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Pre-Test Question:
A 63-year-old gentleman with microscopic hematuria is found to have a
10cm left renal mass and >10 bilateral pulmonary nodules on CT
imaging. He has had unintentional weight loss and fatigue, but is still
active (KPS 80-90). His labs are notable for anemia and thrombocytosis,
but are otherwise unremarkable. Biopsy of a lung nodule shows clear
cell renal cell carcinoma. Which of the following would you choose as a
first-line systemic therapy:

A. Sunitinib

B. Combination therapy regimen containing an immune checkpoint
inhibitor, such as nivolumab + ipilimumab

C. Temsirolimus
D. Bevacizumab plus interferon alfa
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The evolving landscape of systemic therapy for advanced RCC

Cytokine
therapies era
e.g HD-IL-2

& - -
= NK

Braun & Kashima, Urol Clin N Am, 2023
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The evolving landscape of systemic therapy for advanced RCC

Cytokine
therapies era
e.g HDAIL2
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Molecularly targeted
therapies era
e.g. sunitinib
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The evolving landscape of systemic therapy for advanced RCC
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The evolving landscape of systemic therapy for advanced RCC
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Braun & Kashima, Urol Clin N Am, 2023
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Systemic therapies for clear cell RCC:
Where are we now?

ADVANCES IN

First-line systemic therapies Subsequent therapies

10 + TKI TKI alone 10-based TKI alone
pembrolizumab (for select
+ axitinib patients only) nivolumab cabozantinib
Favorable (if no prior 10)
avelumab sunitinib axitinib
+ axitinib pazopanib
(immature OS) (favorable) 10-based tivozanib
combinations
10 +10 nivolumab (in specific pazopanib
. + cabozantinib i sunitinib
Intermediate / nivolumab cabozantinib creumstances) sorafenib
Poor *ipilimumab — pemprolizumab  (intermediate /
(intermediate / + lenvatinib poor) :
poor risk only)

Adapted from Braun, GU ASCO, 2021
www.sitcancer.org/aci | #LearnACI
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Systemic therapies for clear cell RCC:
Where are we now?

First-line systemic therapies

Favorable

I0+10
Intermediate / = njyolumab
Poor + ipilimumab
(intermediate /
poor risk only)

© 2023 Society for Immunotherapy of Cancer
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CheckMate-214: nivolumab + ipilimumab
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Key eligibility criteria Stratification

* Treatment naive,
inoperable, locally
advanced, or
metastatic RCC

. (United States vs
+ Clear-cell histology Canada/Europe vs
+ KPS 270%

K / rest of the world)

Endpoints

+ Coprimary: PFS, OS, ORR (intermediate/poor risk)
» Secondary: PFS, OS, ORR (ITT)

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

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

Region

Motzer et al, N Engl J Med, 2018

© 2023 Society for Immunotherapy of Cancer

Nivolumab 3 mg/kg IV every
3 wk + ipilimumab 1 mg/kg IV
every 3 wk x 4 doses, then
nivolumab 3 mg/kg every 2 wk

Sunitinib 50 mg orally daily
(4 wk on, 2 wk off)

www.sitcancer.org/aci | #LearnACI

3/22/2023



3/22/2023

@tg) ADVANCES IN IG

Sodiey for Inmancerapy of Cancer IMMUNCTHERAPY ™ ansiversany

Long-term follow-up: durable responses
for a subset of patients

No early separation
of the curves

1/P-risk population 1/P-risk population Median 0S, months (95% Cl)
1.0 B Median PFS, months 1.0-mug NIVO+PI (n = 425) | 5 2)
s Flattening of the IO curve over N = 00 ? 151 (5606 | 26602135
B i 1 H = 11.2 (8.4-16.1) B 2 HR (95% C), 0.65 (0.54 0.78)
s time (tail of curve = durable e Yo £ os N
E_ 07 responders) 2 o7 S 66.4%
o2 0.6 & 0.6 e i
2z = H‘_\"i‘x' 3 50.0% NIVO+IPI
< 8§ 0.5 5 0.5 TR ©
£4 36.4% £ 152.4 - r
2 2 0.4 52.7 NIVO+IPI z 0.4 ! -
28 03] wmg 2 03 | R 3550
-4 Ry it = ! ! SUN
® 0.2 1,58 586 8 oo T 02 !
o 125.1% T—@8—g ol So—o @ ! !
o 0.1 | g = > 0.1 | 1
| 12.3; SUN o i
0.0 [ T T T T 1 0.0+, T T T U T t T T 1
0 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60 66
0. at risk Honths No. at risk Months
NIVO+IPI 425 232 163 130 101 94 80 70 50 13 0 NIVO+IPI 425 3 332 306 270 m 220 208 193 86 3 0
SUN 422 189 107 75 47 30 2 16 9 3 0 SUN 422 353 291 237 206 184 169 151 133 66 3 0
Albiges et al, ESMO Open, 2020
© 2023 Society for Immunotherapy of Cancer www.sitcancer.org/aci | #LearnACI
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CheckMate-214: higher primary PD rates

