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Key Trials in the Adjuvant Space

a I

Key eligibility criteria

Key Eligibility Criteria

- Histologically confirmed clear cell renal cell » Resected intermediate- to high-riska RCC Atezolizumab 1200 mg IV q3w
carcinoma Pembrolizumab 200 mg « T2 Grade 4 for 16 cycles or 1 year®
< « pT2, grade 4 or sarcomatoid, NO, MO Q3w o + T3a Grade 3/4
({e} « pT3 or pT4, any grade, NO, MO for ~1 year? = « T3b/c or T4 any Grade
[Te) « TXN+ any Grade Placebo IV q3w
* Any pT, any grade, N+, MO o
1 3 ) « M1 NEDP for 16 cycles or 1 year©
L o ien oo s (NED e B sy c « Clear cell and/or sarcomatoid component
|- Surgery £12 weeks prior to randomization o K P /
- No prior systemic therapy Placebo e
O Q3w -
*+ ECOGPS0or1 for ~1 vear® o) Primary endpoint
E « Tissue sample for PD-L1 assessment y E Stratification factors « Investigator-assessed DFS in ITT population
= - Disease stage .
11} ) Stratification Factors - - ) - E (T2/T3a vs T3b/CIT4/N+ vs M1 NED) Key secondary enc@omts
¢ * Metastatic status (M0 vs M1 NED) - Primary endpoint: DFS per investigator r— - PD-L1 expression on IC¢ + OS in the ITT population
« MO group further stratified: - Key secondary endpoint: OS (ICO [<1%)] vs IC1/2/3 [21%]) « Investigator-assessed DFS in the 1C1/2/3 population
* ECOGPS0Ovs1 - Other secondary endpoints: Safety, PROs « Region « IRF-assessed DFS ?n the ITT and IC’!/2/3 populations
« US vs non-US (North America® vs rest of world) * IRF-assessed EFS in the ITT population
« Safety
Partial/Radical Nephrectomy
(7-28 days after neoadjuvant nivolumab)
N =816 Nivo x 9 doses q 4 wks (starting 4-10 weeks post op)
Q- Key inclusion criteria’ m .
o~ « Radical or partial nephrectomy with negative surgical margins  Stratification factors: Expected treatment duration of 24 weeks® m R Surgery+Nivo arm
+ Predominant clear cell histology, including sarcomatoid features * Pathologic TNM staging® A " Partial or 5
4 « Pathologic TNM staging: ¢ ¢ * Type of nephrectomy NIVO 240 mg IV Q2W (x 12 doses) o Potential N Biopsy  _» Nivolumab N o Nivolumab
athologic staging: ’ D Required x 1 dose x 9 doses
2 o pT2a, G3 or G4, NO MO +IPI 1 mg/kg IV Q6W (x 4 doses) w patient D q Nephrectomy
o © pT2b, G any, NO MO R RR03 o ld?j"r:ﬂw in M Surgery+Observation arm f
o pT3, G any, NO MO \\11/ m ; _Iogy >
E . Placebo IV Q2W (x 12 doses) clinic and z ; .
o pT4, G any, NO MO o referred 1.4  Biopsy Partial or
& o pT any, G any, N1 M0 + Placebo IV Q6W (x 4 doses) i ¢ ' Not —  Radical _./ "
o « No clinical/radiological evidence of residual disease or distant Randomization > 4 weeks N =411 0 oncologist 1 Required Nephrectomy / ClBEERELIT
m metastases after nephrectomy, confirmed by BICR but < 12 weeks [o) /
i = « ECOG performance status of 0-1 after surgery Primary endpoint: DFS by BICR o N A Patient continues on study
(&) (&) n=805 with medical oncologist
Secondary endpoints: OS and safety LIJ Clear cell or Non-clear cell /

=T2, N, . MO or oligo M1

4

Patient returns to
urology clinic for surgery




IMmotion010 (NCT03024996)

~

* Resected intermediate- to high-risk2a RCC
» T2 Grade 4
» T3a Grade 3/4
» T3b/c or T4 any Grade
* TXN+ any Grade
« M1 NEDP
* Clear cell and/or sarcomatoid component

Key eligibility criteria

~

Atezolizumab 1200 mg IV q3w
for 16 cycles or 1 year®

/

/
Stratification factors

+ Disease stage

(T2/T3a vs T3b/c/T4/N+ vs M1 NED)
+ PD-L1 expression on ICH

(ICO [<1%] vs IC1/2/3 [21%])
* Region

(North America® vs rest of world)

-

~

Pal SK, Uzzo R et al Lancet 2022

S

N=778

Placebo IV q3w
for 16 cycles or 1 year¢

-~

Primary endpoint
* Investigator-assessed DFS in ITT population

Key secondary endpoints

* OS in the ITT population

* Investigator-assessed DFS in the IC1/2/3 population
* IRF-assessed DFS in the ITT and 1C1/2/3 populations
» IRF-assessed EFS in the ITT population

\0 Safety

J
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IMmotion010 (NCT03024996)

A
100 Events,n (%) Patients, N Median disease-free survival by
investigator, months (95% Cl)
—— Atezolizumabgroup 164 (42) 390 57-2 (44-6-NE)
= 80 —— Placebo group 168 (43) 388 495 (47-4-NE)
3
S
2 60
2
g
3 p P 3
2
g 40+
g
2
8 20
Stratified HR for disease-free survival by investigator 0-93 (95% Cl 0-75-1-15); p=0-5
0 T T T T T T T T T T T T T T T T T T T 1
0 3 6 9 2 15 18 21 24 27 30 33 36 39 42 45 48 51 54 5 60
NGB Sk Time since randomisation (months)
(number censored)
Atezolizumabgroup 390 360 322 306 288 272 265 257 244 234 222 218 194 171 124 100 75 48 22 6 it
(0 (12) (14 (@15 @17) (19 (21) (23) (24 (27) (28) (290 (46) (65) (108) (129) (155) (179) (205) (221) (225)
Placebogroup 388 343 305 294 275 268 254 243 232 226 216 209 187 161 121 91 56 33 15 3 NE
(0) (7 (0) (13) (15 (17) (21) (23) (250 (26) (29) (32) (49) (71) (120) (138) (170) (188) (205) (217)

Pal SK, Uzzo R et al Lancet 2022
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IMmotion010 (NCT03024996)

Pal SK, Uzzo R et al Lancet 2022

Events (n)/patients (N)

Median disease-free survival,

Atezolizumab  Placebo

HR (95% CI)

All patients

Age group, years
<65

265

Race®

White

Asian

Black

Sex

Male

Female
Geographical region
North Americat
Rest of the world

164/390 168/388

100/248 106/248
64/142 62/140

141/324 129/304
12/43 28/51

38 1/9

129/287 117/278
35/103 51/110
54/143 50/139

110/247 118/249

Component of sarcomatoid

Yes

No

PD-L1 expression
ICo

IC1,2,0r3
Disease status
T2-T3a
T3b-corT4 or N+
M1NED

UISS risk score
Intermediate to high risk
High risk

M1NED

18/37 37/67
146/353 131/321
71/158 63/153
93/232 105/235
87/252 89/248
42/82 45/88
35/56 34/52
90/240 88/221
39/94 46/115
35/56 34/52

months (95% Cl)
Atezolizumab Placebo
57-2(44-6toNE)  49:5(47-4to NE) —
572(48-4toNE)  52:9 (47-4to NE) ._9:_.
425(293toNE)  47-9(29-4toNE) ——
57-2(405toNE) 495 (47-4 to NE) .—1}—-
NE (NE to NE) 33-1(8-3to NE) ——— !
NE (56 to NE) NE (NE to NE)
572(361toNE)  52.9(47-9toNE) Ho—
NE (NE to NE) 491 (30-9 to NE) ——
NE(48-4toNE)  NE(47-9to NE) —
572(380toNE) 491 (36-5to NE) ——
NE(117toNE) 230 (113toNE) —
572(47-1toNE) 496 (47-9to NE) -—w»—-
NE(317toNE)  52:9 (454 to NE) e
57-2(44-6toNE)  47-9 (38-6 to NE) —
NE (NE to NE) NE (49-5 to NE) .—§—4
330(263toNE)  37-6(18-2to NE) ——
24-8(14-0t0471) 30.0(15-9t0454) —
NE (NE to NE) 52:9 (49-1to NE) e
NE(33-0toNE)  NE(37-9toNE)
24-8(14-0to 47-1) 30-0(15:9 to 45-4)
U T T T TTTTT
02 10 2.0
«— —>

Favours atezolizumab Favours placebo

0-93(075-1-15)

091 (0-69-119)
0-96 (0-68-1-36)

1-00 (0-79-1-27)
0-41(021-0-81)
372(038-36-09)

1.08 (0-84—1-39)
0-61(0-40-0-94)

1.00 (0-68-1.47)
0-90 (0-69-1-17)

077 (0-44-1-36)
1.00 (0.79-127)

1.08 (0.77-1-52)
0-83 (0-63-1-10)

093 (069-125)
093 (0-61-1-41)
0.93(058-1:49)

0-89 (0-67-1-20)
1.02 (0-67-1-57)
093 (0:58-1-49)

Cityof
Hope



IMmotion010 (NCT03024996)

