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We see these patients...a lot of them
]
o Certaimy not every RCC 2012-2022 Nephrectomy Cases

at Emory Urology 346 336

patient needs adjuvant =
therapy > “

* Probably not most of the ;
patients enrolled In u
current adjuvant studies
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Take home messages

R T
Tyrosine kinase inhibitors don’'t work

3 out of 4 PD/PD-L1 trials are negative

The single positive trial data are immature to
change practice

The signal we see is mostly driven by M1 NED

The tools we have for predicting progression are
poor EMORY



RCC Adjuvant TKI therapy Trials
= i A S i

ASSURE ECOG/NCI 1941 1 yr sorafenib vs 1 yr Relapse free Accrual
sunitinib vs placebo survival complete
SORCE MRC(UK) 1656 3 yrs sorafenib vs 1 yr Relapse free Accrual
sorafenib vs placebo survival complete
S-TRAC Pharma 720 1 yr sunitinib vs 1 yr Relapse free Accrual
placebo survival complete
PROTECT Pharma 1500 1 yr pazopanib vs 1 yr Relapse free Accrual
placebo survival complete
EVEREST SWOG 1218 1 yr everolimus vs 1 yr Relapse free Accrual
placebo survival complete
ATLAS Pharma 592 1 yr axitinib vs 1 yr placebo  Relapse free Accrual EMORY

survival complete ’%
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Adjuvant Vascular Endothelial Growth Factor-targeted Therapy
in Renal Cell Carcinoma: A Systematic Review and Pooled Analysis

Maxine Sun“, Lorenzo Marconi”, Tim Eisen“, Bernard Escudier“, Rachel H. Giles“”, _
Naomi B. Haas?®, Lauren C. Harshman®, David I. Quinn", James Larkin’, Sumanta K. Pal’,
Thomas Powles ¥, Christopher W. Ryan', Cora N. Sternberg™, Robert Uzzo", Toni K. Choueiri®"*,
Axel Bex ™"

« 3 randomized phase 3 studies, ASSURE (n=1943), S-TRAC (n=615),
PROTECT (n=1135).

 Pooled analysis: VEGF TKI was not associated with improved DFS
(HR: 0.92 0.83-1.03, p: 0.16).

 VEGF TKI associated with higher grade 3-4 AEs (OR: 5.89, p<0.001). o

Sun M, Eur Urol 2018



Immune agents (10) to the rescue...?




RCC Adjuvant 10 trials
= T S T B T

Immotion 010 (n=778)
Checkmate914 (n=1600)

ECOG 8134/Prosper
(n=805)

RAMPART (n=1750)

KEYNOTE 564 (n=994)

Atezo vs Placebo
Nivo/Ipi vs Placebo DFS

Neoadjuvant nivolumab RFS
— surgery - adjuvant
nivolumab

vs observation

Durvalumab vs. DFS and OS
Durvalumab+Tremelim
umab vs. Surveillance

Pembrolizumab vs DFS
Placebo

NEGATIVE*
NEGATIVE*
NEGATIVE

Currently Accruing

Positive ORY

)\



Adjuvant Pembrolizumab vs. Placebo n=994

KEYNOTE-564 Study Design

Key Eligibility Criteria Pembrolizumab 200 mg

* Histologically confirmed clear cell renal cell
carcinoma

* Nephrectomy <12 weeks prior to randomization

* No prior systemic therapy

*ECOGPS0Oor1 Placebo

Q3w
for ~1 year?

» Tissue sample for PD-L1 assessment Q3w
for ~1 year?

Stratification Factors

« MO vs M1 NED Pri d boint: DES . tiaat
. P * Primary end point: per investigator
MO group further stratified: - Key secondary end point: OS
* ECOGPS 0vs 1 * Other secondary end points: Safet
« US vs non-US y P ] y

DFS, disease-free survival; Q3W, every 3 weeks.
a<17 cycles of treatment were equivalent to ~1 year.

