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Explosion of agents in advanced disease
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Metastatic RCC: Many choices- NCCN
recommendations

FIRST-LINE THERAPY FOR CLEAR CELL HISTOLOGY

Risk Preferred regimens Other recommended regimens Useful under certain circumstances
Favorable? * Axitinib + pembrolizumab * [pilimumab + nivolumab * Active surveillance®

* Pazopanib * Cabozantinib (category 2B) * Axitinib (category 2B)

* Sunitinib * Axitinib + avelumab * High-dose IL-2¢
Poor/ * Ipilimumab + nivolumab (category 1) * Pazopanib * Axitinib (category 2B)
intermediate? * Axitinib + pembrolizumab (category 1) * Sunitinib * High-dose IL-2°

* Cabozantinib * Axitinib + avelumab « Temsirolimus®




IMDC Prognostic Criteria

— Favorable
Intermediate
Poor

* Clinical
* KPS <80% (P <.0001)
* Time from diagnosis totx < 1yr (P =.01)

* Laboratory
* Hemoglobin < LLN (P < .0001)

e Calcium > ULN (P =.0006)
* Neutrophil count > ULN (P < .0001)
12 24 36 48

° > =.
Platelet count > ULN (P =.01)
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Favorable: O risk factors; intermediate: 1-2 risk factors;

poor: 3+ risk factors
Heng. JCO. 2009;27:5794.



CheckMate 025: First approval in Subsequent
line mRCC

Overall Survival' Progression-Free
(nN='X1° 0) i Survival?
H = 1071 Median 08 1.0
T - 250 196 Ni Evero
N |V0 I u m a b 2 0.9 Ne :v?g:/:hgl]’ (21.7-NE) (17.623.1) ¢ 0.9 (n=IX1oo) (n=411)
] e -

S 08 N FR(@%C) 073060089 & 0O ?g?f&rs 48 44
3 mg/kg IV every 2 wks 3] 5 07} w0759 0159

551 HR (95%Cl)  0.88(0.75-1.03)

Metastatic RCC with < 2 prior

1 P=0.0018 L.

. . . . 503 P=0.11
antiangiogenic therapies and 302 goz
; : : i L
< 3 total prior systemic regimens O

(N =821) Everolimus
10 mg PO daily

Majority of patients showed a response at first assessment

®  Primary endpoint: OS

= Nivolumab
= Everolimus ] On treatment
= Off treatment

O First response

= Ongoing response

= Secondary endpoints: PFS, ORR, OR duration, safety

Responders

ORR: 25%

Motzer. NEJM. 2015;373:1803.
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CheckMate 016: Phase | Study of Nivolumab +
Ipilimumab in mRCC

* Evaluated combinations in mRCC: nivolumab + ipilimumab, sunitinib, or pazopanib

e Current analysis: nivolumab + ipilimumab cohorts

Pts with advanced or
MRCC; no prior systemic
therapy other than cytokine
therapy for mRCC or 1 prior
adjuvant/neoadjuvant
therapy with recurrence = 6
mos after last treatment

Nivolumab
3mg/kg IV Q2W

Primary endpoint: safety/tolerability

Secondary endpoints: ORR, DoR, PFS

Hammers H, et al. ESMO 2016. Abstract 1062P.



CheckMate 016: Antitumor Activity

Confirmed ORR, % (95% Cl) 40.4 (26.4-55.7) 40.4 (26.4-55.7)
Best objective response, n (%)

= CR 5(10.6) 0

= PR 14 (29.8) 19 (40.4)

= SD 19 (40.4) 17 (36.2)

= PD 8 (17.0) 8 (17.0)
Median DoR,* mos 20.4 19.7
24-mo OS, % 67 70
Median OS, mos Not reached 32.6
Median PFS, mos 6.6 9.1

DoR: time between date of first response and date of disease progression or death (whichever occurs first).
Median follow-up: 22 mos

Hammers H, et al. ESMO 2016. Abstract 1062P.



