altering somatic mutations
Polymorphisms in Fcy receptor genes that alter
the affinity for IgG1

Mutations and polymorphisms * Whole-exome sequencing:
n=733 lllumina NovaSeq

All analyses were performed on baseline tumor biopsies collected within 1 year of screening and prior to systemic therapy.

IC, immune cell; IHC, immunohistochemistry; RNA-seq, RNA sequencing,
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PFS according to PD-L1 IHC

Median PFS (95% C1), mo Sunitinib Median PFS (95% Cl), mo
13.3 (9.8, NE) PD-L1+ 8.2 (6.9, 8.5)
PD-11~ 12.5 (9.9, 15.3) PD-L1- 11.1 (9.7, 13.8)
02 Unstratified HR [+ vs -), 0.89 (95% CI: 0.652, 1.220) 100 Unstratified HR (+ vs =), 1.57 (95% Cl: 1.156, 2.142)
90 4 2-sided P = 0.4734 30 1 2-sided P =0.0037
R 80 H X 80
3 3
E 704 z 70 1
3 6ol 2 60
] —“'-\ g
% 501 o % 50
5 :
‘s 40 L‘»_\_L_ = 401
w v
Y o
& 307 @ 307
3 8
a 201 a 201 e
10 10 1
0 v ' - ) 0 v - - - ,
0 5 10 15 20 s 0 5 10 15 20 25
No. at risk Months S— Months
266 195 78 33 4 0 PD-L1+ 288 172 sl 11 0 0
PD-L1- 131 92 S50 20 1 0 PD-11- 119 82 37 10 p. 0

IHC, immunohistochemistry; NE, not estimable; PFS, progression-free survival,
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PFS according to CD8+ cells at the invasive margin (IHC)

Median PFS (95% C1), mo Sunitinib Median PFS (95% Cl), mo
- NE (11.1, NE) 2 Median value 7.1 (5.6, 9.2)
< Median value 9.8 (7.0, 15.3) < Median value 11.1 (7.0, 12.4)
202 ) W Unstratified HR (> Median vs < Median), 0.59 1 Unstratified HR (2 Median vs < Median), 1.42
90 4\_\\ (95% C1: 0.361, 0.967); 2-sided P = 0,0343 (95% Cl: 0.955, 2.115); 2-sided P = 0.0815
801 —_
701 ‘L\
601 L S
L

50 \_1
401 “‘L_l

Progression-free survival, %
Progression-free survival, %

304
201
104 10 1
0 0
0 5 10 15 20 25 0 5 10 15 20 25
No. at risk Months T Months
76 64 25 11 2 0 > Median 96 58 16 3 0 0
< Median 86 60 24 9 0 0 < Median 85 57 21 3 0 0

IHC, immunohistochemistry; NE, not estimable; PFS, progression-free survival,
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PFS according to 26-gene JAVELIN Renal 101 signature

Median PFS (95% Cl), mo Sunitinib Median PFS (95% Cl), mo
15.2 (12.5, NE) > Median value 8.3(7.0,111)
< Median value 9.8 (8.6, 12.2) < Median value 9.0 (7.1, 9.8)
S Unstratified HR (2 Median vs < Median), 0.60 et Unstratified HR (2 Median vs < Median), 0.89
90 \‘ (95% C1: 0.439, 0.834); 2-sided P = 0.0019 90 4 (95% CI: 0.670, 1.172); 2-sided P = 0.3973
X 80 ‘\k‘\ X 8o
] ®
> >
a 2 ]
760 2 60
o o
& 501 \\Aﬂ £ 50
5 ;
= 401 ™ < 401
: 301 Lk 5 30 1
E — - ‘cé'o
& 207 o 201 |
104 101
0 . v r . , 0 - . - - \
0 5 10 15 20 25 0 5 10 15 20 25
No, at risk Months No. at risk Manths
170 136 60 25 1 0 > Median 191 115 43 13 2 0
< Median 180 116 53 24 4 0 < Median 179 114 37 7 0 0

NE, not estimable; PFS, progression-free survival.
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Verification of the 26-gene JAVELIN Renal 101 signature

in

an independent data set

Median PFS (95% Cl), mo

NE (5.3, NE)
< Median value 5.7 (2.9, 11.1)
10011 She 3 -
Unstratified HR (> Median vs < Median), 0.36
901 (95% CI: 0.157, 0.805); 2-sided P = 0.0097
X 20
3
‘E 70<
a ]
5 60
&
w 50
[
.g 404
w
[
& 30
4
a 20
10
0 v . v v .
0 5 10 15 20 25
No, at risk Months
25 18 17 17 12 2
< Median 24 13 8 6 4 1

NE, not estimable; PFS, progression-free survival,
1. Choueiri TK, et al. Lancet Oncol. 2018;19{4):451-60.