Content of this presentation is the property of the author, licensed by ASCO. 2021 AS CO

Presented By: Dr. Toni K. Choueiri #ASCO21
Permission required for reuse. ANNUAL MEETING



DFS by Investigator, ITT Population

“game-changing”
-Twitter

100+
90 HR 0.68 (95% CI, 0.53-0.87)
ST P=0.0010° _ e,
80- et g Paradigm shift
70+ T T T 1 -ASCO Post
°\° 60-
$ 50+ 12-month rate 24-month rate
O 40- 85.7% 77.3%
76.2% 68.1% % Events  Median (95% ClI)
30+ . Pembro 22.0% NR (NR-NR)
20+ Placebo 30.3% NR (NR-NR)
Pembro .
10+ Median follow-up: 24.1 (14.9-41.5) months.
Placebo
0 — I -——— T
0 5 10 15 20 25 30 35 40 45
No. at Risk Months
Pembro 496 457 414 371 233 151 61 21 1 0
Placebo 498 436 389 341 209 145 56 19 1 0

aCrossed prespecified p-value boundary for statistical significance of 0.0114.
ITT population included all randomized participants. NR, not reached. Data cutoff date: December 14, 2020.

Presented By:

Choueiri T; NEJM 2@2nﬁnt of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

Dr. Toni K. Choueiri

#ASCO21

Content of this presentation is the property of the author, licensed by ASCO.

Permission required for reuse.

2021 ASCO
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Looking under the hood




Disease-Free Survival by Investigator,

Intention-to-Treat Population, what about @ 36 months?
e

40-
30+

20
Pembrolizumab

109 Placebo
G | | L] l L] | l " L} I |} L ] ' | | L | l | | L] l L] | | l | ] | l |} | l
0 5 10 15 20 25 30 35 40 45

Months
MNo. at Risk EMORY

Pembrolizumab 496 456 413 370 232 151 61 21 1 0
Placebo 498 436 389 31 209 145 56 19 1 0 -

Percent of Patients Alive
and Recurrence-Free




6 more months of followup, not much has changed from

the first interim analysis
L e
* “requested by the
regulatory authorities” — ‘
quote from the paper ! e

F 704
0 = 60+
. Only 33% of the 200
2 507
- TE 40 Events, Median overall Haza io
events needed for final g
204
——Pembrolizumab 23 (4-6%)  NR (35% CINR-NR) ;
. 104 Placebo 438 NR(95% CINR-NR) 052 (031-08
0 T T T T T T
analysis have occurred r BOE B L
Time since randomisation {(months)
Number at ris|
'] '] (number censored
Pembrolizumab 496 (3) 489(3) 485 (5) 482(7) 477 (8) 360(117) 231(245) 146 (328) 63 (411) 8(465) 0(473)
Placebo 498 (0) 494(2) 486 (4) 481(5) 474(6) 352(115)  219(241)  138(317)  61(394} 9(446) 0(455)
I/ke/y to I’GCUI’)

EMORY

Powles T, Lancet Oncol 2022



Which patients were in the Keynote 564 trial??

Disease categories
]
Intermediate — High Risk High Risk for Recurrence m

pT2 pT3 pT4 pT any NED after
Grade 4 or Any Grade Any grade Any grade reseFtlon
sarcomatoid of oligomets
(including
synchronous)
NO NO NO N1 <1 year from NT

MO MO MO MO



% in each of these Disease Categories

pT any NED after resect
Grade 4 or sarc Any Grade Any grade Any grade of oligomets
NO NO NO N1 <1 year from NT
MO MO MO MO
86% 8% 6%

34.6% of patients were low-grade (1 or 2)!