Events (n)/patients (N) Median disease-free survival, HR (95% Cl)
months (95% Cl)
Atezolizumab  Placebo Atezolizumab Placebo
All patients 164/390 168/388 57-2(44-6toNE) 495 (47-4to NE) »—.‘—< 0-93 (0-75-1-15)
Age group, years '
<65 100/248 106/248 57-2(48-4toNE)  52:9(47-4to NE) —— 0-91 (0-69-1-19)
265 64/142 62/140 42:5(293toNE)  47-9 (29-4to NE) .—’—q 0-96 (0-68-1-36)
Race* E
White 141/324 129/304 57-2(405toNE)  49-5(47-4to NE) —ig— 1.00 (0-79-1-27)
Asian 12/43 28/51 NE (NE to NE) 331(8:3to NE) ——— 0-41(0-21-0-81)
Black 3/8 1/9 NE (5-6 to NE) NE (NE to NE) 372(038-36-09)
Sex :
Male 129/287 117/278 57-2(36-1toNE) 529 (47-9to NE) .—.-Q—¢ 1.08 (0-84-1:39)
Female 35/103 51/110 NE (NE to NE) 49-1(30-9 to NE) u—’—a 0-61(0-40-0-94)
Geographical region :
North Americat 54/143 50/139 NE (48-4 to NE) NE (47-9 to NE) n—:v—q 1.00 (0-68-1-47)
Rest of the world 110/247 118/249 572(380toNE) 491 (365 to NE) -—0:—‘ 0-90 (0-69-1-17)
Component of sarcomatoid :
Yes 18137 37/67 NE (11-7 to NE) 23-0(11:3to NE) -—Q—-——c 0-77 (0-44-1-36)
No 146/353 131/321 572(47-1toNE)  49-6 (47-9to NE) = 1.00(079-1-27)
PD-L1 expression E
Ico 71/158 63/153 NE (317 to NE) 52-9 (45-4 to NE) r—.—Q—« 1.08 (0.77-1:52)
IC1,2,0r3 93/232 105/235 57-2(44-6toNE)  47-9 (38-6 to NE) — 0-83(0-63-110) |
Disease status :
T2-T3a 87/252 89/248 NE (NE to NE) NE (49-5 to NE) »—0—1 0-93 (0-69-1-25)
T3b-corT4or N+ 42/82 45/88 33-0(26-3toNE)  37-6 (182 to NE) —— 0-93 (0-61-1-41)
[[_minep 35/56 34/52 24-8(14-0t047-1) 30-0(159t045-4) — 093(058-149) |
UISS risk scoret .
Intermediate to highrisk ~ 90/240 88/221 NE (NE to NE) 529 (49-1to NE) e 0-89 (0-67-1-20)
High risk 39/94 46/115 NE (33-0 to NE) NE (37-9 to NE) 1.02 (0-67-1-57)
[ mineo 35/56 34/52 24-8(14-0t047-1) 30-0(15-9t0 454) 093(058-149) |
f T T TTTTT
02 -0 2:0
“— —>

Pal SK, Uzzo R et al Lancet 2022

Favours atezolizumab Favours placebo

Cityof
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IMmotion010 (NCT03024996)

Events, n (%) Patients, N Median overall survival,
months (95% Cl)
— Atezolizumabgroup 54 (14) 390 NE (59-8-NE)
— Placebo group 53(14) 388 NE (NE-NE)

Stratified HR for overall survival 0-97 (95% Cl 0-67-1-42)

100 gt
80
< 60
<
2
2
2
T
& 40
204
0 T T T T T T
0 3 6 9 12 15 18
Number at risk
(number censored)
Atezolizumabgroup 390 383 379 378 371 365 363
(0) (6) (9 (10) (14) (16) (17)
Placebogroup 388 379 372 363 355 349 343
(0) (9) (13) (17) (22) (23) (26)

Pal SK, Uzzo R et al Lancet 2022

21

357
(18)
340
(28)

T T T T T T T T T T T T T 1

24 27 30 33 36 39 42 45 48 51 54 57 60 63
Time since randomisation (months)

355 347 341 336 326 300 250 196 144 103 58 28 2 NE
(18) (22) (23) (23) (28) (48) (95) (146) (197) (236) (279) (309) (334)

331 330 325 314 304 287 226 181 138 92 49 20 6 NE
(31) (31) (33) (39) (47) (61) (119) (163) (202) (244) (286) (315) (329)

Cityof
Hope



IMmotion010 (NCT03024996)

Atezolizumab Placebo
n=390 n=383
Al’thra|gia 20.0% 14.9%
Pruritus 19.0% 12.5%
Hypothyroidism 14.4%
RaSh 11.8%
. 11.0%
PyreX|a Any grade: |
6.7% Grade 3/4: 0 H
Dry mouth o
25% 20% 15% 10% 5% 0% 5% 10% 15% 20% 25%

Pal SK, Uzzo R et al Lancet 2022
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CheckMate-914 (NCT03138512)

N =816

Key inclusion criteria?

« Radical or partial nephrectomy with negative surgical margins Stratificati9n factors: _ Expected treatment duration of 24 weeks®
- Predominant clear cell histology, including sarcomatoid features * Pathologic TNM staging®

« Pathologic TNM staging: * Type of nephrectomy NIVO 240 mg IV Q2W (x 12 doses)
o pT2a, G3 or G4, NO MO + IP1 1 mg/kg IV Q6W (x 4 doses)

o pT2b, G any, NO MO N = 405
—
o pT3, G any, NO MO
Placebo IV Q2W (x 12 doses)

o pT4, G any, NO MO

o pT any, G any, N1 MO + Placebo IV Q6W (x 4 doses)
« No clinical/radiological evidence of residual disease or distant Randomization > 4 weeks N = 411
metastases after nephrectomy, confirmed by BICR but < 12 weeks

after surgery

» ECOG performance status of 0-1 Primary endpoint: DFS by BICR

Secondary endpoints: OS and safety
Median (range) study follow-up, 37.0 (15.4-58.0) months

Motzer et al ESMO 2022 Ic—:I [ (?pl)oef



CheckMate-914 (NCT03138512)

1004
904
80
3
z 77 :
= ! 24-month rate: AL —
9 60 1 76.4% |
3 | 74.0%
a8 501 Median DFS, |
: 1
g 404 Treatment Events/patients months (95% Cl) ! u
"&', NIVO+IPI 110/405 NR (NE) !
§ 30 Placebo 118/411 50.7 (48.1-NE) i
v
a HR (95% CI), 0.92 (0.71-1.19) '
20+ P = 0.5347 !
1
10 i
1
!
0 T T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Months
No. at risk
NIVO+IPI 405 378 337 316 299 289 270 259 224 203 150 125 89 73 42 34 13 9 0
Placebo 411 391 340 315 299 293 275 268 227 205 155 128 90 66 38 25 8 3 0

Motzer et al ESMO 2022



CheckMate-914 (NCT03138512)

+

Subgroup? NI,X?,,J,,IO_ of pilt?::sb © Unstratified HR for DFS (95% Cl)
Overall 110/405 118/411 —o-i— 0.94 (0.72-1.22)
Age categorization !

< 65 years 80/293 84/301 —_— 0.96 (0.71-1.31)

> 65 years 30/112 34/110 —_— 0.88 (0.54-1.44)
Sex i

Male 84/286 89/294 —— 0.97 (0.72-1.31)

Female 26/119 29/117 —_— 0.86 (0.50-1.45)
Region i

Europe and Canada 46/160 46/167 —_—t 1.06 (0.71-1.60)

United States 16/64 19/73 * 0.92 (0.47-1.78)

Rest of the world 48/181 53/171 —cra— 0.84 (0.57-1.24)
TNM staging® !

pT2a, G3 or G4, NO MO or pT2b, G any, NO MO 11/59 17/58 < 4 0.66 (0.31-1.41)

pT3, G any, NO MO 85/313 83/317 —t— 1.06 (0.79-1.44)

pT4, G any, NO MO or pT any, G any, N1 MO 14/32 18/35 = : 0.61 (0.30- 1.24)
Type of nephrectomy® i

Radical 104/380 115/382 —_— 0.89 (0.69-1.16)

Partial 6/25 3/29 ' &  3.95(0.80-19.64)
Sarcomatoid features 0

Yes 4/19 12/21 = 0 0.29 (0.09-0.91)

No 106/386 106/390 —_—— 1.02 (0.78-1.33)

0.125 0.25 0.5 : 2 4
Favors NIVO+IPI «——— Favors placebo
Motzer et al ESMO 2022 Cityof

Hope



CheckMate-914 (NCT03138512)

NIVO+IPI Placebo
(n = 404) (n = 407)
Median duration of therapy (range), months 5.1 (< 0.1-8.3) 5.1 (<0.1-8.1)
Q1, Q3 2.8,5.3 5.1, 5.3
. . NIVO, 12 (1-12) 12 (1-12)2
Median number of doses received (range) IPL. 4 (1-4) 4 (1-4)°
Completed all 12/4 doses of NIVO/IPI, n (%) 231 (57) 361 (89)
Discontinued treatment, n (%) 173 (43) 46 (11)
Discontinued due to study drug toxicity, n (%) 132 (33) 5(1)
All-cause AEs, n (%)¢ 392 (97) 361 (89)
Grade = 3 155 (38) 42 (10)
Led to treatment discontinuation 129 (32) 9 (2)
Treatment-related AEs, n (%)4 359 (89) 231 (57)
Grade = 3 115 (28) 8 (2)
Led to treatment discontinuation® 117 (29) 4 (1)
Deaths due to study drug toxicity, n (%) 4 (1)f 0
o Cityof
Mot t al ESMO 2022
otzer et a H o e




CheckMate-914 (NCT03138512)

NIVO+IPI Placebo
(n = 404) (n = 407)
Median duration of therapy (range), months 5.1 (< 0.1-8.3) 5.1 (<0.1-8.1)
Q1, Q3 2.8,5.3 5.1, 5.3
. . NIVO, 12 (1-12) 12 (1-12)2
Median number of doses received (range) IPL. 4 (1-4) 4 (1-4)°
Completed all 12/4 doses of NIVO/IPI, n (%) 231 (57) 361 (89)
Discontinued treatment, n (%) 173 (43) 46 (11)
Discontinued due to study drug toxicity, n (%) 132 (33) 5(1)
All-cause AEs, n (%)¢ 392 (97) 361 (89)
Grade = 3 155 (38) 42 (10)
Led to treatment discontinuation 129 (32) 9 (2)
Treatment-related AEs, n (%)4 359 (89) 231 (57)
Grade = 3 115 (28) 8 (2)
Led to treatment discontinuation® 117 (29) 4 (1)
Deaths due to study drug toxicity, n (%) 4 (1)f 0 |

Motzer et al ESMO 2022

H Cityof
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CheckMate-914 (NCT03138512)

