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Abstract #1

Choueiri, et al. Tivozanib—nivolumab vs tivozanib monotherapy in
patients with renal cell carcinoma (RCC) following 1 or 2 prior
therapies including an immune checkpoint inhibitor (ICl): Results of
the phase Il TiNivo-2 study.

Tivozanib
Locally advanced or metastatic clear
cell RCC after progression on 1 or 2 O.89Nr::,go:3u% a[i; i %ﬂ%
lines of therapy, one of which was an 480 mg IV, D1 . PFSbyIRR
ICl: ;
» Progression during or following 26 dashdf :Sec(c))gdary
weeks of treatment with an ICI «  PFSby INV
Time from immediate prior line of = e S . ORR
therapy to randomization <6 months 1.34 ma PO. D1-21 . DOR
Measurable disease (RECIST v1.1) 3 r?=17é . Safety/tolerability

ECOGPS:0or1

28-day cycles”



Primary Analysis of Centrally Reviewed PFS (primary endpoint)

100 ITT Population

80 Tivozanib + Nivolumab Tivozanib
s (n=171) (n=172)
< PFS events, n (%) 118 (69) 112 (65)
x 607 - : - :
4 Median PFS (95% CI), mo 5.7 (4.0-7.4) 7 7.4(569.2)
ﬁg_ Stratified HR (95% Cl) 1.10 (0.84-1.43); p=0.49
b 40
w
o

20 7

0 + Censored
0 3 6 9 12 15 18 21 24
No. at risk Time since randomization (months)
Tivozanib + Nivolumab 171 118 76 61 17 10 1 0
Tivozanib 172 120 85 58 22 8 0

Median follow-up was 11.8 months in the tivozanib + nivolumab cohort and 12.5 months in the tivozanib monotherapy arm




Centrally Reviewed PFS by Subgroups

Tivozanib + Nivolumab

Category

Age
<65 years 68/89
265 years 50/82

Sex
Male 86/125
Female 32/46

ECOG PS

0 52/76
1 66/94

IMDC risk category
Favorable 18/30
Intermediate 78/114
Poor 22/27

VEGFR-TKI use in most recent line
Yes 37/45
No 37/66

No. of previous VEGFR-TKIs (any prior line)

0 29/53
1 69/96
2 20/22

Median PFS

Event/N (95% CI), months

48(3.7-73)
9.2 (5.5-9.6)

5.6 (3.9-7.5)
6.7 (3.7-10.9)

7.3(4.09.4)
5.5 (3.7-9.0)

9.3 (4.0-11.4)
5.7 (4.0-9.4)
3.7 (2.7-74)

34 (2.2-48)
9.6 (7.5-11.2)

9.6 (7.4-15.3)
54 (3.7-6.7)
3.1(2.1-4.0)

Tivozanib
Median PFS
Event/N (95% CI), months
65/97 7.4(55-9.2) B
47175 7.6 (5.2-10.0) —ar—
88/134 7.4 (5.5-9.2) —.—
24/38 7.4 (56-12.9) ————y
53/85 8.8 (7.2-11.1) ——
59/87 6.0 (3.7-8.6) —a—
15/31 11.2(9.3-13.1) b =
751115 7.4(45-84) it
22/26 5.7 (23-9.2) —_—————
37150 3.7(19-7.2) :J:
36/65 93(7.4-14.7)
28/53 9.4 (7.4-15.5) b—t————
70/101 7.4(55-8.8) e
14/18 3.8(1.9-7.2) S
«— Tivozanib + Nivolumab better | Tivozanib better —»
T T 1

0

review, PFS, progression-free survival: VEGFR-TK), vascuiar endothelal growth factor receplor tyrosine knase innibitor

1

2 3

PFS HR
(95% CI)

1.25 (0.89-1.76)
0.92 (0.61-1.37)

1.01 (0.75-1.36)
1.27 (0.75-2.16)

1.15 (0.78-1.69)
0.95 (0.67-1.36)

1.37 (0.69-2.73)
0.99 (0.72-1.36)
1.35 (0.73-2.50)

0.96 (0.61-1.52)
0.95 (0.60-1.51)