% in each of these Disease Categories

pT any NED after resect
of oligomets

Grade 4 or sarc Any Grade Any grade Any grade
NO NO NO N1 <1 year from NT
MO MO MO MO

86% 8% 6%

A 100
100 90
100~
90
If really a * o0
2 s Y
2 = lass eff : E
* class effect, 3 o H
S 70| 2 oo 5 60+
3 H @
60 50
H should be 3 o 8
2 50| [ Y% a0
& f b h @ 2
3 40 true or Ot S 30 8 30+
£ [}
5 304 8 20~ Pembrolizumab (20 events; median 22:4 months; 95% C111-1-NR) @ 20-] Pembrolizumab (7 events; median NR; 95% Cl 257 months-NR)
& 20 Pembrolizumab (87 events; median NR; 95% CI NR-NR) g rou pS 1o Pacebo (23 events; median 114 months; 95% 1 29-NR) Placebo (19 events; median 11-6 months; 95% C1 5:6-NR)
1o] Pacebs (127 vents; mecian NR 95% c1 405 montha-NR) HR 0-60 (5% C10-33-110) 109 R 0:28 (95% C1 012-0-66) EMORY
"] HR 0-68 (95% CI 0-52-0-89) T T T T T T T T T 1
b i 5 10 15 20 25 30 35 40 45 50 o T T T T T T T T T 1
o T T T T T T T 1 5 10 15 20 25 30 35 40 45 50 A O
5 10 15 20 25 30 35 40 45 50 Months )/\
Months Months

5 © 250 m ® 10010
0 230 B© 160) 13() 7)) 4@ 201 12 03

eb 20(0)  27(1) 25(1) 23(1) 22(2) 14(9) 6(16)  4(18) 2020}  0(22)
bo 20(0)  24(0) 18O 14(0) 12(0) 9@2) 46 208 0(10)  0(i0)




DFS by investigator, Subgroups, IIT population

Hazard Ratio for Recurrence or Death (95% Cl)

I

Overall
Age
<65 yr
=65 yr
Sex
Female
Male
ECOG performance-status score
0
1
PD-L1 combined positive score
<l
21
Geographic region
North America
— European Union
Rest of the world
Metastatic staging
MO
» M1 NED
Type of nephrectomy
Partial
Radical

No. of Events/No. of Patients

260/994 —-
166/664 ——
94/330 ——
79/238 —+
181/706 ——
215/847 —
45/147 ——
42/237 ——
215/748 —
65/258 ——
97/375 — —l—
98/361 —
234/936
26/58 > L
10/75 L]
250/919 -
T T T
0.1 05 1015

—

Pembrolizumab Better

0.68 (0.53-0.87)

0.62 (0.45-0.84)
0.84 (0.56-1.26)

0.75 (0.48-1.16)
0.66 (0.49-0.89)

0.65 (0.49-0.85)
0.91 (0.50-1.63)

0.83 (0.45-1.51)
0.67 (0.51-0.88)

0.87 (0.53-1.41)
0.49 (0.32-0.74)
0.81 (0.55-1.21)

0.74 (0.57-0.96)
0.29 (0.12-0.69)

0.22 (0.05-1.04)
0.72 (0.56-0.93)

Placebo Better

EMORY



Adverse Events/Immune-Mediated Adverse Events (iAE)

These are real (and the patient may not have disease)

* Any Grade iAE 35%

« Grade 3-4 iAE’s in Pembro
8.6% vs. 0.6% in Placebo

* Discontinuation for AE 21%
(vs. 2% in placebo)

« 2 Deaths in pembro group*®
« Colitis

» Adrenal Insufficiency

* Pneumonitis

» Hepatitis

« Skin

« Thyroiditis

Patients with one or more

Pembrolizumab
N =488

Placebo
N = 496

events—no. (%) Any Grade | Grade 3-41 | Any Grade | Grade 3-41

Any immune-mediated adverse 169 (34.6) 42 (8.6) 29 (5.8) 3 {0.8)

