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Adjuvant Therapy in RCC
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« If urothelial carcinoma Partial nephrectomy Survelllance SIS |See KID-3

suspected (eg, central
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cytology, ureteroscopy
or percutaneous
biopsy®

« If multiple renal
masses, <46 y, or
family history, consider
genetic evaluation. See

Hereditary Renal Cell
Carcinomas (HRCC-1)
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Radical nephrectomy
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Background and Study Design

Results of KEYNOTE-564 showed that
adjuvant pembrolizumab improved DFS
compared with placebo after a median
30.1 months of follow-up in patients with
ccRCC at increased risk for recurrence
after nephrectomy’

Post hoc exploratory analyses are
presented of

- Distant metastasis-free survival (DMFS; time
to radiographically detectable metastatic
disease or any-cause death)

— Time to first subsequent drug treatment
(TEST; time to first subsequenttherapy or
any-cause death)

- Time to second progression (PFS2; time
from randomization to progression on next-
line therapy or any-cause death)

Median time from randomization to
database cutoff was 30.1 months (range,
20.8-47.5 months)

Key Eligibility Criteria
» Histologically confirmed ccRCC
*» No prior systemic therapy for RCC
» Postnephrectomy intermediate-high
risk of recurrence (MO)

— pT2, grade 4 or sarcomatoid

differentiation, NO

— pT3, any grade, NO
» Postnephrectomy high risk of
recurrence (MO0)

— pT4, any grade, NO

— pT any stage, any grade, N+
« After nephrectomy + complete
resection of metastasis (M1 NED)
+ECOG PSOor1

Stratification Factors
« M1 NED vs MO

» Within MO:
— ECOGPS (0vs 1)
— US (yes vs no)

Pembrolizumab
200 mg IV Q3W

upto 17 cycles
(~ 1 year)

Placebo
Q3w

upto 17 cycles
(~ 1 year)

Primary end point: DFS per investigator
Key secondary end point: OS
Exploratory end points: DMFS, TFST, PFS2



Primary Endpoint

DFS, ITT Population

Primary Analysis: 24.1 mo Follow-Up

Updated Analysis: 30.1 mo Follow-Up

100~ 24-mo rate 1004 24-mo rate
90+ 90+ .
80_ 77.30/0 80_ 78'3/0
70~ 70-
X 60~ 68.1% X 60-
E 50~ & 50-
QO 40+ QO 40-
30+ HR 0.68 (95% CI 0.53-0.87) 30 HR 0.63 (95% CI 0.50-0.80)
20- P=0.001* 20- Nominal P < 0.0001
10- Pembro 104 — Pembro
0 Placebo — Placebo
S 0 1s 20 25 30 a5 40 45 20 00..5. R
No. at risk Months No. at risk Months
PP;?ebt:z jzg 22; g;g gz gg’g E’; 2; 12; 1 8 8 Pembro 496 458 416 389 361 255 135 77 37 0 0
Placebo 498 437 389 35 325 230 125 74 33 1 0
Pts w/ Event Median, mo (95% Cl) Pts w/ Event Median, mo (95% CI)
Pembro 109 NR (NR-NR) Pembro 114 NR (NR-NR)
Placebo 151 NR (NR-NR) Placebo 169 NR (40.5-NR)

* denotes statistical significance.

ITT population included all randomized participants. DFS, disease-free survival; NR, not reached. Primary analysis data cutoff date: December 14, 2020. Updated analysis data cutoff date: June 14, 2021.



Keynote-564, 30 month follow-up DFS by
recurrence risk

Intermediate-High Risk

100+ 24-mo rate
81.1%
80+
§ 60+ 72.0%
o
@401 Pembro
201 — Placebo
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(Choueiri GU ASCO 2022)
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Who should get adjuvant therapy?

Intermediate-High Risk High Risk M1 NED
pT2 pT3 pT4 Any pT
Grade 4 NED after

rade ?r. g  Anygrade Any grade Any grade resection of
Sarcomatol oligometastatic
NO NO NO N+ sites <1 year from
nephrectomy

MO MO MO MO

Risk of

recurrence at 5
years

Abs. reduction 10% 15% 17% 20% 24%

OS at 5 years 82% 77% 63% 54% ?