1.03 (0.61-1.74)
1.04 (0.74-1.45)
1.33 (0.67-2.65)

ECOG PS, Eastern Cooperative Oncology Group performance stalus; HR, hazard rafio, ICI immune checkpoint inhibitor, IMDC, Infermational mRCC Database Consorium, IRR. independent radiology

9

Centrally Reviewed PFS by Line of Therapy

Second-Line Therapy

PFS per IRR (%)
8

PFS events, n (%)
Median PFS (96% CI), mo
HR (95% C1)

7164

75(54993)

64 (61)

92(74100)
115 (082-1 62), p=

04283

PFS per IRR (%)
8

+ Censored 2%

0 3 8
No. at risk

Twvozanib + Nivolmab 111 7% 52
Tivozanb 105 81 58

9 12 15 18 21

Time since randomization (months)

40 1" o 0
4 16 7 0

No. at risk
Twvozanib + Nvolumab
wozanb

Third-Line Therapy

PFS events, n (%)
Median PFS (95% CI), mo
HR (95% CI)

4778
48(3275)

48(12)

55

29-74)

097 (065-145). p=0 8366

4 Censored

)
39

6 9 12 15
Time since randomization (months)

£ 21 8 4
z 15 5 1

18

1
0

21

K



Overall Survival

100
Tivozanib + Nivolumab Tivozanib
' (n=171) (n=172)
80 | 0S events, n (%) 53 (31) 57 (33)
' Median 0S (95% CI), mo 17.7 (15.1-NR) ' 22.1(15.2-NR)
" HR (95% CI) 1.00 (0.68-1.46); p=0.9868
| 00
S
172]
O
40 -
=+ + Censored
20
Overall survival data are not mature.
0 - At data cutoff, 32% of events had occurred.

-
—

) L L 1 I I Ll

Ll Ll L
0 3 6 9 12 156 18 21 24 27 30 33
No. at risk Time since randomization (months)

Tivozanib + Nivolumab 171 157 139 117 57 27 7 1 0
Tivozanib 172 158 146 122 67 30 6 2 1 1 0



Best Overall Response per Central Review

ORR, n (%) [95% CI]
CR, n (%)
PR, n (%)
SD, n (%)
PD, n (%)
NE, n (%)
mDOR (95% Cl), mo

Tivozanib + Nivolumab

(n=171)
33 (19.3) [13.7-26.0]

1(0.6)

32 (18.7)

74 (43.3)

49 (28.7)

15 (8.8)
15.77 (5.65-NR)

Tivozanib
(n=172)

34 (19.8) [14.1-26.5]

1(0.6)
33 (19.2)
81 (47.1)
43 (25.0)
14 (8.1)
9.66 (3.71-NR)




Safety Summary

Adverse event v b gt ek
Any-cause TEAE, n (%) 163 (97) 167 (98)
Related TEAE 137 (82) 144 (84)
Tivozanib 135 (80) 144 (84)
Nivolumab 119 (71) 0
Grade 23 AE, n (%) 102 (61) 103 (60)
Related 54 (32) 60 (35)
Serious AE, n (%) 54 (32) 64 (37)
Related 14 (8) 15 (9)
Death due to AE, n (%) 7 (4) 5(3)
Related 0 1(<1)
TEAE leading to discontinuation, n (%) 27 (16) 33 (19)
Due to tivozanib 19 (11) 33 (19)
Due to nivolumab 22 (13) 0
TEAE leading to dose interruption, n (%) 82 (49) 93 (54)
Due to tivozanib 79 (47) 93 (54)
Due to nivolumab 35 (21) 0
TEAE leading to dose reduction of tivozanib, n (%) 18 (11) 38 (22)
Median duration of treatment (range), months 6.3 (0.0-20.7) 7.4 (0.1-17.9)

Most Common All-Grade Adverse Events Regardless of Causality

Tivozanib 0.89 mg + Nivolumab Tivozanib 1.34 mg

Adverse event, n (%)? (n=168) (n=171)
Hypertension 62 (37) 69 (40)
Fatigue 49 (29) 68 (40)
Diarrhea 51 (30) 62 (36)
Nausea 26 (16) 47 (28)
Decreased appetite 37 (22) 46 (27)
Vomiting 20 (12) 36 (21)
Asthenia 39 (23) 35 (21)
Proteinuria 16 (10) 30 (18)
Constipation 17 (10) 29 (17)
Arthralgia 26 (16) 27 (16)
Cough 26 (16) 26 (15)
Hypothyroidism 15(9) 26 (15)
Anemia 28 (17) 16 (9)

Pruritus 26 (16) 11 (6)




Takeaways:

- TiNivo-2 confirms and expands on data from the CONTACT-03

study, suggesting that 10 re-challenge should NOT occur post
failure of 10.