event}]]
Adrenal insufficiency 10 (2.0) 6(1.2) 1(0.2) 1(0.2)
Colitis 8(1.6) 5(1.0) 1(0.2) [ 0
Encephalitis 1(0.2) 1(0.2) 0 0
Hepatitis 5(1.0) 4 (0.8) 0 0
Hyperthyroidism 58 (11.9) 1(0.2) 102 | 0
Hypophysitis 2(0.4) 2 (0.4) 0 0
Hypothyroidism 103 (21.1) 1(0.2) 18 (3.6) 0
Myasthenic syndrome 3(0.6) 0 0 0
Myocarditis 1(0.2) 1(0.2) 0 0
Myositis 2(0.4) 0 1(0.2) 0
Nephritis 3(0.6) 1(0.2) 0 0
Pneumonitis 11 (2.3) 4(0.8) 5(1.0) 0
Sarcoidosis 4(0.8) 0 0 0
Severe skin i 8 (1.6) 8 (1.8) 2(0.4) 2 (0.4)
Thyroiditis 6(1.2) 2 (0.4) 102 | 0
Type 1 diabetes mellitus 9(1.8) 9(1.8) 0 0
Uveitis 0 0 102 | 0
Vasculitis 2(0.4) 1(0.2) 0 0

EMORY



Restricted mean disease-free survival times

-Are thex actuallx that different? | don’t think so

PY D F S Table S8A. Restricted Mean Survival Times of Disease-Free Survival Based on Investigator
Assessment, Intention-to-Treat Population.*

Pembro 20.97 months vs. Diference (35% GI)

N =496 N =498
Duration vs Placebo
Placebo 19.11 months
. 12 months 68 1119 17 10.49 0.71 (0.36 to 1.05)
1 86 mo 950/ CI 0 95 2 77 18 months 86 16.21 136 14.94 1.28 (0.66 to 1.89)
. ’ 0 . . 24 months 98 2097 148 19.11 1.86 (0.95 t0 2.77)

Table S8B. Restricted Mean Survival Times of Overall Survival Assessment, Intention-to-Treat

Population.*

Pembrolizumab Placebo
Y Follow-up Difference (95% CI)
N = 496 N =498

Duration vs Placebo
No. Events RMST No. Events RMST

Pembro 23.66 months VS. 12 months 7 11.91 10 11.91 0.01 (-0.10 to 0.11)
Placebo 23.47 months f4:_z::h_: 14 . 23:66 -26- 2?5:4.?. D:19E-021?:0:50; .
(0.19 mo, 95% CI 0.13 - 0.5)

EMORY

Investigator Assessment, ITT population



Just who are the ccRCC patients who develop

recurrence? \Who should get adjuvant 10O therapy?
R T

EMORY



What is the real risk of recurrence?

N=3633 patients
75% ccRCC

Models for each
histology

C-Index for ccRCC

— 0.83 PFS,
— 0.86 CSS

Leibovich BC et al Eur Urol 2018

Progression Death from RCC

Feature HR 95% Cl p value Points HR 95% Cl p value Points
Age at surgery (yr)

<60 Reference 0

>60 141 1.19-1.68 <0.01 1
ECOG status

0 Reference 0

>1 162 1.29-2.05 <0.01 2
Constitutional symptoms

No Reference 0 Reference 0

Yes 1.05-1.44 <0.01 1 1.06-1.52 <0.01 1
Adrenalectomy

No Reference 0

Yes 134 113-1.60 <001 1
Surgical margins

Negative Reference 0

Positive 111-2.39 0.01 1
Grade

1 Reference 0 Reference 0

2 182 117-2.82 <001 2 176 1.01-3.06 0047 2

3 2.80 1.79-4.37 <001 3 3.07 1.76-5.35 <0.01 3

4 322 1.93-5.38 <0.01 3 3.86 2.07-7.21 <0.01 4
Coagulative necrosis

No Reference 0 Reference 0

Yes 1.93 1.63-2.29 <0.01 2 215 1.76-2.63 <0.01 2
Sarcomatoid differentiation

No Reference 0 Reference 0

Yes 215 1.54-3.01 <001 2 1.74-3.53 <001 3
Tumor size (cm)

=4 Reference 0 Reference 0

>4to <7 2.27-383 <0.01 3 2.68-5.70 <0.01 4

>7to <10 374 285-492 <001 4 430 291-636 <001 4

>10 3.82 284-514 <001 4 5.16 343-7.76 <001 5
Perinephric or renal sinus fat invasion