Intermediate-/Poor-Risk Favorable-Risk

NIVO + IPI SUN NIVO + IPI NIVO + IPI
(n = 425) (n=422) (n = 550) (n = 125)

Confirmed ORR (95% Cl), % 41.9 (37-47) 26.8 (23-31) | 39.1(35-43) 32.4 (29-37) | 29.6 (22-38) 51.6 (43-61)

P <.0001 .0134 .0005

Best overall response, n (%)
CR 44 (10.4) 6 (1.4) 59 (10.7) 14 (2.6) 15 (12.0) 8 (6.5)
PR 134 (31.5) 107 (25.4) 156 (28.4) 163 (29.9) 22 (17.6) 56 (45.2)
SD 131 (30.8) 187 (44.3) 198 (36.0) 230 (42.1) 67 (53.6) 43 (34.7)

I PD 82 (19.3) 71 (16.8) 97 (17.6) 77 (14.1) 15 (12.0) 6 (4.8) I

NE 32 (7.5) 48 (11.4) 38 (6.9) 57 (10.4) 6 (4.8) 9(7.3)
NR 2 (0.5) 3(0.7) 2(0.4) 5(0.9) 0 2(1.6)

n=178 n=113 n=215 n=177 n=237 n =64

1 0,
O IRE FEHEREE, 1 (%) 116 (65.2) 56 (49.6) | 140(651)  92(52.0) | 24(649)  34(56.3)

Albiges et al, ESMO 2020, Abstract 711P

© 2023 Society for Immunotherapy of Cancer www.sitcancer.org/aci | #LearnACI
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Systemic therapies for clear cell RCC:
Where are we now?

First-line systemic therapies
10 + TKI

pembrolizumab
+ axitinib
Favorable
avelumab
+ axitinib
(immature OS)

nivolumab

Intermediate /  EELEEE

Poor pembrolizumab

+ lenvatinib

© 2023 Society for Immunotherapy of Cancer www.sitcancer.org/aci | #LearnACI
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Pembrolizumab 200 mg IV Q3W +

KEYNOTE 426" Treatment-naive clear-cell RCC; KPS < Axitinib 5 mg PO BID 10 EP-

>70%; (N = 861) PFS/OS
Sunitinib 50 mg PO QD (4/2)

; . Avelumab 10 mg/kg IV Q2W +
Treatment- lear-cell R
JAVELIN Renal 1012 r?Crgg”Pgagvﬁffj‘L,Cf 8880’ < Axitinib 5 mg PO BID in 6-wk cycles 19 EP:

PFS/OS
Sunitinib 50 mg PO (4/2) PD-L1+ pts
Nivolumab 240 mg Q2W IV +
CheckMate-9ER? Treatment-naive clear cell RCC; Cabozantinib 40mg PO QD
- 10 EP: PFS
(N =651)
Sunitinib 50 mg (4/2)
CLEAR* Treatment-naive clear cell RCC;

(N =1069) 1° EP:
Everolimus 5 mg PO QD+ PFS/OS
Lenvatinib 18 mg PO QD

Sunitinib 50 mg (4/2)

Slide adapted from T. Choueiri
1.Rini et al. NEJM, 2019 2. 3. Motzer et al. NEJM, 2019 3. Choueiri et al. NEJM 2021; 4. Motzer et al, NEJM 2021

© 2023 Society for Immunotherapy of Cancer www.sitcancer.org/aci | #LearnACI
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Pembrolizumab 200 mg IV Q3W +
KEYNOTE 426" Treatment-naive clear-cell RCC; KPS Axitinib 5 mg PO BID 10 EP:
270%; (N = 861) . PFS/OS
Sunitinib 50 mg PO QD (4/2)
; . Avelumab 10 mg/kg IV Q2W +
Treatment-naive clear-cell RCC; i :
JAVELIN Renal 1012 ECOG PS 0 or 1; (N = 886) Axitinib 5 mg PO BID in 6-wk cycles 10 EP:
PFS/OS
Sunitinib 50 mg PO (4/2) PD-L1+ pts
Nivolumab 240 mg Q2W IV +
CheckMate-9ER? Treatment-naive clear cell RCC; Cabozantinib 40mg PO QD
- 10 EP: PFS
(N =651)
Sunitinib 50 mg (4/2)
CLEAR* Treatment-naive clear cell RCC;
(N =1069) 10 EP:
Everolimus 5 mg PO QD+ PFS/OS
Lenvatinib 18 mg PO QD
Side adaptd rom T Chouer Sunitinib 50 mg (4/2)
1.Rini et al. NEJM, 2019 2. 3. Motzer et al. NEJM, 2019 3. Choueiri et al. NEJM 2021; 4. Motzer et al, NEJM 2021