- Reduced Tivozanib dose in the combination arm may have
Impacted results of the study.

- Results support activity of Tivozanib monotherapy as early as
2nd line of therapy in RCC post 10 failure.
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Abstract #2

Rini BI, et al. Final analysis of the phase Ill LITESPARK-005
study of belzutifan versus everolimus in participants (pts) with
previously treated advanced clear cell renal cell carcinoma

iqibili iteri N =374
Key Eligibility Criterta Belzutifan 120 mg orally daily
* Unresectable, locally advanced or metastatic clear cell RCC R 1:1
* Disease progression after 1-3 prior systemic regimens,
including 21 anti-PD-(L)1 mAb and 21 VEGFR-TKI
» Karnofsky Performance Status score 270% N =372 Everolimus 10 mg orally daily
Stratification Factors Dual Primary Endpoints: Key Secondary Endpoint:
* IMDC prognostic score®: 0 vs 1-2 vs 3-6 * PFS per RECIST 1.1 by BICR * ORR per RECIST 1.1 by BICR
* Prior VEGFR-targeted therapies: 1 vs 2-3 «0S
» The study was considered positive if either Other Secondary Endpoints Include:
of the dual primary endpoints was met « DOR per RECIST 1.1 by BICR

« Safety



Primary Endpoint: PFS per RECIST 1.1 by BICR
e

o Events 82.4% 75.0%
80 =

70 = ' :
60 = HR (95% CI) 0.75 (0.63-0.88)

Median, mo (95% Cl) 5.6 (3.8-6.5) 56 (4.8-5.8)

50 =
40+
30
20
10

PFS, %

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

Months
No. at Risk

Belzutifan 374 218 156 135 113 91 74 61 56 50 39 27 16 10 5 0
Everolimus 372 226 113 70 41 26 21 12 9 7 6 3 0 0 0 0



PFS by BICR per RECIST 1.1 in Subgroups

Events/Participants Hazard Ratio (95% CI)
Overall 587/746 —— 0.75 (0.63-0.88)
Al
9<°65 years 341/433 —a— 0.84 (0.67-1.05)
>65 years 246/313 —a— 0.62 (0.48-0.81)
Sex
Male 466/581 —l— 0.75 (0.62-0.91)
Female 121/165 —_—— 0.74 (0.51-1.07)
Race
White 466/588 —— 0.75 (0.62-0.91)
All others 89/121 L 0.67 (0.43-1.04)
Region
North America 121/164 — 0.70 (0.48-1.01)
Western Europe 301/373 -1 0.85 (0.67-1.07)
Rest of world 165/209 — 0.64 (0.47-0.88)
IMDC risk categories
Favorable 120/165 —_— 0.71 (0.49-1.03)
Intermediate 395/490 —a— 0.76 (0.62-0.94)
Poor 72/91 L 0.65 (0.40-1.06)
No. prior VEGF/VEGFR therapies
1 294/376 —a— 0.78 (0.62-0.99)
2-3 293/370 —a— 0.72 (0.57-0.92)
No. prior lines of therapy
1 76/97 - 0.55 (0.34-0.88)
2 250/324 —a— 0.81 (0.63-1.05)
3 255/319 —a— 0.77 (0.59-0.99)
I T T 1
0.3 0.5 18 1.5 20