More to come:

Trial Randomization

PROSPER
(ECOG-EA8143)

Neoadj/adj nivolumab
vs surgical SoC

Adj atezolizumab

IMMotion010
vs placebo

Adj pembrolizumab

KEYNOTE-564
vs placebo

Adj nivolumab +
ipilimumab
vs nivolumab alone
vs placebo

Checkmate-914

Adj durvalumab +
tremelimumab
vs durvalumab

vs placebo

RAMPART

(adopted from Naomi Haas)

Question

Is neoadjuPress release did not ntact kidney tumor safe
and does imeet primary endpoint’

s adjuvarPress release did not han no adjuvant therapy?
meet primary endpoint

Is adjuvant PD-1 therapy better than no adjuvant therapy?

Is dual PC5.
1 therapy

Press release did not tter than mono adjuvant PD-

meet primary endpoint

Is dual PD-L1/CTLA-4 inhibition better than mono adjuvant
PD-L1 therapy or no therapy?



International Metastatic Database Consortium
Risk Stratification

* Clinical

« KPS < 80%
* Time from diagnosis to treatment < 1 year

 Laboratory

* Hemoglobin < LLN

e Calcium > ULN

* Neutrophil count > ULN
* Platelet count > ULN

= b -ﬁ_"“"‘-‘_‘m -~ Favorable
= 0.9 - \‘ 0-I5 Intermediate
(4o} "l -e P
Bosl\ e N

e 0.7+ )

=3 ', 0.53
— 0.6- ', !

S 05- L

S 0.4+ %

©2 0.34 '\"‘+,+

S 0.2- \, 007

D 0.1 . S

= ¥r === =

0 12 24 36 48 60

Time Since Therapy Initiation (months)

No. of events/No. at risk
Favorable 11/133
Intermediate 61/301
Poor 94/152

16/110 4/62 2/22 0/3
50/182 17/82 2/18 0/3
19/36 1/3 0/1 0/0

* Favorable: O risk factors — means slow-growing and/or VEGF-responsive

* Intermediate: 1-2 risk factors — medium growth rate and somewhat VEGF-responsive
* Poor: 3-6 risk factors — fast-growing and VEGF-unresponsive

Heng DYC, et al. J Clin Oncol. 2009;27:5794-5799.

These materials are provided to you solely as an educational resource for your personal use. Any commercial use or distribution of these materials or any portion thereof is strictly prohibited.



Frontline Treatment Options Plentiful in RCC

PRINCIPLES OF SYSTEMIC THERAPY FOR RELAPSE OR STAGE IV DISEASE

FIRST-LINE THERAPY FOR| CLEAR CELL|HISTOLOGY
Risk Preferred Régimens Other Recommended Regimens Useful in Certain Circumstances
Favorable? « Axitinib + pembrolizumabP® (category 1) « Axitinib + avelumab® * Active surveillance®
« Cabozantinib + nivolumabP® (category 1) * Cabozantinib (category 2B) * Axitinib (category 2B)
« Lenvatinib + pembrolizumab® (category 1)  * Ipilimumab + nivolumab « High-dose IL-29 (category 2B)
* Pazopanib
* Sunitinib
Poor/ * Axitinib + pembrollzumabb (category 1) « Axitinib + avelumab® * Axitinib (category 2B)
intermediate? | | « Cabozantinib + nlvolumab (category 1) * Pazopanib « High-dose IL-29 (category 3)
« Ipilimumab + nivolumab® (category 1) * Sunitinib * Temsirolimus® (category 3)

« Lenvatinib + pembrolizumab® (category 1)
» Cabozantinib

(NCCN, 2022)