CheckMate 214

CheckMate 214: Study Design

Patients Treatment
Randomize 1:1 Sas
NIVO 3 mg/kg + IPI 1 mg/kg every . .
« Treatment-naive || Stratified by 3 weeks for 4 doses Risk criteria by IMDC
clear-cellaRCC + IMDC prognostic score then NIVO 3 mg/kg every 2 weeks Treatment until 1. KPS
"0 (f : ; .
+ Measurable _ ? (ofgo(rlfltt)elfr:esgi)at e ri Sk) Patients receiving NIVO monotherapy could to switch pl::g ;‘e:zzlt‘;glzr 2 H b
disease -3 to 6 (poor risk) AR toxicity - .
Region P 3. Thromboctyosis
+ KPS 270% : "
° ~US Arm B 4. Neutrophilia
« Tumor tissue - Canada/Europe SUN 50 mg once daily for Patients could discontinue H .
arter ears or si . r I m I
available for _ Rest of world 4 weeks on, 2 weeks off s 5 ypercalcemia
PD-L1 testing (6-week cycles) 6. TimetoRx<1lyr
Crossover from SUN to NIVO+IP| was permitted? from DX
5As of a November 2017 protocol amendment. 3

IMDC, International Metastatic Renal Cell Carcinoma Database Consortium; KPS, Kamofsky performance status; PD-L1, programmed death ligand 1

Motzer. NEJM. 2018; 378:1277.



Checkmate 214- Nivo/lpilumimab vs Sunitinib

Intermediate and Poor Risk Favorable Risk
N =847 N = 2492

1.0 ~
09
s NIVO + IPI NIVO + IPI
%0-7 1 N =425 N=125
i 06 |
T 05 | .
g % G Confirmed ORR,? %
g;: Median OS (95% CI), months (05% Cl) 42 (37-47) 27 (22-31) 29 (21-38) | 52 (43-61)
© 02 NIVO + IPI NR (28.2-NE) P<0.0001 p=0.0002
0.1 HR (99.8% ClI), 0.63 (0.44-0.89)
1 P<0.0001 SUN 26.0 (22.1-NE) . 11.6 8.4 15.3 25.1
wd, Median PFS (8.7-155) (7.0108) | (07-203) | (209-NE)
0 3 6 9 12 15M N 18 21 24 27 30 33 (95%)
Bk sk o P=0,033 P<0.0001
Sili 425 399 372 348 332 318 300 241 119 44 2 0
422 387 352 315 288 253 225 179 89 34 ESMO 2%17 . Not Reached 26
Median OS (26 2-NE) (22.4NE) Not reported

Motzer NEJM 2018



Checkmate 214- Response rates

IMDC intermediate/poor risk

NIVO + IPI
N = 425 PD-L1<1% PD-L121%
Confirmed ORR;? % (95% ClI) 42 (37-47) 27 (22-31)
Biftcorme NIVO + IPI SUN NIVO + IPI SUN
P < 00001 N =284 N =278 N=100 N=114
. ORR*% (95% Cl) 37 28 58 22
Confirmed BOR,2 % (32-43) (23-34) (48-68) (15-31)
Complete response = 0.025 P< 00001
Partial response - '
Stable d|§eas§ BOR.2 %
Progressive disease Complete response 7 1 16 1
Unable to determine/not reported Partial response 30 27 42 21

Ipilumimab/Nivolumab approved by the FDA for intermediate/poor
in April 2018



Randomized Phase Ill: IO/VEGF Combinations

Treatment-naive advanced or . ;
. ) Bevacizumab 15 mg/kg IV Q3W 1°EP: PFSin

IMmotion151 metastatic RCC with clear-cell and/or PD-L1+ pts;
sarcomatoid histology; KPS > 70; tumor 0S in ITT pts

tissue available for PD-L1 staining for 4 wks on, 2 wks off
(N =915)
Treatment-naive advanced RCC Avelumab 10 mg/kg IV Q2W +
with a clear-cell component; Axitinib 5 mg PO BID in 6-wk cycles [ERSSRL®