No Reference 0 Reference 0

Yes 158 1.33-1.88 <0.01 1 163 1.35-197 <0.01 2
Tumor thrombus

No Reference 0 Reference 0

Level 0 125 1.25-1.51 0.02 1 115 0.93-143 0.20 0

Level 1-4 174 141-215 <001 2 149 116-1.90 <001 1
Extension beyond kidney

No Reference 0

Yes 186 1.27-2.70 <0.01 2
Nodal involvement

No nodal dissection Reference 0 Reference 0

No 0.99-1.37 0.07 0 0.87-1.26 063 [}

Yes 231 1.78-2.99 <001 2 166 126-220 <001

*EMORY



What is the real risk of recurrence?

Progression Death from RCC

Progression-free survival (95% CI)

Feature HR 95% Cl p value Points HR 95% Cl p value Points

Age at surgery (yr)

N (%) 5yr 10 yr < —

141 1.19-1.68 <0.01 Fl)
ECOG status
0 Reference 0
ccRCC score Consitatonal symptoms e s o ’
0 118 (4) 8 (97-98) 97 (96-97) Vo T wem o 1
Adrenalectomy
1 21‘ |: 1' J Eg E 9? } 95 { 95_ 96} :‘:s : l;.e;f:,eme 113-1.60 <001 ?
2 489 (19) 5 (94-96) 93 (92-95) SNgga'” Reeerce . oo 0
3 296 (11) c 2-94) 91 (89-92) " '
1 Reference 0 Reference 0
4 69 (3) 1 (89-92) 87 (85-89) : 50 ey oo : by 1eass oo :
5 3 3 2 l: 1 3} E 5 88 } 82 { 8 ] _ 8 3} CG:gula[ive S 322 1.93-5.38 <0.01 3 3.86 2.07-721 <0.01 4
6 307 (12) 2 (80-84) 76 (74-77) st mam on S mas o 2
arcomatoi ifferentiation
7 204 |: 8 J E 2 ? ? } 5? { 55_ Eg} s:s . ;.El’:rgnm 1.54-3.01 <0.01 2 ;e:;'e“m 1.74-3.53 <0.01 2
3 167 (6) 66 (63-69) 57 (54-60) L Reference 0 Reference 0
g 165 (6) 6 (52- 59} 45 (42-47) ST o e — 2 % e 2
> =10 3.82 2.84-514 <0.01 4 5.16 3.43-776 <0.01 5
10 127 (5) 4 (40-47) 32 (27-36)  — o o
.l.l ..l.lg ( 5 J EEE 3 5) 2'] {15 24) Yes 158 1.33-1.88 <0.01 1 163 1.35-1.97 <0.01 2
. ‘Tumor thrombus
12 97 (4) 19 (15-22) 10 (6-14) Lovel 0 B s em H B e o o
Level 1-4 174 1.41-215 <0.01 2 149 1.16-1.90 <0.01 1
13 60 (2) 9(7-11) 4 (2-5) e 0
14 27 (1) 3(1-5) 1(0-2) B involvement = e :
~152 |: 1 J EU 1 ) 0 {D_[}:] :: S et :igrem 0.99-137 0.07 g iﬁmm 0.87-126 063 g
Yes 231 1.78-2.99 <0.01 2 166 1.26-2.20 <0.01

*EMORY

Leibovich BC et al Eur Urol 2018



More real world data from Emory

Table 1: Progression free survival estimates for ccRCC (n=1717) by Leibovich 2018 risk score Table 2: Progression free survival estimates for pRCC (n=402) and chRCC (177) by Leibovich 2018 risk
for entire Emory cohort (n=2,295) score for entire Emory cohort (n=2,295)
Progression Free Survival (% [95% Cl]) Progression Free Survival (% [95% Cl])