Favors belzutifan Favors everolimus
Content of this presentation is copyright and responsibility of the author. Permission is required for re-use

m Dr. Brian Rini



Primary Endpoint: OS

90 =
Events 67.9% 69.6%
80 :
70- 567 9% Median, mo (95% Cl) 21.4(18.2-24.3) 18.2(15.8-21.8)
60 | HR (95% CI) 0.92 (0.77-1.10); P=0.18
2 ' o
v 504 i65.8/0
o H
40 -
30 =
20 =
10
0_ H H
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Months
No. at Risk
Belzutifan 374 347 305 274 254 224 207 189 169 148 111 75 54 31 18 4 0
Everolimus 372 347 301 270 244 212 188 170 152 128 92 64 38 20 12 5 1



ORR (Key Secondary) and DOR (Secondary Endpoint)
by BICR per RECIST 1.1

Belzutifan Everolimus 1004 g Pts with
(N = 374) (N = 372) 90 71.1%} response, n 85 13
: Median TTR, mo 38 37
ORR, % 22.7% 3.5% " 80+ (range) (1.7-220)  (1.8-5.7)
(95% Cl) (18.6-27.3) (1.9-5.9) < 70- Median DOR, mo 19.3 13.7
@ (range) (1.9+-40.1+) (3.8-29.5+)
Estimated difference g 804
in % (95% CI) 19.2 (14.8-24.1) é 5o 43_7%g
Confirmed best objective response, % %’ 40+
CR 3.5% 0 g 30+
PR 19.3% 3.5% 20+ 23.1%
sD 38.2% 65.9% 10+ i
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Not evaluable? 1.3% 2.4% ibisiihe
No assessment? 3.7% 6.7% No. at Risk
Belzutifan 85 83 78 67 59 50 38 33 30 20 16 14 7 5 0
Everolimus 13 13 10 8 8 6 4 3 3 2 0 0 0 0 0

Survival Follow-Up: Pa

Belzutifan Arm

rticipants With No Subsequent Therapy

Total, n=173
Alive at FA®, n=61

® Death

T T T T
10 20 30 40
Time to death or last known alive months

1
50

Participants, No Subsequent Therapy

Everolimus Arm

Total, n=121
Alive at FA®, n=12

® Death

T T T
10 20 30 40
Time to death or last known alive months

1
50



ADR

Anemia
Hypoxia
Dizziness
Dyspnea
Fatigue

Nausea

Weight
increased

L ONETess

ADR

Anemia
Hypoxia
Dizziness
Dyspnea
Fatigue

Nausea

Weight
increased

Incidence, n (%)

310 (83.3)
53 (14.2)
50 (13.4)
57 (15.3)
120 (32.3)
69 (18.5)

22 (5.9)

Incidence, n (%)

310 (83.3)
53 (14.2)
50 (13.4)
57 (15.3)
120 (32.3)
69 (18.5)

22 (5.9)

Time to onset, median (range), mo

1.0 (0.03-27.4)
1.0 (0.03-21.1)
2.3(0.03-34.2)
1.9 (0.03-25.8)
1.5 (0.03-29.9)
1.4 (0.03-24.0)

3.3 (0.5-15.0)

4.6 (0.1+-47.1+)
0.5 (0.03-31.9+)
1.1 (0.03-35.2)
3.3 (0.03-39.5+)
NR (0.1-43.9+)
1.2 (0.03-38.6)

16.6 (0.6-40.0+)

= .
&

i

- .

e

L

-

| | l I l |
0 10 20 30 40 50

Months
Duration, median (range), mo

—i

[5

&

— .

A

T T | I | 1
0 10 20 30 40

Months

50



Takeaways:

- At final analysis of LITESPARK-005, Belzutifan continues to
show a PFS and ORR benefit versus Everolimus, with some
responses lasting for >2 years.

- No OS benefit was observed.

- No new safety signals were observed. Median time to onset of
most common TRAES was <2 mos.

- This trial supports use of Belzutifan as a Tx option in advanced
ccRCC, post-10 and post VEGF-TKI.
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Abstract #3

Ciccarese C, et al. Fecal microbiota transplantation (FMT) versus
placebo in patients receiving pembrolizumab plus axitinib for
metastatic renal cell carcinoma: Preliminary results of the
randomized phase Il TACITO trial.