© 2023 Society for Immunotherapy of Cancer
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Pembrolizumab+axitinib: higher response rates
P < 0.00012
Pembro + Axi Sunitinib
100 — R n =432 n =429
90 —
80 6(31.261/:8 PR I I Best Response, n (%)
1 (55.4-64.
70 4 ( ) CR 38(8.8) 13 (3.0)
R 4o 39.9% | PR 222 (51.4) 158 (36.8)
< (35.2-44.7) SD 100 (23.1) 150 (35.0)
¢ 907 [ PD 49 (11.3) 4(17.2) |
O 404 NEP 16 (3.7) 28 (6.5)
30 - NA® 7 (1.6) 6 (1.4)
20 — i
10 'c\i/luerglt?:n(:)afr:g:z)onse 23.5 15.9
0 oy ’ (1.4+ t0 34.5+) (2.3 to 31.8+)
Pembro + Axi Sunitinib
o P e b Sy T ST e ke e Wg""i,,m

www.sitcancer.org/aci

|  #LearnACI
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Pembrolizumab+axitinib: survival

Ev:nls. Medlar:rgsos% ), 100 — 90%
133 B Pembro + Axi 264 154 90 — 74%
] (12.7-18.9) 80 H 66%
80 = 60% Sunitinib 281 1111 T
70 - i (9.1-12.8) gg = : I
® 60 38% | HR 0.71 (95% CI 0.60-0.84; : 7] ! '
g 0+ ; 27% >‘P<0.000(1= ) J 8 jg ll i :
;2 : i ! 30 : Events, n : Median (35% Cl), mo {HR 0.68 (95% CI 0.55-0.85)
20 — : . 20 — ::nmm 1z | NR (NR-NR) rP< 0.001° 3
10 — : : 10— sunitinib 178 : 357 (33.3-NR) :
9 T t T f T T 1 y T i T T T T 1
6 12 18 24 30 36 42 0 6 12 18 24 30 36 42
No.atrisk . Months . Months
© 2023 Society for Immunotherapy of Cancer www.sitcancer.org/aci | #LearnACI
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Pembrolizumab 200 mg IV Q3W +
Axitinib 5 PO BID
KEYNOTE 426" Treatment-naive clear-cell RCC; KPS < itinib 5 mg 10 EP:
>70%; (N = 861 PFS/OS
bi ) Sunitinib 50 mg PO QD (4/2)
; . Avelumab 10 mg/kg IV Q2W +
2 ; o :
JAVELIN Renal 101 ECOG PS 0 or 1; (N = 886) < Axitinib 5 mg PO BID in 6-wk cycles 10 EP:
PFS/OS
Sunitinib 50 mg PO (4/2) PD-L1+ pts
Nivolumab 240 mg Q2W IV +
CheckMate-9ER? Treatment-naive clear cell RCC; Cabozantinib 40mg PO QD o ED.
(N = 651) 10 EP: PFS
Sunitinib 50 mg (4/2)
CLEAR* Treatment-naive clear cell RCC;
(N =1069) 1° EP:
Everolimus 5 mg PO QD+ PFS/OS
Lenvatinib 18 mg PO QD
Side adapted from . Chouei Sunitinib 50 mg (4/2)
© 2023 Society for Immunotherapy of Cancer www.sitcancer.org/aci | #LearnACI
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1-sided P < 0.0001

Progression-free survival, %
o
(=}
1

40

30 4

20 +

10 — Avelumab + axitinio
= Sunitinib

0 T T T T T

Avelumab+axitinib: survival

100 4 mPFS in Overall R
) lati Median PFS (95% CI), months
90 - opulation Avelumab + axitinib ~ 13.3 (11
. unitinib 8.0 (6.7-
13.3 vs 8 mths (A+Avs S (
80 Sun) Stratified HR 0.69 (85% CI, 0.574-0.825)

T T T T T
0 2 4 6 8

Time since randomization, months

© 2023 Society for Immunotherapy of Cancer
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10 12 14 16 18 20 22 24 26 28 30 32 34

Overall survival, %

Median OS (95% CI), months

Avelumab + axitinib
Sunitinib

NE (NE-NE)
28.6 (27.4-NE)