ITT

Checkmate 214 ITT: 5-year Update

Overall survival

Progression-free survival

NIVO+IPI SUN NIVO+IPI SUN
1.0Ps (N = 550) (N = 546) —~ 1.0 (N = 550) (N = 546)
~ UTd
Median OS = Median PFS ) )
0.9- (95% Cl), mo 55.7 (46.3-64.6)| 38.4 (32.0-45.0) 3 0.94 | (95% Cl), mo 12.3 (9.7-16.5)| 12.3 (9.8-15.2)
3\ HR (95% Cl) 0.72 (0.62-0.85); P < 0.0001 [+ HR (95% Cl) 0.86 (0.73-1.01); P = 0.0628
= 0.8 9 0.8
o) e
((+] - o
3 0.7 =
[
e 0.67 2
= . 48% e
(] - A,
S 0.5 >
> (]
C 0.4 o
= just
(7] 1 ql_
= 0.31 ! c
E 1 09
g 0.2 . 2
o : s
0.11 , g
' a
1
O.O-I 1 1 1 1 1 1 1 1 1 : 1 1 1 T T ] ] 1 1 1 1 1 1 1 1 1
0O 6 12 18 24 30 36 42 48 54 60 66 72 7 0O 6 12 18 24 30 36 42 48 54 60 66 7
Months Months
No. at risk No. at risk
NIVO+IPI 550 493 444 411 372 337 309 291 274 256 236 138 5 0 NIVO+IPI 550 315 217 171 132 121 103 92 86 75 62 14
SUN 546 472 405 347 310 281 257 234 213 192 171 108 6 0 SUN 546 285 178 130 87 59 42 33 21 15 10 3

Motzer RJ et al. ESMO 2021. Abstract 661P.



TKI+1O Overall Survival

Keynote 426: Pembro+AXxitinib Checkmate 9ER: Nivo+Cabozantinib

Overall survival
OS in the ITT Population verall surviva

90%
100 — 79% . Sl e "o U
90 - 74% = 0.94 H%
80 = ;.:-' 0.8 M
1 e} o
70 = | g 0.7 4
o —
= 60 : I é 0.6 4 Median OS, months (95% Cl)
[ 50 = 1 -
o iB 1 1 8 051 NIVO+CABO NR (NE)
! _ ! HR, 0.68 (95% Cl, 0.55-0.85) g 0.4
30 = Events,n | Median(95% Cl), mo 1 P <0.0012 F 0.3
Pembi 142 | NR (NR-NR| 1 ) = LAy
20 o TEen” X (NRAR) , g o HR, 0.60 (98.89% Cl, 0.40-0.89)
10 =1 sunitinib 178 | 35.7 (33.3-NR) 1 3 ; P =0.0010
' 0.14 5
0 1 1 1 i 1 1 1
0 6 12 18 24 30 36 42 0.0 , . ; : ; - : - : :
No. at risk Months 0 3 6 9 12 15 18 21 24 27 30
432 408 385 346 305 163 23 0 No. at risk Months
429 379 336 306 268 134 6 0 X NIVO+CABO 323 308 295 283 259 184 106 o] " 3 0

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.
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Frontline Treatment Data in RCC

CheckMate 2141 KEYNOTE-4262 CheckMate 9ER3 CLEAR?
Ipi/Nivo vs Sun Axi/Pembro vs Sun Cabo/Nivo vs Sun Len/Pembro vs Sun
(n =550 vs n = 546) (n=432vs n =429) (n =323 vs n =328) (n=355vs n=357)
mOS, mo 55.7vs 38.4 45.7 vs 40.1 37.7vs 34.3 NR vs NR
HR (ClI) 0.72 (0.62-0.85) 0.73 (0.60-0.88) 0.70 (0.55-0.90) 0.72 (0.55-0.93)
Landmark OS 12 mo 83% vs 78% 90% vs 79% 86% vs 76% (est.) 90% vs 79% (est.)
Landmark OS 24 mo 71% vs 61% 74% vs 66% 70.3% vs 60.3% 79% vs 70%
mPFS, mo 12.2vs 12.3 15.7vs 11.1 16.6 vs 8.3 23.9vs9.2
HR (ClI) 0.86 (0.73-1.01) 0.68 (0.58-0.80) 0.56 (0.46-0.68) 0.39(0.32-0.49)
ORR, % 39 vs 32 60 vs 40 56 vs 28 71 vs 36
CR, % 12vs 3 10vs 4 12 vs5 16 vs 4
Median f/u, mo 67.7 42.8 32.9 33.7
Primary PD, % 18 11 6 5