TACITO Study design:

(50 Patients . - )
«  RCC of any histology =P Fecal Microbiota Transplantation (FMT)

Measurable disease 1:1
. ECOG PS 0-1

»  Eligible to axitinib + pembrolizumab > Placebo (Pbo)
N J
Axitinib + pembrolizumab (AxiP) per SOC

5 g ! 1 1
Primary endpoint: FMT/Pbo-1 FMT/Pbo-2 FMT/Pbo-3
The rate of patients free of progression after Within 8 wks from the start of AxiP 12 wks after FMT/pbo-1 24 wks after FMT/pbo-1

1 year from randomization (1y-PFS rate). f.' ml

Secondary endpoints:
mPFS, mOS, ORR, safety, microbiota
characterization.

Fecal/Pbo transplantation by colonoscopy. Fecal/Pbo transplantation by frozen oral capsules.

FMT/Pbo-1 fecal administration was performed via colonoscopy, by infusing at least 50 g of fresh feces from the donor, within 8 hours of
thawing, previously filtered and manually homogenized in 100/200 mi of saline solution, according to intemational guidelines for frozen stool’



- Study donor - a 57 yo man with ccRCC s/p nephrectomy who
developed >60 BL pulmonary mets and received
Ipilimumab/Nivolumab, with CR.

[ 54 patients screened ]

)[ 4 Did not respect inc/excl criteria ]

50 randomuzed

ZDaeaseprogr
JL)elayornssm

[ 14 received FMT-3 ]

Accrual penod 33 months (from February 2021 to November 2023)

6 Disease
2 Dehy»o«msm

—é[ 2 Delaylomsssion ]

v
[ 16 received Pbo-3 ]

Baseline
characteristics

Median age (years)
(min-max)

Male sex

Nephrectomy

Tumor histology
Clear cell
Papillary
Chromophobe

Sites of metastases
Lung
Lymph node
Bone
Pancreas
Liver

IMDC prognostic class
Favorable
Intermediate
Poor

FMT
N=25 (%)

61
(47-78)

19 (76.0%)
14 (56.0%)

23 (92.0%)
1(4%)
1(4%)

19 (76.0%)
9(36.0%)
7 (28.0%)
6 (24.0%)
3 (12.0%)

7 (28.0%)
14 (56.0%)
4(16.0%)

Placebo
N=25 (%)

61
(42 - 80)

19 (76.0%)
16 (64.0%)

21 (84%)
3 (12%)
1(4%)

16 (64.0%)
15 (60.0%)
6 (24.0%)
2 (8.0%)
6 (24.0%)

8 (32.0%)
12 (48.0%)
5 (20.0%)




Primary endpoint
Rate of patients free of progression after 1 year from randomization:

80.0%
70.0%
60.0%
50.0%
40.0%
30.0%
20.0%
10.0%

0.0%

FMT increased the 1-y PFS rate of 31.7%
—  compared to Pbo (p = 0.036)
The primary endpoint was met.

FMT Placebo 44 patients had 212 months of follow-up: 24 (96%) FMT vs. 20 (80%) Pbo



Progression-Free Survival [%]

Secondary endpoints
PFS and OS in the overall population:

PFS FMT Placebo FMT Placebo
N=25 N=25 N=25 N=25
100% - Median 14.2 months 9.2 months 100% - Median NR 25.3 months
95% ClI 09-276 30-154 95% ClI NR-NR 17.1-336
2
c
50% 4 (3 50%
TN .§
ey 2 5%
25% e Prdbo 8 - Placebo
- FMT - EMT
0% 0% v . . v v y
0 8 12 18 24 30 36 0 6 12 18 24 30 36
time [months] time [months] f
—n 15 7 5 2 0 0 o 24 16 12 6 2 1
N—5 2 15 10 6 3 1 —_25 25 18 13 10 8 4




ORR in the overall population:

Tumor Response* el Placebo
P N=25 (%) N=25 (%)

Overall Response Rate 13 (52.0%) 7 (28.0%)
Complete response 0 0
Partial response 13 (52.0%) 7 (28.0%)

Stable disease 9 (38.0%) 11 (44 .0%)

Progressive disease 2 (8.0%) 7 (28 0%)

Not evaluable 1(4.0%) 0



S
Takeaways:

- TACITO highlights the active role of microbiome in RCC.