Stratified HR 0.83 (95% Cl, 0.596-1.151)
1-sided P=0.1301

mOS in PD-L1+ Population
NE vs 28.6 mths (A+A vs Sun)
40 Not significant; data immature

foid == Avelumab + axitinib
—— Sunitinib
0 T T T

0o 2 4 6 8

Time since randomization, months

www.sitcancer.org/aci | #LearnACI
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Front-line IO+TKI combinations

Pembrolizumab 200 mg IV Q3W +

Axitinib 5 mg PO BID

KEYNOTE 426" Treatment-naive clear-cell RCC; KPS 1° EP:
>70%; (N = 861) o PFS/OS
Sunitinib 50 mg PO QD (4/2)
; . Avelumab 10 mg/kg IV Q2W +
Treatment-naive clear-cell RCC; i :
JAVELIN Renal 1012 ECOG PS 0 or 1; (N = 886) Axitinib 5 mg PO BID in 6-wk cycles 10 EP:
PFS/OS
Sunitinib 50 mg PO (4/2) PD-L1+ pts
Nivolumab 240 mg Q2W IV +
CheckMate-9ER? Treatment-naive clear cell RCC; Cabozantinib 40mg PO QD
(N = 651) 1° EP: PFS
Sunitinib 50 mg (4/2)
CLEAR* Treatment-naive clear cell RCC;
(N = 1069) 1° EP:
Everolimus 5 mg PO QD+ PFS/OS
Lenvatinib 18 mg PO QD
Side adapted from . Chouei Sunitinib 50 mg (4/2)
© 2023 Society for Immunotherapy of Cancer www.sitcancer.org/aci | #LearnACI
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Nivolumab+cabozantinib: high CR/PR, low PD
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P <.0001
A 28.6% (21.7-35.6 Nivolumab + Sunitinib
100 - Outcome, % Cabozantinib = 328
CR . (n = 323) (n = )
90 1
PR CR 8.0 4.6
80 1 PR 47.7 22.6
70 1 55.7% SR 3227 471
. 604 (50.1-61.2) | _PD gg 133
> NE/NAP . .
g | . 27.1%
40 1 i Median time to response 2.8 4.2
30 4 (22.4-32.3) (range), mo® (1.0-19.4) (1.7-12.3)
20 -
Median duration of response 20.2 11.5
101 (95% Cl), mo® (17.3-NE) (8.3-18.4)
0 . .
NIVO + CABO SUN

2 BICR-assessed ORR and BOR by RECIST v1.1. ® Includes patients who were never treated, those who discontinued/died before disease assessment, those without measurable disease at
baseline per BICR, or other reason not reported/specified. ¢ Median time to and duration of response were calculated for patients who had a complete or partial response (n = 180 with
NIVO + CABO, n = 89 patients with SUN). 1. Choueiri TK et al. ESMO 2020. Abstract 6960_PR.

© 2023 Society for Immunotherapy of Cancer
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Nivolumab+cabozantinib: survival

Median (385% Cl), mo
Nivolumab + cabozantinib 16.6 (12.5-24.9)

Sunitinib 8.3(7.0-9.7)

®0; AR, 0.57 (95% CJ, 0.41-0.64) P <.0001 gar o
08 s Median (95% CI), mo —
Eos - 0. Nivolumab + cabozantinib NR (NE)
3o os
Eos l:: Sunitinib NR (22.6-NE)
02 .
o1 01 HR, 0.60 (98.89% ClI, 0.40-0.89) P = .0010
0+ 0
H 3 M H 12 15 18 2 24 27 0 3 6 9 12 15 18 21 24 2
Time, mo
Time, mo No. at Risk
No. at Risk i %3 308 295 283 259 184 106 55 1 3
Nivolumab +
cabozantinib 323 e 24 196 144 m 3 1" 4 0 sunitinib 38 296 273 253 223 154 83 36 10 3
Sunitinib 328 228 159 122 79 3 10 4 1 0 Minimum study follow-up, 10.6 months.

Minimum study folow-up, 10.6 monhs.
1. Choueiri TK et al. ESMO 2020. Abstract 6960_PR.