JAVELIN Renal 101  ECOG PS 0 or 1; tumor tissue for — and OSin
PD-L1 staining Sunitinib 50 mg PO QD for PD-L1+ pts

(N = 886) 4 wks on, 2 wks off

Pembrolizumab 200 mg IV Q3W +
Patients with treatment-naive Axitinib 5 mg PO BID 1° EP: PFS

KEYNOTE-426 advanced clear-cell RCC; KPS > 70%; and OSin ITT
tumor tissue for PD-L1 staining
(N =2861)

Sunitinib 50 mg PO QD for
4 wks on, 2 wks off




PFS/OS Results

Progression-Free Survival in PD-L1+
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Progression-Free Survival

Atezo/Bev

Co-Primary
Endpoint

Median PFS, mo (95% Cl)
Atezo + Bev 11.2(8.9, 15.0)
Sunitinib 7.7(6.8,9.7)

HR, 0.74 (95% ClI: 0.57, 0.96)

P=0.02

No. at Risk
Atezo + Bev 178
Sunitinib 184

137
135

6 9 12 15 18 21
Months

17 94 79 55 22
10 83 64 44 15

~ o

PFS assessed by investigators. Minimum follow-up, 12 mo. Median follow-up, 15 mo.
The PFS analysis passed the pre-specified P value boundary of alpha = 0,04.

Overall Survival in ITT
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Survival

Co-Primary
Endpoint
Median OS, mo (95% CI)
Atezo + Bev Not reached
Sunitinib Not reached
HR, 0.81 (95% CI: 0.63, 1.03)
P=0.09

+ OS data are immature; 29%
of patients had an OS event
at data cutoff

No. at Risk
Atezo+Bev 454
Sunitinib 461

428
422

6 9 12 15 18 21
Months

398 371 341 246 141 69
384 357 331 227 126 65

24 27

18
15

Minimum follow-up, 12 mo. Median of follow-up, 15 mo. Eventipatient ratio: 27% for atezo + bev, 31% for sunitinib.
The OS analysis did not pass the P value boundary of alpha = 0.0009 at the first interim analysis.

Avelumab/Axi

A Patients with PD-L1-Positive Tumors
100+

Progression-free Survival (%)
8 3
T_T

Median
Progression-free
Survival (95% CI)

mo
Avelumab +Axitinib 138 (LL.1-NE)
Sunitinib 7.2 (5.7-9.7)

Avelumabs it Stratifed hazard ratio for

| ey, disease progression
o My or death, 0.61
304 L Sunitinib (95% I, 0.47-0.79)
551 P<0.001
104
——————————7————7—
0 2 4 6 8 10 12 14 16 18 20 22 24
Months
No. at Risk
Avelumab-+aitinib 270 227 205 154 120 76 53 32 23 13 3 1 0
Sunitinib 290 210 174 119 85 49 35 16 13 5 0
Median OS (95% CI), months
100 4 Avelumab + axitinib Not reached
Sunitinib Not reached
. Stratified HR, 0.78 (95% CI: 0.554, 1.084)
80 e e P=014
5 R W
5\' 70 1
T 601
3
3 504
T 404
g
&
20
10
ol