The 26-gene JAVELIN Renal 101 signature also
enriched for responders to avelumab + axitinib
when tested in an independent data set derived
from the single-arm, phase 1b JAVELIN Renal 100
clinical trial®

THE LANCET
Oncology Articles

Preliminary results for avelumab plus axitinibas first-line 3" @
therapy in patients with advanced clear-cell renal-cell '
carcinoma (JAVELIN Renal 100): an open-label, dose-finding

and dose-expansion, phase 1b trial
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PFS according to expression of select genes

Log, HR (95% CI)
Gene > Median vs < Median HR({95% Cl)* P value'
ccLs | i
- o 1 1.13(0.85,1.49) 0.4038
|
)
CD3E : _
} * i 0.97 (0.73,1.28) 0.8174
1
\
CD8A : :
} % 4 1.13(0.85,1.49) 0.3975
\
|
'
Gl ! - q : 0.60(0.45,0.79)  0.0003 e Sunitinib
:
U
KDR i
F < { | 0.56 (0.42,0.74) < 0,0001
:
|}
PTGER3 ! i
b < | | 0.63 (0.48,0.84) 0.0014
:
1
VEGFA : A
¥ < | 0,82 (0.62,1.09) 0.1733
T 1 : ] 1
-1.0 0.5 0.0 0.5 10
«— Favors 2 Median Favors < Median ——»

PFS, progression-free survival.

* Cox proportional hazards model with < Medianas the reference group was usedto calculate HRand 95% Cl. An HR < 1 indicates better survival inthe 2 Mediangroup, whilean HR > 1
indicates better survival in the < Mediangroup.

" Log-rank 2-sided test was performed to compare between overall median cutoff groups.
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PFS according to mutations and polymorphisms

Log, HR (95% C1)

Gene Mutant vs Wild type HR(95%CI)* P value'
BAF1 H—o—q 133{093,190)  0.1198
CD163L1 ‘ "_._| 171(101,292)  0.0448
DNMT1 .  ——— 166(096,287)  0.0688
e P — 110{0.78,156)  0.5971
MCIR ; e ! 119(058,242) 056363

: ¢ Sunitinib
PTEN i 127(084,191) 02548
VHL |_%.._| 111(084,145) 04715
SNP :
FCGR2A =B 097{072,131)  0.8431
FCGR3A | ——y 1.52(1.15,2.01) 0.0034
T T T T
4 -2 0 2

<+ Favors Mutant Favors Wild type —»

PFS, progression-free survival; SNP, single nuclectide polymorphism.

* Cox proportional hazards mode! with Wild type as the reference group was usedto calculate HRand 95% Cl. An HR < 1 indicates better survival in the Mutant group, whileanHR > 1
indicates better survival in the Wild type group.

" Log-rank 2-sided test was performed to compare between Wild type/Mutant groups.
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Summary

* PD-L1 expression did not distinguish PFS benefit in the avelumab + axitinib arm. However, in the
sunitinib arm, patients with PD-L1+ tumors showed reduced PFS

* Patients whose tumors contained greater numbers of CD8+ cells had extended PFS in the
combination arm and reduced PFS in the sunitinib arm

* The novel JAVELIN Renal 101 signature comprised immune-related genes most significantly
associated with PFS in the avelumab + axitinib arm and was verified in an independent data set
(single-arm, phase 1b JAVELIN Renal 100 trial of avelumab + axitinib?)

* Elevated expression of the published angiogenesis gene signature and other related genes was
associated with improved PFS in the sunitinib arm, but did not differentiate PFS in the avelumab +
axitinib arm

* Significant treatment arm—specific differences in PFS were observed relative to wild type when
mutations in genes such as CD163L1, DNMT1, or PTEN were present

IHC, immunohistochemistry; PFS, progression-free survival, TMB, tumor mutational burden.
1. Choueiri TK, et al, Lancet Oncol. 2018;19(4):451-60.
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Combination Therapy as First-Line Treatment in Metastatic
Renal-Cell Carcinoma

Bernard Escudier, M.D.

Table 1. Comparisons among Trials of Combination Therapy vs. Sunitinib for Patients with Metastatic Renal-Cell
Carcinoma.®

Trial of Trial of Trial of
Pembrolizumab plus Avelumab plus Nivolumab plus
Axitinib Axitinib Ipilimumab
vs. Sunitinib® vs. Sunitinib* vs. Sunitinib®
Variable (N=3861) (N=836) (N=1096)
IMDC prognostic risk (% of patients)
Favorable 312 21.4 23
Intermediate 56.2 61.8 61
Poor 12.6 16.2 17

Quantifiable tumor PD-L1 expression =1% 60.5 63.2 24
(% of patients)

Overall survival
Hazard ratio for death 0.53 0.78 0.68
Cl 95% Cl, 0.38-0.74 9595 Cl, 0.55-1.08 99.89% Cl, 0.49-0.95
Pvalue <0.0001 0.14 <0.001
Median progression-free survival (mo)
Combination therapy group 15.1 13.8 12.4
Sunitinib group 11.1 8.4 123