© 2023 Society for Immunotherapy of Cancer
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Nivolumab+cabozantinib: survival over time

Median
follow-up
(months)
0S, months NR NR 37.7 49,5
0.60 0.66 0.70 0.70
0,
HR (95% C1) (0.40-0.89) (0.50-0.87) (0.55-0.90) (0.56-0.87)
PFS, months 16.6 17.0 16.6 16.6
0.51 0.52 0.56 0.58
()
HR (95% C1) (0.41-0.64) (0.43-0.64) (0.46-0.68) (0.48-0.71)
ORR(%)/CR(%) 55.7/8.0 56.5/8.5 55.7/12.4 55.7/12.4

1. Choueiri et al, ESMO 2020, NEJM, 2021. 2. Motzer R.J. et al., ASCO GU Cancer Symposium, 2021. 3. Powles et al, ASCO GU Cancer Symposium, 2022 and Motzer et al, Lancet Oncol, 2022. 4. Burotto M. et al., ASCO GU
Cancer Symposium, 2023

© 2023 Society for Immunotherapy of Cancer www.sitcancer.org/aci | #LearnAClI
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Pembrolizumab 200 mg IV Q3W +
KEYNOTE 426" Treatment-naive clear-cell RCC; KPS < Axitinib 5 mg PO BID 10 EP-

> 70%; (N = 861) PFS/OS
Sunitinib 50 mg PO QD (4/2)

; . Avelumab 10 mg/kg IV Q2W +
Treatment- lear-cell RCC; :
JAVELIN Renal 1012 reEaC rggnpgaévsrcfa("r\l c=e88 SC < Axitinib 5 mg PO BID in 6-wk cycles 10 EP:

PFS/OS
Sunitinib 50 mg PO (4/2) PD-L1+ pts
Nivolumab 240 mg Q2W IV +
CheckMate-9ER? Treatment-naive clear cell RCC; Cabozantinib 40mg PO QD
(N = 651) 1° EP: PFS
Sunitinib 50 mg (4/2)
CLEAR* Treatment-naive clear cell RCC;
(N = 1069) 1° EP:
Everolimus 5 mg PO QD+ PFS/OS
Lenvatinib 18 mg PO QD
Slide adapted from T. Choueiri Sunitinib 50 mg (4/2)

1.Rini et al. NEJM, 2019 2. 3. Motzer et al. NEJM, 2019 3. Choueiri et al. NEJM 2021; 4. Motzer et al, NEJM 2021

© 2023 Society for Inmunotherapy of Cancer www.sitcancer.org/aci | #LearnACI
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Pembrolizumab+lenvatinib: high response rates
]

Objective response rate, n (%) 252 (71.0) 129 (36.1)
95% Cla (66.3,75.7) (31.2,41.1)
Difference (%) (95% ClI)? 34.9(28.0,41.7)
Relative risk® 1.97 (1.69, 2.29)
Best overall response, n (%)
|  Complete response 61(17.2) 15 (4.2) |
Partial response 191 (53.8) 114 (31.9)
Stable disease* 68 (19.2) 136 (38.1)
| Progressive disease 19 (5.4) 50 (14.0) |
Unknown/Not evaluable 16 (4.5) 42 (11.8)
Median duration of objective response, mo (95% Cl) 26.0 (22.2,41.4) 14.7 (9.4, 16.8)

Porta, ESMO Congress, 2022

© 2023 Society for Immunotherapy of Cancer www.sitcancer.org/aci | #LearnAClI
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Pembrolizumab+lenvatinib: survival
PFS

0.34
0.2+ Median PFS, months (95% Cl)

LEN + PEMBRO: 23.3 (20.8-27.7)
014 SUN:9.2(6.0-11.0)

0.0- HR (95% Cl): 0.42 (0.34-0.52)

Survival Probability

T T T T T T T T

T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40

Time (months)
Number of patients at risk:

LEN + PEMBRO 355 321 300 276 250 235 213 193 178 161 151 134 109 95 7 62 50 30 15 6 4

SUN 357 262 218 145 124 107 85 74 70 58 52 41 33 26 21 18 16 12 3 2 1
] MSKCC IVDC
Poor Intermediate Favorable risk Poor Intermediate risk Favorable risk
risk risk risk
LEN +PEMBRO vs SUN 0.18 0.46 043 0.30 0.41 047
HR (95% Cl) (0.08-0.42) (0.35-0.60) (0.29-0.64) (0.14-0.62) (0.30-0.54) (0.32-0.69)

Porta, ESMO Congress, 2022

© 2023 Society for Immunotherapy of Cancer www.sitcancer.org/aci | #LearnACI

3/22/2023

13



Gltg) ADVANCES IN ™

Sociery for Immunotheragy of Cancer IMMUNCOTHERAPY™ annivensany

Pembrolizumab+lenvatinib: survival

oS 6

5 0.84

= 07

2

8 o064

[

Ll T e A . . 2o T L

T>g 0.4 OS rate at 12 months (%, 95% Cl)

£ LEN+PEMBRO: 91.4 (87.9-93.9)
0.3 ——— SUN:

@ Median OS, months (95% Cl) Shen sl
92 LEN + PEMBRO: NR (41.5-NE) O rate at 24 months (%, 95% CI)
0.14 — SUN:NR (38.4-NE) LEN+PEMBRO: 80.2 (75.5-84.1)
i HR (95% Cl): 0.72 (0.55-0.93) ——— SUN: 69.7 (64.4-74.3)

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Time (months)
Number of patients at risk:

LEN + PEMBRO 355 342 338 327 313 300 294 280 232 207 174 133 7% 31 15 5 1 0

SUN 357 332 307 289 264 253 242 234 195 177 153 116 66 34 14 3 2 1 0
[ MSKCC IMDC
Poor Intermediate Favorable risk* Poor Intermediate risk Favorable risk*
risk risk risk
LEN +PEMBRO vs SUN 0.50 0.71 1.00 0.39 0.72 1.22
HR (95% Cl) (0.25-1.02) (0.52-0.97) (0.51-1.96) (0.20-0.77) (0.52-1.00) (0.66-2.26)*

Porta, ESMO Congress, 2022

© 2023 Society for Immunotherapy of Cancer www.sitcancer.org/aci | #LearnAClI
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Immunotherapy combinations for first-line treatment of
advanced clear cell RCC: the next generation

First-line systemic therapies

Favorable

Triplet
therapy?
) (O+/0+TK
Intermediate / 10+TKI

© 2023 Society for Inmunotherapy of Cancer www.sitcancer.org/aci | #LearnAClI
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COSMIC-313: nivolumab + ipilimumab + cabozantinib

Cabo+Nivo+lpi
Cabo 40 mg PO QD
+ Nivo 3 mg/kg IV Q3W x4
+1pi 1 mg/kg IV Q3W x4

Advanced RCC (N~840)

* No prior systemic therapy*

* Clear cell component R1:1

* Intermediate or poor risk per IMDC
criteria Stratification
* IMDC risk

* Measurable disease per RECIST v1.1 .
* Region

 Karnofsky Performance Status 270%

Met 1° PFS endpoint
OS not mature
Higher tox

Choueiri, ESMO Congress, 2022

© 2023 Society for Immunotherapy of Cancer

Tumor assessment every

Sk DD 8 weeks per RECIST v1.1*

+ Nivo 480 mg IV Q4W*

Treatment until loss of
clinical benefit or

Pbo+Nivo+lpi
intolerable toxicity$

Pbo PO QD
+ Nivo 3 mg/kg IV Q3W x4
+Ipi 1 mg/kg IV Q3W x4

No crossover allowed

Pbo PO QD
+ Nivo 480 mg IV Q4W"*

www.sitcancer.org/aci | #LearnACI
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4 N

Key eligibility criteria
+ Metastatic RCC

+ Clear-cell histology
* No prior systemic

therapy for
advanced RCC

Endpoints

» Coprimary: PFS, OS

+ Secondary: ORR, DOR, Safety

NCT04736706

© 2023 Society for Immunotherapy of Cancer
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Stratification

» IMDC prognostic

Region

(North America vs
Western Europe vs
rest of the world)

Sarcomatoid

MK-6482-012: belzutifan + pembro + len

score (0 vs 1-2 vs 3-6)

Belzutifan 120mg orally daily

+ Pembrolizumab 400mg IV
every 6 weeks

—

+ Lenvatinib 20mg orally daily

Quavonlimab 25mg /
Pembrolizumab 400mg IV every
6 weeks

+ Lenvatinib 20mg orally daily

www.sitcancer.org/aci | #LearnACI

3/22/2023
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Addressing toxicity:
adaptive trial designs for combination therapy

| PDIGREE: nivo + ipi, add cabo if needed (NCT03793166) |

Ipilimumab 1mg/kg IV
every 3 weeks

Nivolumab 3mg/kg IV
every 3 weeks

N=1046

Source: UroToday

© 2023 Society for Immunotherapy of Cancer www.sitcancer.org/aci | #LearnACI
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Adjuvant therapy for RCC in the ICl era

Primary Statistically

Sample Size Inclusion Criteria Treatment Endpoint Significant?

pT2G4, pT3aG3-4, pT3b-T4Gx, pTxN1,

s i YES
Keynote-564 994 UL (rese“c‘“?g;fc’:ﬁ'j WA ] SEET Pembrolizumab vs placebo DFS DFS HR 0.63
0S HR: 0.52 (n.s.)
. pT2G4, pT3aG3-4, pT3b-T4Gx, pTxN1, .
IMmotion010 778 PTxNXM1 (resected to NED*); dlear cell Atezolizumab vs. placebo DFS No
pT2aG3-4N0, pT2b-T4GxNO, pTxGxN1; Nivolumab + ipilimumab vs. nivolumab + placebo No
CheckMate-914 et clear cell vs. placebo (6 months) D17 (Part A; nivo+ipi)
T2Nx, TxN1, TxNxM1 (resected to NED); . . " . .
A Jo) i .
PROSPER 766 any RCC histology Perioperative/adjuvant nivolumab vs. observation EFS No
Lo ) . Durvalumab + tremelimumab vs. durvalumab vs.
RAMPART 1750 Leibovich score 3-11; any RCC histology . DFS, OS 7/2024
observation
Adapted from:

McKay, ASCO Annual Meeting, 2021
Choueiri, IKCS, 2021

© 2023 Society for Immunotherapy of Cancer www.sitcancer.org/aci | #LearnACI
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(S'tE) 16 KEYNOTE-564: adjuvant pembrolizumab

Intermediate-High Risk High Risk M1 NED
87% of pT2 pT3 pT4 Any pT NED after
. (Y Grade 4 or resection of
patients e lCorated Any grade Any grade Any grade tlomelasiatic
NO NO NO N+ sites =1 year from
MO MO MO MO nephrectomy

Ke Elllblllt Criteria Pembrolizumab 200 mg
» Histologically confirmed clear cell renal cell Q3w
carcinoma for ~1 year
* Nephrectomy <12 weeks prior to randomization
* No prior systemic therapy

+ECOGPS0ort1 Placebo

* Tissue sample for PD-L1 assessment Q3w

for ~1 year
Stratification Factors
= M0 vs M1 NED

Adapted from: « MO group further stratified: * Primary end point: DF&_‘; per investigator
peed jrom: + Key secondary end point: OS

Choueiri, +ECOGPSOvs1 it

ASCO Annual + Other secondary end points: Safety

Meeting, 2021 * US vs non-US

© 2023 Society for Immunotherapy of Cancer
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KEYNOTE-564:
adjuvant pembrolizumab prolongs DFS (30 mo f/u)

24-mo rate 100 . 4-mo rike
90 90+ 96.2%
80 804 93.8%
70 704
2 604 o 60
- = Ptsw/Event  Median, mo (95% CI)
@ 504 w50 ‘
(TR o Pembro 2 NR (NR-NR
O 404 Ptsw/Event  Median, mo (95% CI) 404 e - i
304 i Pembro 114 NR (NR-NR 304
ot : Placebo 169 NR (40.5-NR) oS HR 0.52(95% C1 0.31-0.86); P = 0.0048
—— Pembro HR 0.63 (95% CI 0.50-0.80) —— Pembro
109 Placebo : Nominal P < 0.0001 101 __ placebo
0 T T T T T T T T T 1 T T T T T T T T T 1
0 5 10 15 20 25 30 35 40 45 50 0 5 10 15 20 25 30 35 40 45 50
No. at risk Months o, at sk Months
Pembro 496 458 416 389 361 255 135 ” 37 0 0 embr * 48 41 482 an ! 46
Placebo 498 437 389 356 325 230 125 74 3 1 0 Pacebo 408 404 486 481 ara 82 219 138 L o
+ P.value did not cross the boundary for ! i of 0.000095 (one-sided)

24-month DFS: 78.3 vs 67.3% OS not mature (66 of 200 events)

Choueiri, GU ASCO, 2022
Choueiri, Lancet Oncology, 2022

www.sitcancer.org/aci | #LearnACI
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KEYNOTE-564:
benefit scales with risk

pT2 grade 4 or pT3

pT4 or N1

M1 NED

Intermediate-High Risk High Risk
1004 24-mo rate 1004 24-mo rate
904 81.1%
80
70+
# 604 &
@ sy 7
O 40 o
304 304 35.4%
20 HR 0.68 204 HR 0.60
10] —— Pembro (95% Cl0.52-0.89) 40 —— Pembro (95% CI10.33-1.10)
—— Placebo —— Placebo
o LR S s s e s | o SRS S S S s e
0 5 10 15 20 25 30 35 40 45 50 0 5 10 15 20 25 30 35 40 45
RO Menths o Months
Piasbo A% %0 ¥ V8 M0 2 i M B Pato % 23 18 8 1 7 4 2

© 2023 Society for Immunotherapy of Cancer

M1 NED

24-mo rate
78.4%

DFS, %

HR 0.28
(95% C10.12-0.66)

—— Pembro
—— Placebo
o T

0 5

LRI e s
20 25 30 35 40 45
Months

T T
10 15
No. at risk

Plgcsbo 20 M 1B W 12 8 4

Choueiri, GU ASCO, 2022
Choueiri, Lancet Oncology, 2022

|  #LearnACI
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Novel therapeutic approaches in