Pruritus

Fatigue

Diarrhea

Rash
Hyperthyroidism
Hypothyroidism
Nausea

Asthenia

ALT increased
Decreased appetite
Arthralgia

Rash maculopapular
AST increased
Headache

Adrenal insufficiency

Motzer et al ESMO 2022

NIVO+IPI (n = 404)

Placebo (n = 407)

27 13
25 19
20 11
19 7
16 1
16 3
10 6
10 5
2
<1
9 8
8 1
8 ! [ Grade 1-2 L] Grade > 3
7 5 = ||
6 <1
L) I I L) I L) L)
30 20 10 0 10 20 30

Incidence, %

Gl



ECOG-ACRIN EA8143: PROSPER

Potential
patient
identified in
urology
clinic and
referred
to medical
oncologist

Allaf et al ESMO 2022

R
A
N
D
(o}
M
|
z
A
T
|
0
N

Nivo x 9 doses q 4 wks (starting 4-10 weeks post op)

Surgery+Nivo arm

Nivolumab

Biopsy x 1 dose

Required

< Surgery+Observation arm

1:

1 Biopsy Partial or
th - Radical
Required Nephrectomy
*
n=805

Clear cell or Non-clear cell \
2T2, Nw, MO or oligo M1 |

Patient returns to
urology clinic for surgery

Partial/Radical Nephrectomy
(7—28 days after neoadjuvant nivolumab)

,

P': rt;.al c;r Nivolumab
adical =+, g goses
Nephrectomy

Observation

Patient continues on study
with medical oncologist

H Cityof
Hope



ECOG-ACRIN EA8143: PROSPER

=+ Nivo arm (106 events / 379 cases) Observation arm (110 events / 400 cases)

P
#

08 R Ty

Ww

Y.

R e, 1T ey

0.6 1

o4 HR: 0.97 [95% CI: 0.74 — 1.28]
One-sided P-value: 0.43

0.2 1

Proportion Alive & Recurrence—free

0.0 1

0 6 12 18 24 30 36
Months from Randomization

Allaf et al ESMO 2022 H (I_Zlityof
ope



ECOG-ACRIN EA8143: PROSPER

Surgery+Nivo Surgery+Observation Total

arm arm
n =404 n =415 n=819 Sub-group N HR 95% Cl )
0, 0, 0, 1
- N(%) N (%) N (%) AlIRCC Patients 779 0.97 (0.74, 1.27) e
Pathologic T-stage H
T 25 061 (0.13, 2.83) g
Tl 35(10) 2(11) 77 (10) cT2 398 1.05 (069, 159) ——
T2 83 (24) 81(21) 164 (22) cT3orcT4 394 1.00 (0.68, 1.47) —_—
T3orT4 233 (66) 261 (68) 49467 nyoreno 697 1.02 (0.74, 1.40) ——
Pathologic N-stage cN1 121 0.87 (0.51, 1.47) —_—
Nx/NO 316 (50) 355092) 67101)  cMxorcMo 790 097 (0.73, 1.28) e
N1 36 (10) 30(8) 66 (9) cM1 27 085 (0.25, 2.86)
Pathologic M-stage pTxorpT1 79 0.12 (0.01, 0.96) :
Mx/MO 340 (97) 368 (96) 708 (96) pT2 164 0.96 (0.40, 2.31) B
Mi 1203) 16 @) 28 4) pT30rpT4 494 091 (0.65, 1.28) e
Surgery Type pNx or pNO 671 0.81 (057, 1.14) —
Radical 344 (96) 375 (95) 719095 PN 66 073 037, 1.41) :
sy oy mo e e s
Clear cell 278 (78) 306 (77) ssan) P ) 03, 251 ;
Papillary 27 8) 20 (5) 47(6) Fuhrman Grade 1 24 337 (0.38,30.18) i
Fuhrman Grade 2 185 0.50 (0.21, 1.15) —_—
Chromophobe 2 216 45© | Fuhman Grade 3 282 1.06 (063, 1.76)  a—
Sarcomatoid features Fuhrman Grade 4 181 072 (0.45, 1.14) —Oﬁ:—
Yes 30(8) 49 (12) 79(11) Clear-cell 625 093 (0.68, 1.28) ——
Fuhrman grade Non-clear cell 128 093 (0.44, 1.99) e E—
1 14 (4) 10 (3) 24 (4) f ! T T !
2 89 (28) 96 (27) 185 (28) 0 ! 2 3 4
Favors Surgery+Nivo arm Favors Surgery+Observation arm
3 136 (42) 146 (41) 282 (42)
4 81(25) 100 (28) 181 27)

Allaf et al ESMO 2022 I(_Z1 i é;lgoef



KEYNOTE-564 (NCT03142334)

Key Eligibility Criteria
 Histologically confirmed clear cell renal cell
carcinoma

» pT2, grade 4 or sarcomatoid, NO, MO

» pT3 or pT4, any grade, NO, MO

* Any pT, any grade, N+, M0

» M1 no evidence of disease (NED) after surgery
» Surgery 12 weeks prior to randomization
* No prior systemic therapy
*« ECOGPSOor1
» Tissue sample for PD-L1 assessment

Stratification Factors
» Metastatic status (MO vs M1 NED)
» MO group further stratified:
* ECOGPSO0vs1
* US vs non-US

Choueiri et al NEJM 2021

Pembrolizumab 200 mg
Q3w
for ~1 year?

Placebo
Q3w
for ~1 year?

* Primary endpoint: DFS per investigator
+ Key secondary endpoint: OS
» Other secondary endpoints: Safety, PROs

H Cityof
Hope



KEYNOTE-564 (NCT03142334)

1004
90
80
;}o\ 70_ 1 |- 1 |
g
S 60—
a
g >
& 404 Events, Median disease- Hazard ratio
2 n (%) free survival (95% Cl)
2 304 (95% C1)
e 204
—— Pembrolizumab 114 (23%) NR (95% CI NR-NR) .
104 __ placebo 169 (34%) NR (95% C1 40-5-NR) 003 (95% 10:50-0-80)
O I I I I I I 1 I I 1
0 5 10 15 20 25 30 35 40 45 50

. Time since randomisation (months)
Number at risk

(number censored)
Pembrolizumab 496 (0) 458 (16) 416 (23) 398 (30) 361(43)  255(139)  135(251) 77 (307) 37 (345) 0(382) 0(382)
Placebo 498 (0) 437 (6) 389(7) 356 (11) 325(23) 230(109)  125(209) 74 (258) 33(298) 1(328) 0(329)

Powles et al Lancet Oncol 2022 Cityof
Hope



KEYNOTE-564 (NCT03142334)

Hazard ratio
(95% Q1)

Median overall
survival (95% Cl)

NR (95% CI NR-NR)

NR (95% CI NR-NR) 0-52 (0-31-0-86)

T ——

100 L1 il 1
90+
80—
g 70
E 60—
>
S s0-
§ 40+ Events,
S 30 n (%)
20+
—— Pembrolizumab 23 (4-6%)
109 — Placebo 43 (8:6%)
0 I T
0 5 10
Number at risk
(number censored)
Pembrolizumab 496 (3) 489 (3) 485 (5)
Placebo 498 (0) 494 (2) 486 (4)

Powles et al Lancet Oncol 2022

T T T T
15 20 25 30

Time since randomisation (months)

482 (7)
481 (5)

477 (8)
474 (6)

360 (117)
352(115)

231(245)
219 (241)

35

146 (328)
138 (317)

40

63 (411)
61(394)

45

8 (465)
9(446)

50

0(473)
0(455)
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KEYNOTE-564 (NCT03142334)

Powles et al Lancet Oncol 2022

Age, years

<65 71/338 109/326 —— 0-58 (0-43-0-79)

=65 43/158 60/172 — 075 (0-51-1-11)

Sex

Female 38/149 46/139 —— 073(0-48-1-13)

Male 761347 123/359 —— 0-60 (0-45-0-80)

ECOG performance score

Y 91/421 141/426 m 0-61(0-47-079)

1 23/75 28/72 — . 079 (0-45-1:37)

Region

North America 32/133 44/125 — 0-69 (0-44-1-09)

EU 38/188 68/187 — . 0-50 (0-34-0-75)

Rest of the world 44/175 57/186 —a 0-77 (0-52-1-14)

Sarcomatoid features

Absent 88/414 133/415 —.— 0-63 (0-48-0-83)

Present 16/52 29/59 —— 0-54 (0-29-1-00)

Disease risk category

MO intermediate-high 87/422 127/433 - 0-68 (0-52-0-89)

MO high 20/40 23/36 —a— 0-60 (0-33-1-10)

M1 no evidence of disease 7/29 19/29 — 0-28 (0-12-0-66)

Tumour grade

2 27153 36/150 . 073 (0-44-1-20)

3 49/219 68/213 — 0-68 (0-47-0-98)

4 36/103 63/119 —— 0-55(0:37-0-83)

PD-L1 status

CPS<1 19/124 25/113 — 0-68 (0-37-1-24)

CPS=1 93/365 143/383 e 0-63 (0-49-0-82)

Type of nephrectomy

Partial 2137 8/38 ] 0-22 (0-05-1.04)

Radical 112/459 161/460 —— 0-66 (0-52-0-85)

Overall 114/496 169/498 . 0-63 (0-50-0-80)
O!ll 0!5 10

‘_
Favours pembrolizumab group

—>
Favours placebo group




The Bottom Line ...