Number at risk
Avel +axit 442 426 412 396
Sunttinib: 444 426 401 373

319
295

10

252
224

12 14
Months
187 121
175 113

16 18 20 22 24 26

93 70 27 8 1
84 5 17 5 1

oo

Pembro/Axi

Progression-Free Survival

100:
12-mo rate
90 59.6% ” !
46.2% -mo rate
80: 41.1%
70 32.9%
= \
= 60 ‘ HR 0.69 (95% CI 0.57-0.84)
@ 50 | P=0.0001
£ L
40 i ‘\L_u_\_‘_.
Pts w/ Median
30 Event  (95% Cl) .1_|_u
Pembro + Axi 42.4% 15.1 mo
20 (12.6-17.7)
104 Sunitinib 49.4% 11.1 mo
(8.7-12.5)
0: T T T T 1
0 4 8 12 16 20 24
No. at Risk Months
432 357 251 140 42 3 0
429 302 193 89 29 0
[r—————
Overall Survival
12-mo rate
100 T3 o morte
90. 721%
80 mmw“"""'“‘*‘-*u-mw
70 ham——
= 60
g 0 HR 0.53 (95% CI 0.38-0.74)
40 | P<0.0001
30 Pts wi ;
i Fvent _ Median
Pembro + Axi 13.7% NR
10 Sunitinib 22.6% NR
0 2 8 12 16 20 24
Months
No. at Risk
i arr a7s 256 1 ® o
= 01 a4 2 o » o

ota cutoftate: Aug 24, 2015,




KN 426: Axitinib/Pembrolizumab in mRCC

Baseline Characteristics

Pembrolizumab + Axitinib

N = 432

Sunitinib
N = 429

Age, median (range)

Male

Region of enrollment
North America
Western Europe
Rest of world

IMDC risk category
Favorable
Intermediate
Poor

Sarcomatoid features

PD-L1 CPS =12

=2 metastatic organs

Previous nephrectomy

62 yrs (30-89)

308 (71.3%)

104 (24.1%)
106 (24.5%)
222 (51.4%)

138 (31.9%)
238 (55.1%)
56 (13.0%)

51/285 (17.9%)
243/410 (59.3%)

315 (72.9%)
357 (82.6%)

61 yrs (26-90)
320 (74.6%)

103 (24.0%)
104 (24.2%)
222 (51.7%)

131 (30.5%)
246 (57.3%)
52 (12.1%)
54/293 (18.4%)

254/412 (61.7%)

331 (77.2%)
358 (83.4%)

aAssessed at a central laboratory using the PD-L1 IHC 22C3 pharmDx assay. CPS = combined positive score = number of PD-L1—positive cells (tumor cells, lymphocytes, macrophages)

divided by total number of tumor cells x 100.
Data cutoffdate: Aug 24, 2018.

Presented By Thomas Powles at 2019 Genitourinary Cancers Symposium



Overall Survival in Key Subgroups

No. of Events/

Subgroup No. of Patients Hazard Ratio (95% CI)
gverall 156/861 —i— 0.53 (0.38-0.74)
ge
<65 yrs 91/538 —i— 0.47 (0.30-0.73)
S265 yrs 65/323 —i— 0.59 (0.36-0.97)
ex
Male 108/628 —i— 0.54 (0.37-0.80)
Female 48/233 —— 0.45 (0.25-0.83)
Region of enrollment
North America 31/207 ——— 0.69 (0.34-1.41)
Western Europe 31/210 —— 0.46 &0 .22-0. 9;%
Rest of world 94/444 —i— 0.51 (0.33-0.7
IMDC risk category
Favorable 17/269 L 0.64 (0.24—1.68)
Intermediate 93/484 —il— 0.53 éO .35-0. 82;
Poor 46/108 —i— 0.43 (0.23-0.81
Karnofsky performance score
90 or 100 88/688 —i— 0.53 EO .35-0. 823
70 or 80 67/172 —i— 0.49 (0.30-0.81
PD-L1 CPS
<1 54/325 — — 0.59 (0.34-1.03)
=1 90/497 —u— 0.54 (0.35-0.84)
No. of metastatic organs
1 21210 —— 0.20 EO 07-0.5
=2 134/646 —i— 0.60 (0.42-0.85
0.1 05 1 2
Pembro-Axi Sunitinib
Data cutoffdate: Aug 24, 2018. Better Better

Presented By Thomas Powles at 2019 Genitourinary Cancers Symposium



Confirmed Objective Response Rate

100
90
80

60
50
40
30
20
10

ORR, % (95% CI)

70 -

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+ 10 15.4+)

aPatients who had =1 post-baseline imaging assessment, none of which were evaluable per RECIST v1.1 by BICR. "Patients who did not have 21 post-baselineimaging assessment.
Data cutoff date: Aug 24, 2018.