Novel therapies will require an understanding
of RCC-specificimmunobiology

4. Trafficking of immune
cells into tumours
3 ”"‘"""5 and IL-8 leading to monocyte
activation

\mulumnuulAPCdense E j W _

2. Cancer antigen
presentation

. Infitration of immune
cells into tumo

Emmd VEGF

Relatively rare TLS
Dysfunctional dendritic

6. Recogniionof cancer
cellsoutside TLS.

cells by T
) Elevated cDe Testinication
Increased APM gene expression
Polyclonal cns Teells
Decreased APM gene expression
e A

Renal cell
1. Release of cancer
cell antigens

ERVs

FewRCC neoantigens
identified

Low VB,

ling of cancer cells

PBRM1 mutation CDKN2A deletion

dysregulation in CD8" T cells
Terminally exhausted CD§"
Teells

Associated with a favourable response toICls TCF1* CD8" T cells

PD-1TIM-3AG-3-CD8"
Teells

Associated with an unfavourable response to ICls

RCC

Antigen-specific approaches as a next
generation |10

Surface.
antigen

(.,nzgrmem \—X
-

Je

Monaclonal )
antibodies

Antibody-dng
conjugates.

Braun, Nat Rev Clin Oncol, 2021

23 Society for Immunotherapy of Cancer

HLA-restricted antigens

TIL therapy

CARTcell
(autologous)

\ TCRmerap (\

Neoantigen

Tumour antigen
(presented on (=)
HILA class )

B s

www.sitcancer.org/aci |

N@

dentiyshared
antigens (such as ERVs
and mmouv associated
antigen

Annbody radionuclide
conjugate

#LearnACI
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Future approaches: precision immunotherapy

_ | NCT05361720
Transcriplomics (RNAseq) i
Tumors from Somatic alterations "
fn";": ’PD-U HC ’ :
et S ik = Ipilimumab + Nivolumab
(n=823) Clinical cutcome:

Sarcomatoid histology

-iilﬁua

IV every 21 days for 4
cycles.

A-mm; mu Anglogenic Complement’ T-effector/  Prolferative  Stromall NORNA

§~ Q-oxidation  Prolferative Proliferative

3

E >

DA @ ¢ oW . 2 2

2 @ﬁ ﬁ

2 o Tt pritarstve, YORA

I e ] R oo .
2% Endpoints
ig— N S . S O . + Coprimary: ORR
28

Secondary: PFS, DOR, irAEs

PFS

© 2023 Society for Immunotherapy of Cancer www.sitcancer.org/aci | #LearnAClI
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Conclusions and future directions

* |0-based combination therapy is the standard-of-care for most patients
with advanced ccRCC

* No head-to-head comparison of 10+I0 vs |O+TKI
* |0+0 (nivo + ipi) with longer follow-up, demonstrated durability
* |0+TKI with higher response rates, lower primary PD rates
* Toxicities: higher irAE (10+10) vs chronic TKI toxicity

* The triplet era is coming, but toxicity will be a challenge
* Adaptive design (PDIGREE)?

* Adjuvant IO is approved; decisions should be individualized per patient

* Novel therapies and precision immunotherapy are on the horizon

© 2023 Society for Inmunotherapy of Cancer www.sitcancer.org/aci | #LearnAClI
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Post-Test Question:

first-line systemic therapy:

A. Sunitinib

C. Temsirolimus

© 2023 Society for Immunotherapy of Cancer

D. Bevacizumab plus interferon alfa

A 63-year-old gentleman with microscopic hematuria is found to have a
10cm left renal mass and >10 bilateral pulmonary nodules on CT
imaging. He has had unintentional weight loss and fatigue, but is still
active (KPS 80-90). His labs are notable for anemia and thrombocytosis,
but are otherwise unremarkable. Biopsy of a lung nodule shows clear
cell renal cell carcinoma. Which of the following would you choose as a

B. Combination therapy regimen containing an immune checkpoint
inhibitor, such as nivolumab + ipilimumab

www.sitcancer.org/aci | #LearnACI
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Post-Test Question:

A 63-year-old gentleman with microscopic hematuria is found to have a
10cm left renal mass and >10 bilateral pulmonary nodules on CT
imaging. He has had unintentional weight loss and fatigue, but is still
active (KPS 80-90). His labs are notable for anemia and thrombocytosis,
but are otherwise unremarkable. Biopsy of a lung nodule shows clear

cell

renal cell carcinoma. Which of the following would you choose as a

first-line systemic therapy:

A.
B.

C.
D.

Sunitinib

Combination therapy regimen containing an immune checkpoint
inhibitor, such as nivolumab + ipilimumab

Temsirolimus

Bevacizumab plus interferon alfa

3/22/2023
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