a I

Key eligibility criteria

Key Eligibility Criteria

- Histologically confirmed clear cell renal cell » Resected intermediate- to high-riska RCC Atezolizumab 1200 mg IV q3w
carcinoma Pembrolizumab 200 mg « T2 Grade 4 for 16 cycles or 1 year®
< « pT2, grade 4 or sarcomatoid, NO, MO Q3w o + T3a Grade 3/4
({e} « pT3 or pT4, any grade, NO, MO for ~1 year? = « T3b/c or T4 any Grade
[Te) « TXN+ any Grade Placebo IV q3w
* Any pT, any grade, N+, MO o
1 3 ) « M1 NEDP for 16 cycles or 1 year©
L o ien oo s (NED e B sy c « Clear cell and/or sarcomatoid component
|- Surgery £12 weeks prior to randomization o K P /
- No prior systemic therapy Placebo e
O Q3w -
*+ ECOGPS0or1 for ~1 vear® o) Primary endpoint
E « Tissue sample for PD-L1 assessment y E Stratification factors « Investigator-assessed DFS in ITT population
= - Disease stage .
11} ) Stratification Factors - - ) - E (T2/T3a vs T3b/CIT4/N+ vs M1 NED) Key secondary enc@omts
¢ * Metastatic status (M0 vs M1 NED) - Primary endpoint: DFS per investigator r— - PD-L1 expression on IC¢ + OS in the ITT population
« MO group further stratified: - Key secondary endpoint: OS (ICO [<1%)] vs IC1/2/3 [21%]) « Investigator-assessed DFS in the 1C1/2/3 population
* ECOGPS0Ovs1 - Other secondary endpoints: Safety, PROs « Region « IRF-assessed DFS ?n the ITT and IC’!/2/3 populations
« US vs non-US (North America® vs rest of world) * IRF-assessed EFS in the ITT population
« Safety
Partial/Radical Nephrectomy
(7-28 days after neoadjuvant nivolumab)
N =816 Nivo x 9 doses q 4 wks (starting 4-10 weeks post op)
Q- Key inclusion criteria’ m .
o~ « Radical or partial nephrectomy with negative surgical margins  Stratification factors: Expected treatment duration of 24 weeks® m R Surgery+Nivo arm
+ Predominant clear cell histology, including sarcomatoid features * Pathologic TNM staging® A " Partial or 5
4 « Pathologic TNM staging: ¢ ¢ * Type of nephrectomy NIVO 240 mg IV Q2W (x 12 doses) o Potential N Biopsy  _» Nivolumab N o Nivolumab
athologic staging: ’ D Required x 1 dose x 9 doses
2 o pT2a, G3 or G4, NO MO +IPI 1 mg/kg IV Q6W (x 4 doses) w patient D q Nephrectomy
o © pT2b, G any, NO MO R RR03 o ld?j"r:ﬂw in M Surgery+Observation arm f
o pT3, G any, NO MO \\11/ m ; _Iogy >
E . Placebo IV Q2W (x 12 doses) clinic and z ; .
o pT4, G any, NO MO o referred 1.4  Biopsy Partial or
& o pT any, G any, N1 M0 + Placebo IV Q6W (x 4 doses) i ¢ ' Not —  Radical _./ "
o « No clinical/radiological evidence of residual disease or distant Randomization > 4 weeks N =411 0 oncologist 1 Required Nephrectomy / ClBEERELIT
m metastases after nephrectomy, confirmed by BICR but < 12 weeks [o) /
i = « ECOG performance status of 0-1 after surgery Primary endpoint: DFS by BICR o N A Patient continues on study
(&) (&) n=805 with medical oncologist
Secondary endpoints: OS and safety LIJ Clear cell or Non-clear cell /

=T2, N, . MO or oligo M1

4

Patient returns to
urology clinic for surgery




KEYNOTE-564

CheckMate 914

The Bottom Line ...

KEYNOTE-564
It’s a positive study
Appropriate sample size

Substantial DFS benefit
across subgroups
OS in the right direction!

N =816
Key inclusion
« Radical or p«
* Predominant
+ Pathologic T|
pT2a
pT2b

e discontinuation

CheckMate 914
High rates of toxicity
Lots of drug

« o ctear Did toxicity get in the way
« o6 pert of treatment?

embrolizumab 200 mg
Q3w
for ~1 year®

Placebo
Q3w
for ~1 year®

S per investigator
oint: OS
dpoints: Safety, PROs

‘atment duration of 24 weeks®

mg IV Q2W (x 12 doses)

/7kg IV Q6W (x 4 doses)
N = 405

b IV Q2W (x 12 doses)
bo IV Q6W (x 4 doses)
N =411

point: DFS by BICR

y endpoints: 0S and safety

Immotion010

14
T
o
7]
©)
14
o
O]
O
O
w

4 Key eligibility criteria w
+ Resected inter,

* T2 Grad
*T3a Gr

g5  |Mmotion010
b < Smaller sample size
pm——=| . Different definition of M1
B : population

2T3ave T PD-1 versus PD-L1

(T2T3avs T} ()
+ PD-L1 expre

(ICO [<1%) vs

gab 1200 mg IV q3w
cles or 1 year®
bo IV q3w
les or 1 year®

ITT population

the IC1/2/3 population

+ Reglon . and IC1/2/3 populations
(North America® vs.~ ~1TT population
) K Safety
Dadinl/Dadianal llnnlum,“y

ECOG PROSPER
* Neoadjvuant versus

adjuvant
* Lower risk population
(e.g., T1/T2)

2T2, N, . MO or cligo M1 /
V

Patient returns to
urology clinic for surgery



Practice Changing Front-Line Trials in mRCC

ESMO 2017: Nivolumabl/lpilimumab vs Sunitinib

ASCO GU 2019: Axitinib/Pembrolizumab vs Sunitinib

ESMO 2020: Cabozantinib/Nivolumab vs Sunitinib

ASCO GU 2021: Lenvatinib/Pembrolizumab vs L/E vs Sunitinib

H Cityof
Hope



Practice Changing Front-Line Trials in mRCC

ESMO 2017: Nivolumab/lpilimumab vs Sunitinib

ASCO GU 2019: Axitinib/Pembrolizumab vs Sunitinib

ESMO 2020: Cabozantinib/Nivolumab vs Sunitinib

ASCO GU 2021: Lenvatinib/Pembrolizumab vs L/E vs Sunitinib

Fope



CheckMate 214: See Talk from Dr. Hammers

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)

EEEESMD
2017

Treatment

Arm A
3 mg/kg nivolumab IV +
1 mg/kg ipilimumab IV Q3W
for four doses, then
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

Escudier et al ESMO 2017




CheckMate 214: 5-year Update

Intermediate/poor risk
Overall survival (probability)

NIVO+IPI SUN

(N = 425) (N = 422)
Median 0S 47.0 26.6
(95% ClI), mo | (35.4-57.4) | (22.1-33.5)

HR (95% Cl), 0.68 (0.58-0.81); P < 0.0001

0.0 :
0 6

No. at risk

Months

12 18 24 30 36 42 48 54 60 66 72 78

NIVO+IPI 425 372 332 306 270 241220 207 196 181 163 79 2

SUN

Hammers IKCS 2021

422 353 291 237 206 184 169 151 137 125 112 58 3

Progression-free survival

No. at risk
NIVO+IPI 425 233 164 130 101 94 81

(probability)

SUN

422 188 106 74 46 29 21

NIVO+IPI SUN

(N=425) | (N=422)
Median PFS 11.6 8.3
(95% Cl), mo | (8.4-16.5) | (7.0-10.4)

HR (95% Cl), 0.73 (0.61-0.87); P = 0.0004

i119§

0

6

12 18 24 30 36 42 48 54 60 66 72
Months

74 70 60 48 10 O
1510 9 6 2 0
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CheckMate 214: 5-year Update

Hammers IKCS 2021

ITT I/P risk FAV risk

Response NIVO+IPI SUN NIVO+IPI SUN NIVO+IPI SUN
assessment | (N =550) | (N =546) | (N=425) | (N=422) | (N=125) | (N = 124)
g;;ﬁ;;"ed 39.3 32.4 42.1 26.8 29.6 51.6

, (35.2-43.5) | (28.5-36.5) | (37.4-47.0) | (22.6-31.3) | (21.8-38.4) | (42.5-60.7)
(95% Cl)
P value 0.0055 < 0.0001 0.0002
BOR, n (%)

CR 64 (11.6) | 173.1) | 48 (11.3) | 9@1) | 16(12.8) | 86.5)
PR 152 (27.6) | 160 (29.3) | 131 (30.8) | 104 (24.6) | 21 (16.8) | 56 (45.2)
SD 198 (36.0) | 230 (42.1) | 131 (30.8) | 187 (44.3) | 67 (53.6) | 43 (34.7)
PD 97 (17.6) | 77 (14.1) | 82 (19.3) | 71 (16.8) | 15 (12.0) | 6 (4.8)
uTD 38 (6.9) | 57 (10.4) | 32(7.5) | 48 (11.4) | 6 (4.8) 9 (7.3)
NR 1(0.2) 5 (0.9) 1(0.2) 3(0.7) 0 2 (1.6)
Ongoing n=216 | n=177 | n=179 | n=113 | n=37 | n-64
response,
n e 136 (63.0) | 89 (50.3) | 114 (63.7) | 56 (49.6) | 22 (59.5) | 33 (51.6)
Ongoing CR, n = 64 n=17 n =48 n=9 n=16 n=8
n (%) 54 (84.4) | 15 (88.2) | 41 (85.4) | 8(88.9) | 13 (81.3) | 7(87.5)

Cl, confidence interval; NR, not reported; PD, progressive disease; PR, partial response; SD, stable
disease; UTD, unable to determine.

H Cityof
Hope



Practice Changing Front-Line Trials in mRCC

ESMO 2017: Nivolumabl/lpilimumab vs Sunitinib

ASCO GU 2019: Axitinib/Pembrolizumab vs Sunitinib

ESMO 2020: Cabozantinib/Nivolumab vs Sunitinib

ASCO GU 2021: Lenvatinib/Pembrolizumab vs L/E vs Sunitinib

Fope



Objective of combination therapy

% Progression Free

TKI

v

Time

+ 0

% Progression Free

v

Time

% Progression Free

TKI + 10?

v

Time

H Cityof
Hope



KEYNOTE-426 Study Design

Pembrolizumab 200 mg IV Q3W
for up to 35 cycles
(approximately 2 years)

+

Axitinib 5 mg orally twice daily?