Presented By Thomas Powles at 2019 Genitourinary Cancers Symposium



Monotherapy in mRCC?



KEYNOTE-427:

Patients

« Recurrent or
advanced/metastatic
disease

Measurable

per RECIST v1.1
No prior systemic
therapy

Karnofsky performance
status 270%

Screen for
eligibility

*nccRCC diagnosis
confirmed by central
pathology

aPD-L1 positivedefined as combined positivescore [CPS] 21.

(NCT02853344)

Response
assessed at
week 12
and Q6W until
week 54, and
Q12w
thereafter

Pembrolizumab
200 mg Q3W

Endpoints

+ Primary: ORR per RECIST v1.1 (blinded
independent central review)

+ Secondary: DOR,DCR, PFS, OS5,
safety, and tolerability

+ Exploratory: ORR by histology (blinded
independent central review) and PD-L1
expression;2tissue-based biomarkers
(eg, IHC, RNA sequencing)

Presented By David McDermott at 2019 Genitourinary Cancers Symposium



Confirmed ORR by Blinded Independent

Central Review

N=110
n % 95% CI
'ORR 42 38.2 29.1-47.9
DCR (CR + PR + SD 26 months) 65 59.1 49.3-68.4
(Best overall response
CR S 2.7
PR 39 a5.8
SD 35 31.8
PD 31 28.2
No assessment 2 1.8

Database cutoff: March 12, 2018.

Presented By David McDermott at 2018 ASCO Annual Meeting



KN 427: Cohort A Results

Percentage Change
From Baseline, %
o

+20%

1-30%

-80%

e 74 0f 110 (67.3%)
patients experienced
a reduction in tumor
burden

¢ 16 of 110 patients
(14.5%) experienced
a tumor burden
reduction 280%

e 8 of 110 patients
(7.3%) experienced
100% tumor burden
reduction

0 3

tabase cutoff: March 12, 2018.

B Time to lastscan
Continuedresponse after last dose
CR
A PR
® PD
* Timeto lastdose
—Ongoing response

Time, months

18



ORR and Response Duration:
IMDC Categories

IMDC Category DOR, Response
median (range), mo 26 Months, %
Favorable Intermediate/Poor Frmriie AR tartaciidn e
h=41 h=69 Intermediate/poor NR (2.3+to 11.24) 71.6
= 100 -
< 31.7 42.0
0, 0, (=]
j Confirmed ORR, % (95% Cl) (18.1-48.1) (30.2.54.5) | o\-
. v go -
65.9 55.1 c
o, 0, a
R e (49.4-79.9) (42.6-67.1) g H—s ;
3 60
( confirmed BOR, % ﬂé
CR 2.4 2.9 © 40 -
=
PR 293 391 =
Q
SD 51.2 20.3 £ 201
PD 171 34.8 «
NA 0 2.9 0 - - - T
0 3 6 9 12
Time, months
No. at risk
Favorable 13 1 7 4 2
BOR, best overall response; IMDC, International Metastatic RCC Database Consortium. Intermediate/poor 29 23 17 8 0

3DCR = CR + PR + SD 26 months.
Database cutoff: March 12, 2018.