Risk Score n (%) 5 Years 10 Years Risk Score n (%) 5 Years 10 Years
0 34(2) 97 (79-100) 97 (79-100) 1 153 (38.8) 94 (88-97) 89 (80-95)
1 6(0.3)* 100 (100-100) 100 (100-100) pRCC 2 204 (51.8) 94 (88-97) 89 (77-94)
2 283 (16.5) 94 (90-97) 91 (84-95) 3 37 (9.4) 43 (22-63) 29 (10-51)
3 285 (16.6) 96 (91-98) 91 (82-96) 1 164 (92.7) 96 (90-98) 88 (75-94)
4 126 (7.3) 92 (85-96) 86 (66-95) chRCC 2 10 (5.6)** 75 (13-96) 75 (13-96)
5 132 (7.7) 94 (85-97) 82 (65-91) 3* 3(1.7) - -
g L] SlEte et *Patients lost to follow-up and were censored, so unable to accurately determine frequencies. **Low
7 112 (6.5) 86 (75-93) 58 (30-78) sample size (<15) at respective score limiting analysis. Abbreviations: Papillary renal cell carcinoma

ccRCC . . .
8 119 (6.9) 69 (57-79) 66 (52-76) (pRCC); Chromophobe renal cell carcinoma (chRCC); Progression Free Survival (PFS).
9 88 (5.1) 79 (65-88) 58 (26-80) . o
10 67(3.9) 69 (53-81) 55 (35-71) ° N = 2 2 9 5 p t t , 7 5 / RC C
, atients; 6 CC
—11 59 (3.4) 45 (27-62) 40 (21-58)

= e ews| o wws o ccRCC / pRCC / chRCC AUC:
13 38(2.2) 51 (30-69) 51 (30-69) ¢

N
>

s T T W * 5-yrPFS0.81/0.74 /0.66

*Low sample size (<15) at respective score limiting analysis. Abbreviations: Clear cell renal cell

EMORY

carcinoma (ccRCC); Progression Free Survival (PFS). L 1 O-y r P FS O . 7 8/ O . 7 1 / O . 5 5 '




Disease Categories — Risk of recurrence
Does this explain Keynote 564 results?

Intermediate —High Risk High Risk m

PT2 pT3 pT4 pT any NED after resect
of oligomets
<1 year from NT

Grade 4 orsarc  Any Grade Any grade Any grade
NO NO NO N1
MO MO MO MO
86% 8% 6%

Leibovich/MayoPFS nomogram -5yr DFS

75% 56% 56% 56% n/a

ASSURE DFS nomogram -2yr DFS

96.4% 80% n/a 58.5% n/a \)
AN



Translational science may inform us about patient

selection
B 3000000 e

EMORY



CD8 T-cell infiltration predicts progression free
survival after surgery in renal cell carcinoma patients
N

S

o .

g 1w All RCC Patients T3NOMO Patients

2 100 100-

S oy Seeell.

wn :.:ua...oa:':

- ':'l:.":iiil s

8 RS

S JaiiiEe Ls0q 50-

o 1 .ﬂ:.-o:

) L TL]

“ O p<0.001 p— p<0.01

o U - HR=0.34 >2.2% CD8 HR=0.16 — |>2.2% CD8

o R N=171 <2.2% CD8 N=39 — |<2.2% CD8

‘g 0.001 0 1 | 0 I I

x 0 500 1000 0 500 1000
Days after Surgery

EMORY

Stay tuned for validation,
thanks to DOD TRP grant Jansen, Prokhnevska, Master...Kissick, Nature, 2019



CD8 T cell response is independent of tumor size, stage,
subtype and demographic factors

- 1 100
, 1 o:..c -..... AA: 1 :.:.0:": : A A
—~d RrRZ=00150 — . - ia - o - O
E p=0.3194 gg 1 e o uny, S gé 1 **sa™ = —.—:—A—
8 15 . s 8 *e L L A 55 Ky "’:.:
. N A
- - ’ = 01 H
[} . tn Te L '. ; 5 0.1 O.- ] 4 ; E P u
- . | | A
Ew0le , o o d 3 9 Eom = S 5o0m .o .
. g = -3 ]
P 5 < 0. % o 0.001 = 0.001 4
. F 4 [ ] .
O'—I'I'III-—I'I'I'I-—I'I'III-—I.'I'II-—I'I'I'I-I'I'III- 0.0001 T T T 0.0001 T T T
00001 001 01 01 1 10 100 m m v Clear Cell Papillary Other