Prognostic risk, %
= Favorable

= |ntermediate

=  Poor
Prior nephrectomy, % 82 83 69 74
Subsequent systemic tx for Overall (68) Overall (69) Overall (40) Overall (71)
Sun arm, % 10 (42) 10 (48) 10 (29) 10 (53)
Tx discontinuation 23 vs 13 20 vs 18 27 vs 10 18.5 (len) / 25 (pembro) /

due to AEs, % 9.7 (len + pembro) vs 10

u @brian_rini and @Uromigos



mOS, mo
HR (ClI)

Landmark OS 12 mo
Landmark OS 24 mo

mPFS, mo
HR (ClI)

ORR, %

CR, %

Median f/u, mo
Primary PD, %

Prognostic risk, %
= Favorable
" Intermediate
=  Poor

Prior nephrectomy, %

Subsequent systemic tx for
Sun arm, %

Tx discontinuation
due to AEs, %

u @brian_rini and @Uromigos

CheckMate 214!
Ipi/Nivo vs Sun
(n =550 vs n = 546)
55.7vs 38.4
0.72 (0.62-0.85)

83% vs 78%
71% vs 61%

12.2 vs 12.3
0.86 (0.73-1.01)

39 vs 32
12vs 3
67.7
18

23
61
17

82
Overall (68)
10 (42)

23vs 13

KEYNOTE-4262
Axi/Pembro vs Sun
(n=432vs n =429)

45.7 vs 40.1
0.73 (0.60-0.88)

90% vs 79%
74% vs 66%

15.7vs 11.1
0.68 (0.58-0.80)

60 vs 40
10vs 4
42.8
11

32
55
13

83
Overall (69)
10 (48)

20vs 18

16.6 vs 8.3

0.56 (0.46-0.68)

56 vs 28
12vs 5
32.9
6

23
58
19

69
Overall (40)
10 (29)

27 vs 10

Frontline Treatment Data in RCC

CheckMate 9ER3
Cabo/Nivo vs Sun
(n =323 vs n =328)

37.7vs 34.3
0.70 (0.55-0.90)

86% vs 76% (est.)
70.3% vs 60.3%

CLEAR?

Len/Pembro vs Sun
(n=355vs n=357)

NR vs NR
0.72 (0.55-0.93)

90% vs 79% (est.)
79% vs 70%

23.9vs 9.2
0.39 (0.32-0.49)

71 vs 36
16vs 4
33.7
5

31
59
9

74

Overall (71)
10 (53)

18.5 (len) / 25 (pembro) /
9.7 (len + pembro) vs 10



Frontline Treatment Data in RCC

CheckMate 2141 KEYNOTE-4262 CheckMate 9ER3 CLEAR*
Ipi/Nivo vs Sun Axi/Pembro vs Sun Cabo/Nivo vs Sun Len/Pembro vs Sun
(n =550 vs n = 546) (n=432vs n =429) (n =323 vs n =328) (n=355vs n=357)
mOS, mo 55.7vs 38.4 45.7 vs 40.1 37.7vs 34.3 NR vs NR
HR (ClI) 0.72 (0.62-0.85) 0.73 (0.60-0.88) 0.70 (0.55-0.90) 0.72 (0.55-0.93)
Landmark OS 12 mo 83% vs 78% 90% vs 79% 86% vs 76% (est.) 90% vs 79% (est.)
Landmark OS 24 mo 71% vs 61% 74% vs 66% 70.3% vs 60.3% 79% vs 70%
12.2vs 12.3 15.7 vs 11.1 16.6 vs 8.3 23.9vs 9.2
0.86 (0.73-1.01) 0.68 (0.58-0.80) 0.56 (0.46-0.68) 0.39 (0.32-0.49)
39 vs 32 60 vs 40 56 vs 28 71 vs 36
12vs 3 10vs 4 12vs 5 16vs4
Median f/u, mo 67.7 42.8 32.9 33.7
Primary PD, % 18 11 6 5
Prognostic risk, %
= Favorable 23 32 23 31
* |ntermediate 61 55 58 59
=  Poor 17 13 19 9
Prior nephrectomy, % 82 83 69 74
Subsequent systemic tx for Overall (68) Overall (69) Overall (40) Overall (71)
Sun arm, % 10 (42) 10 (48) 10 (29) 10 (53)
Tx discontinuation 23 vs 13 20 vs 18 27 vs 10 18.5 (len) / 25 (pembro) /

due to AEs, % 9.7 (len + pembro) vs 10

u @brian_rini and @Uromigos



Future Frontline Advances?