Presented By David McDermott at 2018 ASCO Annual Meeting



Duo-10 vs VEGFI/IO



Results: CM 214 At 30 month FU

Overall Survival mm Overall Survival m HR: 0.71

ORR (%) 42 vs 27 P<0.001 ORR (%) 42vs29  P<0001
CR (%) 9vs 1 P<0.001 CR (%) 11vs1 1

PFS (mos) 11.6vs 8.4  P=NS
Int/Poor Risk OS NR vs 26 0.63
Favorable Risk OS NRvs329  2.18

PFS (mos) 9.7vs 9.7 HR:0.85
Int/Poor Risk OS NRvs27 HR:0.66
Favorable Risk OS NRvs NR HR:1.22 P=NS

Favorable risk

NIVO + IPI

Median PFS, months (95% CI)
NIVO+IPI 13.9(9.9-17.9)

N=125

1.0 e
Confirmed ORR,® % (95% Cl) 29 (21-38) 52 (43-61) 5 ool SUN _ 4859{1o51=205)
H HR (95% CI), 1.23 (0.90-1.69)
P =0.0002 % 8 P=0.1888
& 07
PFS.c median (95% C1), months 16307203 | 251@09NE) T oo
HR (99.1% CI) 2.18 (1.29-3.68) 3 o5
:
0.44
P <0.0001 "E, N NIVO+IPI
8 o
%
g SUN
Tt T o)
Months
No. 13
NIVO+IPI 125 107 88 69 57 53 42 37 36 33 27 22 8 1 0
. . SUN 124 109 98 83 74 64 55 46 41 40 36 31 15 2 0
Motzer NEJM 2018; Tannir GU ASCO 2019

8



Durable/Complete Response

HD IL-2

50% Partial responders

40% -
10.5 1.8
30%
20% -
307
10%
0

024 (n=20)
Range up to

1

1

1

1

1

1

1

1 q .
! NIVO+[PI SUN Rty
1 Lo T T T T T T T T T T T ]

! 0 W 20 » © L @ mn -u % 100 no w 10

: Duration of response (months)

1

1

1

1

1

1

Investigator-Assessed Response per RECIST v1.1 g .
0a 4 Complete responders
P=0.0154 P =0.0001 P=0.1436 g 05 l — m
4% 34% 42% 29% 39% 0% % o4
-

ORR, %

1

1

1

1

1

1

1

1

1

| 1.2
I H
1

1

1

1

1

1

1

1

ITT populatlon Intermediate/poor risk* Favorablerisk
NIVO+IPI NIVO+IPI NIVO+IPI SUN
N =550 N =425
DOR 218 months, % 53 39 52 28 87 60
Ongoing CR, n/N (%) 51/58 (88) 6/10 42/48 (88) 4/5 9/10 2/5

* Among ITT patients, 185 (34%) versus 114 (21%) achieved 250% best tumor burden reduction with NIVO+IPI versus SUN

PDL1 High: CR- 16%



Treatment Free Interval

Ipilumimab/Nivo
N=425

TFI (Months) 15.4
% alive at 2 yrs (noRx) 42 19
D/C Rx (%) 75 85
Progression (%) 42 58
Adverse Events 23 11
@ 18 mos CR/PR9%) 48
SD 13 4

McDermott, Ann Oncol 2018

=178

Intermediate/poor-risk patients, N

=49

Favourable-risk patients, N.

Still On
Treatment
N=60, 34%

Off Treatment
and Never
Received

Systemic
Therapy
N=68, 38%

Off Treatment
and Received
Susbsequent
Systemic
Therapy
N=50, 28%

Still On
Treatment
N=11,22%

Off Treatment and
Never Received

__________________________________

Systemic Therapy
N=18, 37%

off
and Received

Systemic Therapy
N=20, 41%

gG1B6 32 48 64 80 96 112 128 144 160 176 192

Weeks
On Treatment ====Treatment-Free Survival



Adverse Events Attribution

e 70 yr old male with LUQ mass; 16 cm RP mass and a cm solid mass in
LEft kld ney 6/10/19- Started Axitinib/Pembrolizumab

7/24/19- AST-335/ALT-325

7/29/19- AST-205/ALT-282

8/14/19- AST56 /ALT- 68----pembrolizumab

9/4/19- AST- 31/ALT-31----Axi/pembro

9/25/19- AST- 107/ALT- 153

Aspartate aminotransferase (AST) or alanine
aminotransferase (ALT) greater than or equal
to 5 times upper limit of normal (ULN) if
baseline less than 2 times ULN;