Objective response in combination-therapy group 59.3 51.4 39.0
(% of patients)

Complete response in combination-therapy group 5.8 3.4 10.2
(9% of patients)

Median follow-up (mo) X : 25.2




Possibile algoritmo decisionale

= History and physical
= Assess need for germline mutation

evaluation

= Confirm histopathology

= Confirm extent of disease with
consideration for metastasectomy

- Patient stratification using IMDC
or MSKCC risk nomogram

Clear cell histology

Consider testing for somatic mutations in

PBRM1, BAP1 and TP53 to determine

MSKCC genomic risk

= Active surveillance for selected patients

* Cytoreductive nephrectomy for selected
patients

» Clinical trial participation

» [pilimumab and nivolumab
(IMDC intermediate or poor risk)

» VEGFR TKls: sunitinib and pazopanib
(IMDC favourable risk)

= Axitinib + pembrolizumab or avelumab
(any IMDC risk category; currently not
FDA approved)

linical trial participation
» Nivolumab {t ipilimumab)
= Cabozantinib
= Axitinib
= L envatinib + everolimus

esting for germline mutations

Consider somatic panel testing (NGS) for

MET alterations

= Clinical trial participation

= Sunitinib

* Everolimus (chromophobe RCC)

= Cabozantinib (particularly if
alterationsin MET)

= Bevacizumab + everolimus (major
papillary component or germline FH
loss)

= Nivolumab

Nature Clin Oncol Rev 2019



S
Risk Factor Criteria for Advanced RCC

Parameters Number of
Risk Level
Karnofsky PS <80% Factors
Time from diagnosis
to treatment <12 mos Favorable 0
Hemoglobin <LLN _
CAIGILT ~ULN |ntermediate 1-2
Neutrophil count >ULN
Poor >3
Platelet count >ULN

LLN=lower limit of normal; ULN=upper limit of normal.
Heng. JClin Oncol 2009;27:5794.
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Altarnative In patlentswhe
Standard of care cannot recelve or tolerate
immune checkgoint inhibitors

Sunitinib" (1b)

IMDC favourable risk Pembrolizumab/axitinib [1b] Pazopanib® [1b]
~ e -

Cabozantinib[2a]
Sunitinib® [1b]
Pazopanib® [1b)]

IMDC intermediate and poor Pembrolizumab/axitinib [1b]
risk Ipilimumab/nivolumab [1b]

Tablke 2 - New recommmendations for front-line reatment of metastatic dear-cell RCC

Reco mmendation Strength raring

Offer pembrolizumab plus axitini to teatment-naive patients with any IMDC risk metastatic ckear<cell RCC Strong
Offer ipilimumab plos nivaluwmab 10 trea tment naive patients with IMDC intermediate- and poor-nigk metastatic clear-cell RCC Strong
Offer sunitinib and pazopanib to treatment. naive patients with MDC favourable. | intermediate- | and poor-risk metastatic clear-cell RCC

who camnot receive or tolerate immune checkpoint inhibition

Offer cabozantind 1o treatmentnaive patients with IMDC intermediae - and poor-risk matasiatic clear<cell RCC who cannol receive or

tokerate immune checkpoint inhilstion

IMDC = Inteér national Metastatic Renal Cell Carcinoma Database Consortiam; RCC = renal cell carcinoma.
* While this is based on a randomised phase 1 trial, cabozantinib (weak) looks a1 least as good as sunitinib in this population. This justified the ame
recommendation under exoe ptiomal circumstances.




Alliance A031203/CABOSUN: Randomized Phase Il Trial of
First-line Cabozantinib vs Sunitinib in Intermediate- or Poor-Risk

Patients With mRCC!

Cabozantinib

Advanced RCC (N=157)

Clear cell component

Measurable disease

No prior systemic therapy

ECOG PS 0-2

IMDC intermediate- or poor-risk groups

CNS metastases allowed if adequately treated and
stable for 3 months

60 mg qd orally

Tumor
assessment by
RECIST 1.1
every 12
weeks

(6-week cycles)

Randomization 1:1
No crossover allowed Treatment
until disease

Y 2 progression or
Sunitinib

intolerable

50 mg qd orally toxicity

Primarv endpoint

* PFS by investigator assessment
Secondary endpoints
= (S, ORR, safety

Stratification

* |MDCrisk group”: intermediate, poor
* Bone metastases: yes, no




Conclusioni
Possibili criteri di scelta

Valutazione multidisciplinare del paziente
Importanza del fattori prognostici

Sedi di malattia/urgenza di risposta
Istologia

Eta e comorbidita

Richiesta del paziente/distanza dal DH
Valutazione dei costi/indicazioni AIFA
Possibili sequenze terapeutiche

GRAZIE PER L’ATTENZIONE