Key Eliqgibility Criteria

* Newly diagnosed or recurrent
stage IV clear cell RCC

* No previous systemic treatment for
advanced disease

* Measurable disease per
RECIST v1.1

Sunitinib 50 mg orally once daily
n = 429 for first 4 weeks of each 6-week cycleP

Stratification Factors

+ IMDC risk group
(favorable vs intermediate vs poor) End Points
* Dual primary: OS and PFS (RECIST v1.1, BICR ) in ITT
+ Key secondary: ORR (RECIST v1.1, BICR ) in ITT
» Other secondary: DOR (RECIST v1.1), safety

» Geographic region
(North America vs Western Europe
vs ROW)

aAxitinib dose could be increased to 7 mg, then 10 mg, twice daily if safety criteria were met; dose could be reduced to 3 mg, then 2 mg, twice daily to manage toxicity. °Sunitinib dose could be
decreased to 37.5 mg, then 25 mg, once daily for the first 4 weeks of each 6-week cycle to manage toxicity. Data cutoff: January 11, 2021.

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



KEYNOTE-436: PFS and OS 42-month Follow-up

100
90
80
70
60
50
40
30
20
10

Progression-Free Survival, %

No. at risk

- End of Pembrolizumab
— Treatment
. 48%
= 35%
—] 1 33%
- 1 20% 29%
1 15% | HR, 0.68 (95% Cl, 0.58-0.80)
= ! ! P <0.0001
- Median
(95% Cl), months , i |
=1 Pembro+ 15.7(13.6-20.2) | i
— Axitinib 1 | \
Sunitinib 11.1(8.9-12.5) . 1
T T T T T T T 1
0 6 12 18 24 30 36 42 48 54
a2 298 33 180 138 " L 2 0
420 24 S5 07 T2 “ 2 o o ()

"Because superiontty of pembrokzumab + axtind was shown at the frst interim analysis, no aipha was alocated to PFS: only nominal P values are reported. Data culoff: January 11, 2021

Rini et al ASCO 2021

100

Overall Survival, %
88388

J

End of Pembrolizumab
G o Treatment
° 59% 63%
=
1 54%
- ! \
— I
1

= i g I
- 1 I

Median 1 | 1
- (95% CI), months ] 1
- Pembro + 457 (438NR) 1 | HR, 0.73 (95% CI, 0.60-0.88)

Axitinib ] P < 0.001°
=1 sunitinib 40.1(34.3-44.2) : 1 :
T T T T T T T 1
0 6 12 18 24 30 36 42 48 54
Months
a2 40 e 345 118 28 cl " o
@20 s 3% 306 e 282 224 110 1 0

*Because sipanonity of pembrolzumat + actinh was shown o the first isterim acalyss, 20 slsha was alocated 10 OS: only naminal P values are reporied. Data culo® Jaruary 11, 2021

Hope



KEYNOTE-436: PFS and OS 42-month Follow-up

Objective Response Rate, %
g
1

Pembro + Axitinib

Rini et al ASCO 2021

P < 0.0001°
cR BB
60.4% PR 00
(55.6-65.1)
39.6%
(35.0-44.4)

Sunitinib

Pembro +

Axitinib 3:2'2'2‘;"
n =432
Best response, n (%)
CR 43(10.0) 15(3.5)
PR 218 (50.5) 155 (36.1)
SD 99 (22.9) 152 (35.4)
PD 49 (11.3) 73(17.0)
NE® 7 (1.6) 6(1.4)
NA® 16 (3.7) 28 (6.5)

ed Cit
Hope



Practice Changing Front-Line Trials in mRCC

ESMO 2017: Nivolumabl/lpilimumab vs Sunitinib

ASCO GU 2019: Axitinib/Pembrolizumab vs Sunitinib

ESMO 2020: Cabozantinib/Nivolumab vs Sunitinib

ASCO GU 2021: Lenvatinib/Pembrolizumab vs L/E vs Sunitinib

Fope



CheckMate 9ER

CheckMate 9ER: Study design

Stratification factors:
*IMDC risk score

*Tumor PD-L1 expression?
*Geographic region

N =651

NIVO 240 mg IV Q2W

+ CABO 40 mg PO QD .
Treat until RECIST v1.1-

defined progression or
unacceptable toxicity?

SUN 50 mg PO QD,
cycle of 4 weeks on/
2 weeks off

Median study follow-up, 18.1 months (range, 10.6-30.6 months) Primary endpoint: PFS
Secondary endpoints: OS, ORR, and safety

aDefined as the percent of positive tumor cell membrane staining in a minimum of 100 evaluable tumor cells per validated Dako PD-L1 immunohistochemistry 28-8 pharmDx assay.

bNIVO dosing may not exceed a total of 2 years (from cycle 1); CABO and SUN treatment may continue beyond 2 years in the absence of progression or unacceptable toxicity.
Patients may be treated beyond progression.

IMDC, International Metastatic Renal Cell Carcinoma Database Consortium; IV, intravenously; ORR, objective response rate; PD-L1, programmed death ligand 1; PFS, progression-free
survival; PO, orally; Q2W, every 2 weeks; QD, once daily; RECIST, Response Evaluation Criteria in Solid Tumors.

1. Clinicaltrials.gov/ct2/show/NCT03141177. Accessed June 8, 2020; 2. Choueiri TK et al. Poster presented at the American Society of Clinical Oncology Annual Meeting 2018. TPS4598. 35



CheckMate 9ER: PFS and OS 32.9 month follow-up

1.0 @
0.9 4

Median PFS (95% Cl), months

0.8

NIVO +CABO

SUN

16.6 (12.8-19.8)

8.3 (7.0-9.7)

0.7
0.6
0.5
0.4
034
0.2
0.1

Progression-free survival (probability)

HR (95% Cl), 0.56 (0.46-0.68)

0.0 I
0 3 6 9

21 30

Months

12 15 18

No. at risk
NIVO+CABO 323
SUN 328

47
10

108
41

77
28

121
48

159
2

136
57

203
125

170
91

281
233

238
161

Powles ASCO GU 22

Cityof
Hope



CheckMate 9ER: PFS and OS 32.9 month follow-up

1.0 9
0.9
0.8
0.7 -
0.6 -
0.5
0.4 -
0.3
0.2
0.1

0.0 | T T T T T T T T T T | T |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

Months

Median 0S (95% Cl), months
NIVO +CABO SUN
37.7 (35.5-NE) 34.3 (29.0-NE)
HR (95% Cl), 0.70 (0.55-0.90)

Overall survival (probability)

No. at risk
NIVO+CABO 323 310 297 284 270 258 247 235 219 199 138 80 42 1 1 0

SUN 328 299 275 257 239 226 215 198 187 166 109 59 23 6 2 0

e Cityof
Powles ASCO GU 22 HOBL/)e



CheckMate 9ER:

. Kidney
100
c
® 75
£
50 —

Best reduction from basel
target lesion (%)

Powles ASCO GU 22

PFS and OS 32.9 month follow-up

Patients

. Bone

ine in

Best reduction from basel

target lesion (%)

NIVO+CABO sun .
Kidney targe teson ®-79 | ©=-79 Liver Liver target esion® ®=49 | (=39
Median sum of reference diameters of kidney 920 9.0 100 Median sum of reference diameters of liver 550 650
target Lesions a baseline (range), mm (17-182) (15:265) target lesions at baseline (range), mm (12-148) (13-168)
Any redudtion from baseline, n (%) 65 (®.0) 3 (71.6) £ 752} Any reduction from baseline, n (%) 2 (727) 21(538)
= 30% reduction from baseline, n (%) 3% @2 2®.7) 9 = 30% redudtion from baseline, n (%) 2 @7.7) 13(33.3)
K] 50 4
is
4T 254
c
Es
»
-0 0 -
.
-
2% 25
o
=N
R
o =50
?
L =75
-]
-100 - ok .

Patients

WIVO:CABO sun
Bone target le (n=27) 0)

Median sum of reference diameters of bone 50.0 55.5
100 target lesions at baseline (range), mm (12-185) (24119)
Any reduction from baseline, n (%) 23(85.2) 13 (65.0)
75 = 30% reduction rom baseline, n (%) 15 (5561 4 @00)

50

-100

Patients

ped Cityof
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CheckMate 9ER: PFS and OS 32.9 month follow-up

A. FKSI-19 total score Overall LS mean change |  Overall
from difference
- NIVO+CABO SUN_|in mean change
£ -0.47 -2.84 2.37
T P<
B 34
4; 2 Improvement
s =
&S 14 A e 1
3. o S e ol o R o e
ET .-
3 ET T S|
= P—e 4
Sy / Deterioration
s L
s 1
H
3 -6 A R — — T T T T T T T T T T T T T T T
| 0 7 13 19 25 31 37 43 49 55 61 67 73 79 85 91 97 103 109 115 121 127 133 139 145 151
Week
No. at risk
NIVO+CABO 299 261 246 242 229 217 199 191 178 167 174 171 151 144 138 135 137 126 97 92 77 67 46 34 32 19
SUN 310 262 227 201 179 163 152 143 119 116 99 B89 83 79 76 66 64 63 52 50 42 34 27 18 15 10
C. EQ-5D-3L health status score Overall LS mean change Overall
from baseline difference in
NIVO+CABO | SUN | mean change
2.73 -0.95 3.68
P =0.0001

EQ-5D-3L health status score

Improvement

Deterioration

T T T T T T T T T T
0 7 13 19 25 31 37 43 49 55 61 67 73 79 8 91

LS mean (95% Cl) change from baseline

Week
No. at risk
NIVO+CABO 301 231 218 201 194 177 166 175 172 150 143 140 136 140 125 96
SUN 310 25 201 181 162 147 144 122 114 99 88 88 79 78 66 65 64 52