AST or ALT greater than 3 times baseline if
baseline greater than or equal to 2 times ULN

Total bilirubin greater than 2.0 mg/dL if
baseline less than 1.5 mg/dL; or

Total bilirubin greater than 3.0 mg/dL,
regardless of baseline levels




Steroid Use and Resolution of AE

S e .00

Skin

Gl

Renal

Hepatic

Endocrine
Thyroid
Adrenal
Pituitary
DM

Pneumonitis

Motzer Lancet Oncology 2018

21
27
7
8

Resolution Rate (%)

74
91
82
89

46
27
63
50
94

Prednisone Use 40 mg =29%
Prednisone 40mg X 2 weeks=19%
Prednisone 40mg X 30 days=10%



Patients with treatment-related grade 3—4 AEs (%)

CheckMate 214

Treatment-Related AEs Over Time by Most
Common System Organ Class (All Treated Patients)

NIVO+IPI, N = 547

Endocrine

Renaland urinary
Respiratory, thoracic, and mediastinal
Skin and subcutaneous tissue

Gastrointestinal
Hepatobiliary

| n

i 1 f

SUN, N =535

Blood and lymphatic system
Gastrointestinal
Renaland urinary

Respiratory, thoracic, and mediastinal
Skin and subcutaneous tissue

Vascular

10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40

Months

Patients with treatment-related grade 3—4 AEs (%)

—r r r.r rrrrr 1T 1t 1T 1. 1T T T T 1.1
2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40

Months

* In the NIVO+IPI arm, 35% of patients received high-dose glucocorticoids (240 mg of prednisone per day or equivalent) for

select treatment-related AE management
« No additional treatment-related deaths occurred

10



2019 Medicare Reimbursement Data

Ipilimumab Pembrolizumab
Nivolumab Axitinib

Months 1-3 $27,000/month $21,000 /month $10,733/month

Months > 4 @419/m@ $21,000/month $10,733/month




Cost-Effectiveness?

MARKOV

MODEL Treatment
Ipi Nivo

Poor Risk

mRCC

Treatment

AXi
Pembro

Progression
Free

Progression

Progression

Progression
Free

Complete
Response

Complete
Response




Cost-Effectiveness?

MARKOV

MODEL

Poor Risk

mRCC

Parikh, 2019

‘g\\

Treatment

Ipi Nivo

\'»\"“\%

Treatment

AXi
Pembro

Progression
Free

M
. v&\ ,
\\\) Progression

Progression

Progression
Free

Complete

Response

Complete
Response




PDIGREE: Adaptive trial

Nivo 480mg IV q28d

Metastatic RCC i~ Nt —

T = | Nivo 480mg IV q28d Discontinue:
Key Inclusion: F Progression of disease
1. Metastatic clear cell Nivo 3mg/kg IV q21d Non-CR Vs oR

RCC without prio Ipi img/kg IV q21d Non-PD i
without prior Unacceptable toxicity

systemic therapy x4 doses i Nivo 480mg IV q28d + OR
2. IMDC intermediate or Cabozantinib 40mg PO
poor risk ~20% PD daily CR at 1 year

3. Archival tissue
available or fresh biopsy

Cabozantinib 60mg PO daily

Key 2° endpoints:

1° endpoint: = 1-yea:; |:CSR rate
3-year OS -
(60% nivo vs 70% nivo-cabo, HR 0.70 -- ORR by RECIST
ES% powss, 2-sided 0=0.05) -- Toxicity of nivo-cabo

PDIGREE: Alliance trial A031704
NCT03793166




MRCC: treatment
Choice

NO

10
ELIGIBLE

YES

POOR
RISK

FIT

FRAIL

SUNITI
NIB/PA
Z0

Cabozantinib

AXI/PE
(1:13{0)
INT/POOR
RISK

MONO
NIVO/PEM
BRO




Questions? Thank You
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@sandysrimd