% CD3 of total tumor cells Disease Stage

Courtesy, Dr. Carey Jansen Jansen et al, Nature, 2019



Conclusions

* Expensive, not easy to tolerate, data
iImmature

« Can we find the right patients to treat based
on current pathologic features: NO

* Maybe just for patients who are:
— pM1 NED s/p metastatectomy



Thank you!

e vmaster@emory.edu
e 404-217-6419



mailto:vmaster@emory.edu
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Immune-Mediated AEs?, As-Treated Population

Hypothyroidism - 103 (21.1%) 18 (3.6%)
Hyperthyroidism - 58 (11.9%) 1(0.2%) Grade 1-2 AEs
Pneumonitis 1 11 (2.3%) 5(1.0%) Pembro
Adrenal insufficiency 10 (2.0%) 1(0.2%) Placebo
Type 1 diabetes mellitus 9 (1.8%) 0
Colitis - 8 (1.6%) 1(0.2%) Grade 3-4 AEs
Severe skin reaction A 8 (1.6%) 2(0.4%)
S Pembro .
Thyroiditis - 6 (1.2%) 1(0.2%)
Hepatitis - 5(1.0%) | o Placebo [}
Sarcoidosis - 4(0.8%) (|0
i - 3(0.6% 0
Myasthenic syndror.n.e 3 (0 6% ) High-dose (=40 mg/day) systemic corticosteroid
Nephr!t!s i (©- 0°) 0 treatment for immune-mediated AEs, n (%)
Hypol\;/)lhys,:!s- i(g':;) I 2 0.5% Pembro Placebo
yositis (0.4%) (0-2%) 36 (7.4) 3(0.6)
Vasculitis 4 2(04%) | o
Encephalitis 1(0.2%) | o
Myocarditis A 1(0.2%) | o
Uveitis - 0] 1(0.2%) n (%) represents total any-grade AEs

20

20

0
Incidence, %
aBased on a prespecified list of terms included regardless of attribution to study treatment by investigator.

Infusion reactions, pembro: any grade in 7 participants (1.4%), grade 3 in 2 participants (0.4%). Infusion reactions, placebo: any grade in 5 participants (1.0%), grade 3-4 in no participants. No deaths due to
immune-mediated events occurred. As-treated population included all participants who received =1 dose of study treatment. Data cutoff date: December 14, 2020.

ANNUAL MEETING

Presented By: Dr. Toni K. Choueiri #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO.

Permission required for reuse.

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Progression Free Survival

Response to checkpoint therapy is associated with
CD8 T cells in the tumor at the time of surgery

7] cpghi P=0.03
CDS8lo n=36
50 1
| -
0% 250 500 750 1000 1250

Days after start of IO

Overall Survival

100

504

p=0.02
n =36

0

400

800 1200 1600
Days after start of IO




CD8 T-cell infiltration predicts progression in RCC

2 =] ~25%

] CD8+

>10,000 Fold

nawell
- .' difference

3 =
LW
_1 . = -w .
. W
-2 - = :: v
0.002%
L EI CD8+

Jansen et al, Nature, 2019



Keynote 564 — Updated 30 montn

e 0AYSIS ASCO OU 2002

DFS benefit with pembrolizumab  The estimated DFS rate at 24

was maintained (HR 0.63, 95% CI months was 78.3% with
0.50-0.80; nominal P < 0.0001) pembrolizumab vs 67.3% with
Consistent across subgroups, placebo.

MO disease with intermediate-high * OS (HR 0.52, 95% Cl 0.31-0.86;
risk of recurrence (HR 0.68, 95% CI P =0.0048);

0.52-0.89),

MO high risk of recurrence (HR0.60, « p-value did not cross the statistical
95% C10.33-1.10) hypothesis testing boundary and
M1 NED (HR 0.28, 95% CI 0.12-0.66). additional follow-up is planned for

this key secondary endpoint.

EMORY
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