Powles ASCO GU 22

T T T T T
97 103 109 115 121 127

91 76 67
51 43 35

T
133 139 145 151

46
26

]
18

31
16

19
10

B. FKSI-19 DRS score

Overall LS mean change
from baseline

NIVO+CABO | SUN

Overall
difference in

0.71

‘ -0.46

mean change

Improvement

\f Deterioration

LS mean (95% CI) change from baseline
FKSI-19 DRS score

No. at risk
NIVO+CABO 299 260 246 242 229 217

310 262 227 201 178 163

D. EQ-5D-3L UK utility index score

7

199
152

— T
43 49 55 61

191 178 167 174
143 119 116 99

T
67 73 79 85 91

Week
171 151 144 138 135 137 126
89 88 79 76 66 64 63

Overall LS mean change

— T T T T
97 103 109 115 121 127

Overall

— T
133 139 145 151

46 34 32 19
27 18 15 10

Improvement

D Deterioration

from baseline difference in
" NIVO+CABO SUN_| mean change
£ ~0.01 ~0.06 0.05
3o =
12 008 P=0.001
=
Ex 0044
2 0004
g5 o
5E 004q
23 008
O T
B2 0124
£
£ 9 .16
ig
E“ -0.20 —T — T T T T T T — T T T T T T T T T T
] 0 7 13 19 25 31 37 43 49 55 61 67 73 85 91 97 103 109 115 121 127 133 139 145 151
Week
No. at risk
NIVO+CABO 301 261 245 237 231 218 199 193 177 166 175 172 150 144 139 135 139 125 96 90 76 67 46 33 31 19
SUN 311 260 222 200 181 162 146 142 121 117 98 88 87 79 77 66 63 63 50 51 42 35 26 18 16 10
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Practice Changing Front-Line Trials in mRCC

ESMO 2017: Nivolumabl/lpilimumab vs Sunitinib

ASCO GU 2019: Axitinib/Pembrolizumab vs Sunitinib

ESMO 2020: Cabozantinib/Nivolumab vs Sunitinib

ASCO GU 2021: Lenvatinib/Pembrolizumab vs L/E vs Sunitinib

Fope



Study Design

Key eligibility criteria

* Advanced clear-cell RCC

* Treatment-naive

* Karnofsky performance status >70
* Measurable disease

* Adequate organ function

Stratification factors

* Geographic region: Western Europe
and North America vs Rest of the
World

* MSKCC risk category: Favorable,
Intermediate, or Poor

*Patients could receive a maximum of 35 pembrolizumab treatments.

Lenvatinib
20 mg oral QD
+
Pembrolizumab®
200 mg IV Q3W

Lenvatinib
18 mg oral QD
+
Everolimus
5 mg oral QD

Sunitinib
50 mg oral QD
4 weeks on /
2 weeks off

Primary endpoint
* PFS by IRC per RECIST v1.1

Secondary endpoints

*0OS

* ORR by IRC per RECIST v1.1

* Safety

* HRQolL

Key exploratory endpoints
*DOR

* Biomarkers

DOR, duration of response; HRQoL, Health-related quality of life; IRC, Independent Review Committee; MKSCC, Memorial Sloan Kettering Cancer Center; ORR, objective response rate; OS, overall survival; R, randomization.



CLEAR: OS and PFS 33 month follow-up

Progression-Free Survival, %

Median PFS, months (95% CI)°

LEN + PEMBRO: 22.1 (18.2-27.7)
~——— SUN: 9.5 (7.9-11.1)
HR (95% Cl): 0.47 (0.38-0.57)

Time (months)
Number of patients at risk:

LEN + 355 317 304 277 258 230 207 191 173 158 146 122 104 90 71 57 44 24

PEMBRO
SUN 357 281 234 171 149 130 103 95 88 72 60 54 44 34 24 20 17

¢Data cutoff occurred on March 31, 2021; at the earlier (August 28, 2020) data cutoff, the median PFS by investigator per
RECIST v1.1 was 22.1 months (95% CI 17.1-26.9) in the LEN + PEMBRO arm and 9.5 months (95% CI 7.9-11.1) in the SUN

arm (HR 0.47; 95% CI 0.38-0.58).

Cl, confidence interval; HR, hazard ratio; LEN, lenvatinib; PEMBRO, pembrolizumab; PFS, progression-free survival;

RECIST v1.1, Response Evaluation Criteria In Solid Tumors version 1.1; SUN, sunitinib.

Choueiri et al IKCS 2021
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CLEAR: OS and PFS 33 month follow-up

100 1
90 A
80 1
70
60 -

401

304 Median OS, months (95% CI)

20 LEN + PEMBRO: NE (41.5-NE)
——— SUN: NE (38.4-NE)

1g'mu%%cmanw5&a%)

Overall Survival, %

sod o e e

0 3 6 9 12 15 18 21
Number of patients at risk:

LEN +
PEMBRO 355 342 338 327 313 300 294 280

SUN 357 332 307 289 264 253 242 234

2Data cutoff occurred on March 31, 2021.

Cl, confidence interval; HR, hazard ratio; LEN, lenvatinib; NE, not estimable; OS, overall survival; PEMBRO, pembrolizumab;

SUN, sunitinib.

Choueiri et al IKCS 2021

24 27 30 33 36 39 42
Time (months)

232 207 174 133 75 31 15
195 177 153 116 66 34 14

45 48 51
5 1 0
2 1

54
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Mean EORTC QLQ-C30 Physical Functioning Score:
LEN + PEMBRO vs SUN

Better
= 85"
%) A
N
0
=2 -
@ 807 - S R O . ¢ ‘
c Y oo
3 + !
Q
=
75 -
LEN + PEMBRO, n 335 319 302 304 304 295 292 288 281 267 270 264 256 250 237 232
SUN, n 327 295 289 257 257 247 234 215 202 189 177 166 158 147 142 138 A 4
M T T T T T T T T T T T T T T 1 Worse
[0) o — (9] [32] < o o
< N (32} < wn (e} N~ [ee] (o)} = = ~— ~ ~— - ~
g L] o L2 O © O L o o (@] ©Q L5 (@] O o
@
m
Scores for this scale range from 0 to 100. Mean follow-up time for HRQoL during treatment was 46 weeks (cycle 15).
C, cycle.
Presented By: Dr. Robert Motzer #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 AS CO

Permission required for reuse.
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Algorithm incorporating emerging first-line options

Good risk Cabozantinib/Nivolumab Lenvatinib/Everolimus

Cabozantinib*

Intermediate/Poor- Considering Nivolumab/Ipilimumab
risk Nephrectomy Tivozanib*
Not Considering Cabozantinib/Nivolumab
Nephrectomy
Cabozantinib*
* Special circumstances, refer to discussion H glct)écg



COSMIC-313 Study Design

Cabo+Nivo+lpi

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

Advanced RCC (N~840) +Ipi 1 mg/kg IV Q3W x4

* No prior systemic therapy* Cabo 40 mg PO QD
* Clear cell component + Nivo 480 mg IV Q4W'

Tumor assessment every
8 weeks per RECIST v1.1*

Treatment until loss of
clinical benefit or
intolerable toxicity$

* Intermediate or poor risk per IMDC
criteria Stratification

Pbo+Nivo+Ipi

* Measurable disease per RECIST v1.1 : IRZI;g:Sk Pbo PO QD
+ Nivo 3 mg/kg IV Q3W x4 No crossover allowed
+Ipi 1 mg/kg IV Q3W x4

* Karnofsky Performance Status 270%

Pbo PO QD
+ Nivo 480 mg IV Q4W'

*One prior systemic adjuvant therapy allowed for completely resected RCC and if recurrence occurred 26 months after the last dose of adjuvant therapy; adjuvant PD-1 or PD-L1 inhibitor in combination with

a CTLA-4 inhibitor not permitted. "Nivolumab given for a maximum of 2 years. fTumor assessment (RECIST v1.1) at week 10, then every 8 weeks through week 50, then every 12 weeks thereafter.
8Discontinuation of one agent did not mandate discontinuation of all agents.

ongress
: - ent of this presentation is copyright and responsibility of the author. Permission is require -use
;/ags Mc Toni K. Choueiri Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. 46



Progression-Free Survival: Final Analysis (PITT Population)

1.0 4 No. of Median PFS
Events mo (95% Cl)
0.9 A
Cabo+Nivo+lpi (N=276) 116 NR (14.0-NE)
0.8 A
Pbo+Nivo+lpi (N=274) 133 11.3(7.7-18.2)
o 07 Hazard ratio 0.73 (95% Cl 0.57—0.94); p=0.013
& 0.6
= S ——————
2 0.5 e : ~HiH————HilHH- i+ +
= : 49%
2 04- L i ”"‘ #
D .
e
o 03 7
0.2 -
0.1 -
0.0 4 :
0 3 6 9 12 15 18 21 24 27 30
Number at Risk Months
Cabo+Nivo+lpi 276 234 170 145 119 97 56 33 10 1 0
Pbo+Nivo+lpi 274 185 136 115 98 69 37 19 5 1 0

PFS per RECIST v1.1 by BIRC.

2 | an |
2022

Data cut-off: Aug 23,
2021 47



Does toxicity get in the way of treatment?

Cabo/Nivol/lpi
(313)
(N=428)

Grade 3-4 Grade 34 Grade 34 Grade 34

Pbo/Nivo/lpi (313)
(N=427)

Nivo/lpi (CM214) |  Cabol/Nivo (9ER)
(N=547) (N=320)

Treatment-related adverse events

Any event,” % 47 65 73 41
Alanine aminotransferase increased 5 6 26 6
Aspartate aminotransferase increased 4 4 20 5
Diarrhea 4 7 4 3
Palmar-plantar erythrodysesthesia <1 8 3 0
Hypothyroidism <1 <1 <1 0
Hypertension <1 13 8 2
Fatigue 4 3 2 1
Lipase increased 10 6 9 6
Amylase increased 6 4 5 2
Rash 2 2 2 1
Pruritus <1 <1 0 <1

1Motzer et al, The Lancet Onc, 2019; 2Motzer et al, The Lancet Onc, 2022

Mcongress



Does toxicity stand in the way of treatment?