* Will a triplet therapy have improved clinical benefit and will it be safe?

* Are other mechanisms of action important in the frontline? Metabolic
inhibitors, LAG3, TIGIT?

e Can we select patients based on gene expression data for frontline therapy

Phase Il, open-label, parallel single-arm study using tumor RNAseq cluster to assign protocol treatment

Eligibility

+ ECOGOor1
* Newly diagnosed metastatic clear-cell renal cell

carcinoma
* No prior systemic therapy

* Available tumor tissue for RNA-sequencing/cluster
prediction
+ Patients with clusters 3/6 will be excluded

Clusters 1/2 Clusters 4/5/7

Simon’s MinMax Two-Stage
Design

Ipilimumab/Nivolumab (N=28)

Nivolumab/Cabozantinib (N=26)

- H,. ORR<40%

- H, ORRS55%
*  H,: ORR > 60%

+  H,: ORR > 75%

Stage | (N=12) Stage Il (N=14) Stage | (N=16) Stage Il (N=12)
27/12 responders 218/26 responders

27/16 responders 215/28 responders




Treatment for Refractory Clear Cell Histology

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)
(category 1) « Cabozantinib + nivolumab® « 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 + avelumab® (category 3)

(NCCN, 2022)



Ph 3 METEOR Trial: Cabozantinib vs Everolimus
after prior VEGF TKI

100 5

90

80

70

60

50

Overall survival (%)

40

30

20

10

0

HR 0-66 (95% Cl 0-53-0-83); p=0-00026

—— Cabozantinib
Everolimus

0

Number at risk
Cabozantinib 330
Everolimus 328

(Choueiri et al., 2016)

[ [
3 6 9 12 15 18 21

Time from randomisation (months)

318 296 264 239 178 105 41
307 262 229 202 141 82 32

30

5% of patients had prior
10

ORR with cabozantinib:
17% vs 3% with
everolimus alone



Randomized Ph 2: Lenvatinib, Everolimus or
Combination after prior VEGF TKI

80

60 —

40

Progression-free survival (%)

20

— Lenvatinib plus everolimus
—— Single-agent lenvatinib
Single-agent everolimus

Lenvatinib plus everolimus

vs everolimus

HR 0-40, 95% Cl 0-24-0-68; p=0-0005
vs lenvatinib

HR 0-66, 95% Cl 0-39-1-10; p=0-12
Lenvatinib vs everolimus

HR 0-61, 95% Cl 0-38-0-98; p=0-048

Number at risk
Lenvatinib plus everolimus 51
Single-agent lenvatinib 52
Single-agent everolimus 50

3

41
41
29

6

27
29
15

-7
9 12 15 18 21 24
Time (months)

23 16 10 5 1 0
20 11 6 4 1 0
11 7 3 1 0

(Motzer et al., 2015)

80

60 -

40

Overall survival (%)

20

— Lenvatinib plus everolimus
— Single-agent lenvatinib
Single-agent everolimus

Lenvatinib plus everolimus
vs everolimus

HR 0-51, 95% Cl 0-30-0-88; p=0-024
vs lenvatinib

HR 0-75, 95% Cl 0-43-1-30; p=0-32
Lenvatinib vs everolimus

HR 0-68, 95% Cl 0-41-1-14; p=0-12

Number at risk
Lenvatinib plus everolimus 51
Single-agent lenvatinib 52
Single-agent everolimus 50

3 6 9 12 15 18 21 24 27
Time (months)

48 46 44 38 35 29 21 14 6
50 45 42 37 31 26 16 7 4
46 42 38 30 27 20 14 8 2

= 3% with prior ICl treatment

= ORR with lenvatinib + everolimus: 43% vs 6%
with everolimus alone




Randomized Ph 3: Tivozanib vs sorafenib in

refractory RCC

100

80

rvival (%)

60

40

20

HR 0-73, 95% Cl 0-56-0-94

0

0 é él\- é é 1IO 1I2 1I4 1I6 1I8 2IO 2I2 2I4 2I6
Number at risk
(number censore d)
Tivozanibgroup 175(175) 128(11) 94(5) 69(1) 56(4) 48(0) 37(3) 31(3) 24(5) 203) 16(3) 14(1) 6(7) 0(6)
Sorafenibgroup 175(175) 116(29) 65(8)  42(8) 27(0)  18(0)  11(2) 9(0) 5(0) 3Q2) 3(0) 2(1)  2(0) 0Q)

(Rini et al., 2020)

26% Prior ICl and TKI

ORR: 18% with tivozanib vs
8% with sorafenib

Average 60% patients with 2
prior therapies, 40% treated
with 3 prior therapies



Ongoing Trials: Targeting HIF in RCC

PHD FIH

N/

@ @ Proteasome
o HIF-la| = |HIF-1a| — Oog
) u,
Normoxna/' VHL Ut O

HIF-lal

Hypoxia

= angiogenesis

= jnvasion, metastasis

= cancer stemness

* metabolic reprogramming

HIF-1 target genes
(VEGF, GLUT1, EPO...)

cytosol nuclear

(Ikeda and Kakeya et al., 2021; Jonasch ASCO 2022)
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Ongoing Clinical Trials in the Refractory IO setting

Title

MK-6482-005: Phase Ill Trial of
Belzutifan vs Everolimus in
Advanced RCC After PD-1/PD-L1
and TKI Therapy (n = 736)*

CONTACT-03: Phase Il Trial

of Atezo + Cabo vs Cabo in
Advanced RCC After PD-1/PD-L1
Therapy (n = 500)?

TiNivo-2: Phase Ill Trial of
Tivozanib + Nivolumab vs
Tivozanib in Advanced RCC
After IO Therapy (n = 326)3

Inclusion

Clear-cell RCC

Prior therapy with PD-1/PD-L1 inhibitor and
VEGF TKI, as monotherapy or in combination

<3 prior therapies

Clear-cell RCC or non—clear-cell RCC
(papillary or unclassified)

Prior first- or second-line therapy with
PD-1/PD-L1 inhibitor as immediate

preceding therapy

No more than 1 previous PD-1/PD-L1 inhibitor

Clear-cell RCC

PD during or following 26 wk of treatment

with an |0 therapy

<2 previous lines of therapy

Treatment Arms

Belzutifan
VS
Everolimus

Atezolizumab +
cabozantinib
VS
Cabozantinib

Nivolumab +
tivozanib

S

Tivozanib



New Immune Checkpoint Inhibitors

Novel Targets and Drug Development in RCC

¢ Relatlimab, leramilimab, favezelimab

CBM 588
(ant-LAG-3) (Immunomodulatory probiotic NGT-831 PY314
¢ Tiragolumab, vibostolimab (anti-TIGIT) containg C. butylcum) J_
e NGM707 (anti-ILT2/ILT4) J_\/ &\~ TAM
(0OX40 agonist) - MDSC
_Novel Cytokines
¢ Nemvaleukin a (engineered IL-2) . .
e SOT101 (IL-15 superagonist) @ Lu-177-girentuximab
DS-6000a
BMS-986179 (CDH6 directed DXd ADC)
Batiraxcept
J_ (AVB-S6-500)
J_ CAIX
Adenosine CDH-6
AXL
T CD39
R AMP HIF Inhibition
A2AR e Belzutifan
ATP Adavosertib e ARO-HIF2
T (AZD1775) o NKT2152
Ciforadenant
(CPI-444) RCC Cancer Cell <IN
Telaglenastat / .WEE1
(CB-839)
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(Chen, Rini, and Beckermann, unpublished, figure made with BioRender)
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