Proportion of patients receiving 4 doses of Proportion of patients receiving >40 mg of

ipilimumab prednisone or equivalent

100% 100%

75% 75%
50% 50%
25% 25%
79% 73% 58% 29% 35% 58%
0% 0%
CM214 (Nivo/lpi) COSMIC-313 COSMIC-313 CM214 (Nivollpi) COSMIC-313 COSMIC-313
(Nivo/lpi/Pbo) (Nivo/lpi/Cabo) (Nivo/lpi/Pbo) (Nivo/lpi/Cabo)

congress
26\?2'8 g Sumanta K. PaI, MD, FASCO Content of this presentation is copyright and responsibility of the author. Permission is required for re-use



Does toxicity stand in the way of treatment?

Proportion of patients receiving 4 doses of Proportion of patients receiving >40 mg of

ipilimumab prednisone or equivalent

100% 100%

My Takeaways from Available Toxicity Data:

75%

Rate of grade 3/4 toxicities in triplet substantially higher,
especially elevations in transaminases

Overlapping toxicities challenging to attribute to TKI or IO
Result: Possible early discontinuation of ipilimumab
and more frequent use of steroids

50%

25%

79% 58%
0% 0%
CM214 (Nivo/lpi) COSMIC-313 COSMIC-313 CM214 (Nivol/lpi) COSMIC-313 COSMIC-313
(Nivo/lpi/Pbo) (Nivo/lpi/Cabo) (Nivo/lpi/Pbo) (Nivo/lpi/Cabo)

Ccongress
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Microbiome in Renal Cell Carcinoma

p<0.01
100
Summary:
121 pts with kidney cancer 80
239 pts with lung cancer <
Antibiotic use associated with inferior 2 ]
outcome in pts receiving checkpoint 8 40
inhibitors -
Similar trends in kidney & lung cancer 20
0,
s ot ATE No ATB
2 ATB: 3.1 mo ATB: 234 mo n=22 n=99
5 207 HR (95%,CI), 2.3 (1.2-4.4) g 807 HR (95%,CI), 1.9 (0.8-4.7)
s p<0.01 = p=0.15
2 60 £ 60+
§ ¢ § % mmCR = SD
§" T H mmPR EEPD
g 20 S 20
E Treatment-n (%) a-PD-(L)1 mAb 106 (88) 14 (88) 92 (88)
’ 0 5 1 15 20 25 30 °3 10 20 30 40 EeA BT | () gilo) 28
99 65 34 20 5 4 2 9 74 23 " 6 a-PD-(L)1 mAb + Bev 5 (4) 1(6) 4(4)
22 9 4 3 1 0 0 2 15 5 2 0
Months Months
, . , , od Cityof
Derosa L et al Ann Oncol 2018 (RCC Investigators: DeRosa, Albiges, Escudier) Ho pe



Microbiome in Renal Cell Carcinoma

Summary:
* 60 pts with lung cancer
* 40 pts with kidney cancer

Baseline and serial stool collections after
checkpoint inhibitor initiated

Specific bacterial species associated with
response

Akkermansia E.hirae 13144
100 p=0.032 <100 p=0.044
® T
280 280
c 2
+ B 3
S o 60 o 60
(a0} [ag]
O O
¢ 40 < 40
S S
S o
g2 o 20
g 2
a0 I T T ) 1 ) 1 a0 r T T T T T 1
0 3 6 9 12 15 18 0 3 6 9 12 15 18
IFNp18115 11 7 5 1 1 1 IFNp28119 45 10 8 3 2 0
IFN-4<181 16 9 3 2 0 0 0 IFNg28119 15 7 5 2 2 0

Months Months

Routy B et al Science 2017 (RCC Investigators: DeRosa, Albiges, Escudier)

CAG00274, 2209, Erysipelotrichaceae bacterium 5_
C

I Enriched in R: Objective response (PR and SD)
I Enriched in NR: Objective response (PD or death)

CAG00301, 3187 Akkermansia muciniphila IR
'AG00453, 1942, unclassified I
CAGO|245 780, Firmicutes I

CAG00469, 1928, Eubacterium sp. CAG:146 I
CAGO0871, 1362, Lachnospiraceae NN
CAG01090, 1026, unclassified Firmicutes
54FAA [ ]
\G00134, 2690, Cloacibacillus porcorum I
CAG00347, 2087, Enterococcus raeuum ]
CAGO0363, 2056, Intestinimonas N
CAG01227, 815, unclassified N
CAG00821, 1461, unclassified Clostridiales R
CAGO0646, 1668, Alistipes I
CAG01223, 819, unclassified Firmicutes |
CAGO0355, 2067, Bacteroides sp. CAG:661 N
CAG00328, 2113, Alistipes indistinctus [N

CAG00966, 1209, Firmicutes bacterium CAG:552 I

CAGO0391, 2019, unclassified Clostridiales =
CAGO0676, 1643, unclassified Firmicutes —
CAGO01308, 666, unclassified Firmicutes |INEEEG—_—__

I CAGO1112, 1008, unclassified Clostridiales
I CAG01004, 1161, Prevotella
I CAGO0960, 1218, Clostridium sp. CAG:921
I CAGO0658, 1661, unclassified Fimmicutes
I CAGO00473, 1920, Prevotella sp. CAG:617
CAG00308, 2153, unclassified
CAGO01161, 934, unclassified
CAG00137, 2673, Clostridiales
CAG00048_1, 1403, Clostridiales
[N  CAG00008, 6646, Clostridium bolteae
I CAG00211, 2389, Firmicutes bacterium CAG:227
I CAG00168, 2534, Clostridiales bacterium VE202-14
I CAGO1214, 832, Blautia
I CAG00175, 2509, Bacteroides clarus
[N CAG00835, 1444, Proteobacteria
CAG00065, 3272, Blautia
CAG00116, 2783, Bacteroides nordii
CAG00141, 2649, Parabacteroides distasonis

o - o
c s

0.005 =
0.01
0.05
0.05
0.01 |
0.005 |
0.001

0.001 —

Signed p-value

I Enriched in patients PFS >3 mo
I Enriched in patients PFS <3 mo

CAG01308, 666, unclassified Firmicutes N
CAGO0469, 1928, Eubacterium sp. CAG:146
CAG00453, 1942, unclassified I
CAG00646, 1668, Alistipes I
CAG00301, 3187, Akkermansia muciniphila |
CAG00363, 206, Intestnimonas ]
CAG00064, 3310, unclassified
CAG00116, 2783, Bacteroides nordii [N
CAG01090, 1026, unclassified Firmicutes I
CCAG00945, 2321, Bacteroides xylanisolvens [N
CAG01262, 750, Blautia |
CAG01227, 815, unclassified N

CAGO0670, 1648, unclassified Firmicutes N
CAG00862, 1390, Fimicutes bacterum CAG:129 |
CAG01245, 780, Firmicutes
CAG00676, 1643, unclassified Firmicutes N
CAGO0604, 1714, Firmicutes bacterium CAG:110 I E—
CAG00559, 1776, unclassified Clostridiales IR
CAGO01200, 863, Clostridiales N
CAG00913, 1291, unclassified N
CAG00854, 2572, Ruminococcaceae N
CAG00629, 1684, Fimicutes bacterium CAG:124
CAG00317, 2130, Clostridium sp. CAG:230 N
CAGO0555, 1782, Flavonifractor |
CAG00391, 2019, unclassified Clostridiales I
CAG00049, 3561, Bacteroides caccae NN
CAGO0695, 1618, unclassified Firmicutes N
CAG00994, 1171, unclassified Firmicutes IR
CAGO01342, 613, unclassified Ruminococcaceae N
CAG00250, 2262, Ruminococcus sp. CAG:353
I CAGO0690, 1629, unclassified Clostridiales
N CAG00141, 2649, Parabacteroides distasonis
N CAG00211, 2389, Fimmicutes bacterium CAG:227
I CAG00048_1, 1403, Clostridiales
I CAG00168, 2534, Clostridiales VE202-14
I CAG00720, 1590, Anaerotruncus colihominis
I CAGO1401, 522, Lachnospiraceae
I CAG00981, 1189, Erysipelotrichaceae

T T T
o~ - o
S S

0005 —
0.01 -
0.05 -
0.05 -
0.01 -
0005 ~
0001 -

0001 =

Signed p-value
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Gut Modulation with CBM-588 in RCC

Probiotic CBT ——
No probiotic CBT == = =

Log-rank P =0.005

1 —
% - 100 +—=
Probiotic CBT —w8w—

S g4 - ot e
g 80 ‘_‘: No probiotic CBT _ 8o
[} t X
2 1 Log-rank P = 0.009 Sy
2 60+ Y §
a o S 604
3 =
S n
% [ =
S 40 “Ha S 404
2 4 5
§ e, “+ o - o]
2 204 L 20
o -
& =t

0+ 0

T T T T T T T
0 50 100 150 200 250 300 350 0

: Time since first dose of ICI (days)
Number at risk

ProbioticCBT 39 35 28 22 19 14 11 10
No probiotic CBT 79 58 41 33 28 19 16 10

Number at risk
Probiotic CBT 39
No probiotic CBT 79

T T T T T T
50 100 150 200 250 300 350
Time since first dose of ICI (days)

37 35 30 27 21 20 19
65 59 54 45 38 33 27

CBM-588 clinical data and MOA.

CBM-588 may augment the activity of CPIs in
NSCLC (top), perhaps facilitated by a complex
interplay with the immune milieu in the gut (right)

Routy et al Science 2018; Tomita et al Cancer Immunol Res 2020; Hagihara et al iScience 2020

Clostridium butyricum ™%, __
v
Gut microbiome:
change Composition change '
[Upid 1 Carbohy 1]< [Biﬂdobacfeﬁum?,LaaobadthsT] ‘
Intestinal lumen : 1 )

: f - )i
@ Short chain fatty acid | : /
J : %
Antibiotics induced dysbiosis v i
) | U \RJ Mucin productiont ! !
Tight Junction protein

PGJ,
(Prostaglandin)
4
Palmitoleic acid
(Lipokine) P 15d-PGJ,
»

PPARY e T
m—— % (N‘F-KBL,HSP-ZIOL 101 | reg
\ ’000’@30 \ *| Pro-inflammatory cytokine | ¢~ ~~"=""-----
Anti-inflammatory cytokine 1
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Nivolumab/lpilimumab + CBM-588: Phase 1B Study

FOCUS | ARTICLES

https://doi.org/10.1038/541591-022-01694-6

OPEN [ ) Chook tor updates
Nivolumab plus ipilimumab with or without live

bacterial supplementation in metastatic renal cell
carcinoma: a randomized phase 1 trial

Nazli Dizman'?%, Luis Meza©'®, Paulo Bergerot®#, Marice Alcantara®, Tanya Dorff', Yung Lyou’,

Paul Frankel®, Yujie Cui®, Valerie Mira', Marian Llamas’, Joann Hsu', Zeynep Zengin', Nicholas Salgia’,
Sabrina Salgia', Jasnoor Malhotra', Neal Chawla’, Alex Chehrazi-Raffle', Ramya Muddasani’,

John Gillece®, Lauren Reining?®, Jeff Trent®, Motomichi Takahashi® 7, Kentaro Oka’, Seiya Higashi’,
Marcin Kortylewski ™4, Sarah K. Highlander ©¢%*? and Sumanta K. Pal ©1*

Hope

Dizman, Meza, Bergerot et al Nature Medicine 2022



Nivolumabl/lpilimumab + CBM-588: Phase 1B Study

Metastatic renal cell carcinoma and:
Measurable metastatic disease
ECOG performance status 0-1
No prior systemic therapy for metastatic
disease
Intermediate- or poor-risk disease by IMDC
classification

No history of autoimmune disease

Nivolumab 3 mg/kg IV every 3 weeks x 4
+ |pilimumab 1 mag/kg IV every 3 weeks x 4
- Nivolumab 480 mg IV monthly

+

CBM-588 80 mg oral twice daily

2:1 Randomization

Nivolumab 3 mg/kg IV every 3 weeks x 4
e+ Ipilimumab 1 ma/kg IV every 3 weeks x 4
- Nivolumab 480 mg IV monthly

week 12
Secondary Endpoints: Change in Shannen index, progression-free
survival (PFS), response rate (RR) and toxicity

Statistical Analysis: With 30 patients (randomized 2:1), 0% power to

between study arms using a two-group t-test with a 1-sided type | error
of 0.05.

Dizman, Meza, Bergerot et al Nature Medicine 2022
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Nivolumab/lpilimumab + CBM-588: Phase 1B Study

a b
1.0 A 1.0 5 —D
0.8 0.8
3 2
= E + + + + + +
$
g 0.6 @ 0.6
a §
S 0.4 Median (months) & 0.4 — Median (months)
g I Nivotumab-ipilimumab with CBMS88 127 I Nivolumab-ipilimumab with CBMs88  Not reached
o B *vohumeb-ipimumat 25 I Nivolumab-ipilimumab Not reached
HR 0.15
0.2 (95% C10.05-0.47), 0.2
P<0.001
04 0
| | | I I I I I 1 [ I I I I I I I I
0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24
Months Months
Number at risk Number at risk
Nivo-ipi-CBM588 19 15 12 1 7 5 4 2 0 Nivo-ipi-CBM588 19 18 16 13 9 7 6 3 0
Nivo-ipi 10 3 1 0 0 0 0 0 0 Nivo-ipi 10 9 7 5 4 3 2 1 0

N\ C'
Hobe

Dizman, Meza, Bergerot et al Nature Medicine 2022



Nivolumab/lpilimumab + CBM-588: Phase 1B Study

€ 100 - d 100 4
% - 90 I \wolumab-ipiimumab with CBMS88
. gl
ea - 7 - B nivolumab-ipilimumab
60 - e=  Progressive disease despite disease control
70 = 50 4 in target lesions
21% £
i 60 - 8 40
© 2 30
i 50 = 20
&
& 40 5 10
10 < 0
30 -10 -
20 - =20 -
2 -30 +
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0 - E -50 -
Nivolumab-ipilimumab with Nivolumab-ipilimumab -60 -
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Nivolumab/lpilimumab + CBM-588: Phase 1B Study

a Bifidobacterium spp. P=0.454
I P=0304 !
P=0.683
0.03 [ 1
g
8 P=0.461
c | — |
3 0.02
©
2
=
i
0.01
0 -
T T T T
Baseline Week 12 Baseline Week 12

Nivolumab—ipilimumab
(n=8)

Nivolumab—ipilimumab with CBM588
(n=18)

Dizman, Meza, Bergerot et al Nature Medicine 2022

Relative abundance

0.03 +

0.02 —

0.01 +

P=0.024
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[ —
P=0.469
f | ———o

— ;
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Baseline Week 12 Baseline Week 12 Baseline Week 12 |Baseline Week 12

Non-responders Responders Non-responders Responders
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Nivolumab—ipilimumab Nivolumab—ipilimumab with CBM588
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Study Design: IRB 21133 (enrolling now)

Cabozantinib 40 mg oral daily +
Nivolumab 480 mg IV monthly
+
CBM-588 80 mg oral twice daily
Metastatic renal cell carcinoma and:

Measurable metastatic disease
ECOG performance status 0-1
No prior systemic therapy for metastatic
disease
Intermediate- or poor-risk disease by
IMDC classification
No history of autoimmune disease

2:1 Randomization

Cabozantinib 40 mg oral daily +
Nivolumab 480 mg IV monthly

Primary Endpoint: Change in Bifidobacterium spp from baseline to Statistical Analysis: With 30 patients (randomized 2:1), 80% power
week 12 to detect a 1-standard deviation change in specific Bifidiobacterium
Secondary Endpoints: Change in Shannon index, progression-free spp between study arms using a two-group t-test with a 1-sided type |
survival (PFS), response rate (RR) and toxicity error of 0.05.

Presented By: Luis Meza, MD #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 ASCO
City of Hope Comprehensive Cancer Center Permission required for reuse. ANNUAL MEETING



(Published simultaneously in The Lancet)

Sunitinib versus cabozantinib, crizotinib or savolitinib in
metastatic papillary renal cell carcinoma (pRCC): Results
from the randomized phase Il SWOG 1500 study

Sumanta K. Pal," Catherine Tangen,? lan Murchie Thompson Jr.,2 Naomi B. Haas,* Daniel J. George,® Daniel Yick Chin Heng,® Brian
M. Shuch,” Mark N. Stein,® Maria S. Tretiakova,® Peter Humphrey,'® Adebowale Adeniran,'® Vivek Narayan,'" Georg A. Bjarnason, 2
Ulka N. Vaishampayan,'3 Ajjai Shivaram Alva,'3 Tian Zhang,'* Scott Wesley Cole,'® Melissa Plets,? John Wright,'® Primo N. Lara Jr."”

Department of Medical Oncology & Therapeutics, City of Hope Comprehensive Cancer Center, Duarte, CA;' SWOG Statistical Center, Fred Hutchinson Cancer Research Center, Seattle, WA;2 Christus Santa
Rosa Medical Center Hospital, Houson, TX;3 Abramson Cancer Center, University of Pennsylvania (ECOG-ACRIN), Philadelphia, PA;4 Duke University Medical Center, Durham, NC;® Department of Oncology,
Tom Baker Cancer Center, Calgary, AB;® Institute of Urologic Oncology, David Geffen School of Medicine at UCLA, Los Angeles, CA;” Columbia University Medical Center, New York, NY;8 University of
Washington, Seattle, WA;® Yale University, New Haven, CT;10 University of Pennsylvania, Philadelphia, PA;!" Sunnybrook Odette Cancer Centre (CCTG), Toronto, ON;'2 University of Michigan, Ann Arbor, MI;13
Duke Cancer Institute Center for Prostate and Urologic Cancers, Duke University, Durham, NC;'* Oklahoma Cancer Specialists and Research Institute (NRG Oncology), Tulsa, OK;'s National Cancer Institute,
Cancer Therapy Evaluation Program, Investigational Drug Branch, Bethesda, MD;'¢ UC Davis Comprehensive Cancer Center, Sacramento, CA1”
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Results: Accrual and Futility Analysis

. Eromab\pril 2016 to December 2019, 152 patients were enrolled at 65 centers throughout the US and
anada

Primary Endpoint:

mPRCC * Progression-free survival
» Histologically confirmed Secondary Endpoints:
diagnosis of PRCC * Overall survival

* Response rate

» Adverse events

» Exploratory evaluation of:

* MET mutational
status

* MET expression

* Measurable disease

* 0-1 prior lines of therapy

* No prior therapy with
sunitinib

» Zubrod 0-1
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Results: Progression-Free Survival

Progression-Free Survival
Data as of October 14, 2020

Median 95%
AtRisk Failed in Months Conf. Int.
—— Cabozantinib 44 32, 9.0 6-12)
Crizotinib 28 26 2.8 3-4)
)] (3 -7

-- Savolitinib 3.0

Cabozantinib
Crizotinib
Savolitinib
Sunitinib

20
Months After Registration

» Cabozantinib significantly prolonged PFS relative to sunitinib (HR 0.60 (95%CI 0.37-0.97 [1-sided P-

value=0.019])
presentep By: Sumanta K. Pal, MD -
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Concept: Clinical Trial Schema

mPRCC
Histologically confirmed
diagnosis of PRCC
Measurable disease
0-1 prior lines of therapy
No prior 10 or Cabo/Sutent
Zubrod PS 0-2

Stratification Factors

* Zubrod Status (0-1 vs 2)

+ Histology (Type 1 vs 2 vs NOS)

* Number of Prior Lines of Therapy
» PD-L1 Status (if 3 arm trial)

Leading cancer research. Together.

Primary Endpoint
* Progression-Free Survival

Secondary Endpoints

» Overall Survival

» Objective Response Rate

+ Complete Response Rate

* Clinical Outcome by
* MET mutational/expression status
* WES (ex. Tesi/Tangio gene

signature)

* PD-L1/TMB expression

Cabozantinib

Cabozantinib +
Atezolizumab

* PI: Benjamin Maughan, MD

+ Co-Pl: Sumanta Pal, MD

SWOG



Thank you for your attention!

Please contact me at or @montypal.
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