- FMT increased 1-year PFS compared to placebo in advanced
RCC pts treated with Axi/Pembro.

- No severe AEs were noted with FMT.

- Longer F/U is needed for median PFS and OS.
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Abstract #4

Voss MH. First-line pembrolizumab plus lenvatinib for non—clear cell renal
carcinomas (nccRCC): Extended follow-up of the phase 2 KEYNOTE-B61
study.

Lee C-H. First-line lenvatinib + pembrolizumab treatment across non-clear
cell renal cell carcinomas: Results of the phase 2 KEYNOTE-B61 study.

Figure 1. Study design

Key Eligibility Criteria
« Histologically confirmed diagnosis Pembrolizumab

of non—clear cell RCC (per investigator)

400 mg IV Q6W for Tumor Assessments

« Locally advanced/metastatic disease SERTERCAATEION 12 weeks from

« No prior systemic therapy + allocation then Q6W
« Measurable disease per RECIST v1.1 Lenvatinib for 54 weeks then

« Tumor tissue sample available 20 mg PO QD Q12W thereafter

* KPS 270%

Primary endpoint - ORR per RECIST 1.1
Secondary endpoints - DCR, DoR, PFS, OS, safety



Figure 3. Confirmed ORR by histology per RECIST v1.1 by BICR

100 -
90 -

80 -

Objective Response Rate (95% ClI), %

Total Papillary Chromophobe Unclassified Translocation Other*
population n=93 n=29 n=20 n=6 n=10
N =158



100 - - 2
:Zip'"ary :'S:)OK:]QV l ‘Any reduction in tumor burden
90 romophobe histology e n/Na
&5 Unclassified histology Hsbgy N %

4 M Translocation and other histology subtypes Al 140/158 88.6
& 70 Papillary 85/88 96.6
i%. 60 - Unclassified 20/21 95.2
e 50 Chromophobe 21/25 84.0
o
™ 40 - Translocation and other 14/15 93.3
Q
-l
- S0
2]
T 20 A e e i e st e — oo
S
= 10
£ o . |
[«})
= 10
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[3°]
M0 -30 -
E uo-
1 ™
L 50
>
g -60
= —70 9
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B
Events, Median (range),
100 n (%) months
Total 49 (31.0) NR (NR-NR)
90 Papillary 31 (33.3) NR (24.7-NR)
Chromophobe 8 (27.6) NR (20.9-NR)
80 ;
]
I
°\° 70 i i T N TTI N
] A iy
0 I
2 60 - :82'8A’ | 72.5%
E ! | 71.8%
N 50 - : 1 75.9%
—_ | I
& m | ’
> : j
O 1 :
30 - : |
I I
I I
20 | |
| I
| |
10 ! !
1 I
1 I
| |
0 | | | | | I‘ | I l I | | | | |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Months
No. at risk
158 155 150 144 140 134 129 121 92 78 61 45 17 0 0 O
93 93 89 84 8 78 77 71 70 57 47 37 28 7 O O

29 27 26 26 26 24 24 23 22

18 15 11 7 5 0 0



A
100
90 -
2
° 80-
©
>
S 70+
®
o 60-
[¢}]
t
L 50-
c
IQ
(7)] =
@ 40
o
S 30
| .
o
20 -
10
0

A 2 il

Events, Median (range),
n (%) months

Total 80 (50.6) 17.9 (15.1-22.1)
Papillary 52 (55.9) 17.4 (13.5-20.7)
Chromophobe 13 (44.8) 26.2 (6.7-NR)

| 63.9%

: 67.1% , 48.1%

I 56.5% ' 46.0%

! | 51.4%
|

;

I

|

! ]

! I

! |

: I
|

: |

| |

| |

| I

I I

| I

1 I

| |

| |

| |

| I

T T f T T ]

14 16 18 20 24 26 30

Months



Event, % Grade 1-2 Grade 3 Grade 4

Any 43 46 5

Hypertension 34 23 0

Diarrhea 41 3 0

Hypothyroidism 36 1 0

PPE 27 2 0

Dysphonia 28 0 0

Proteinuria 23 4 0

Fatigue 25 1 0

Decreased appetite 23 1 0

Nausea 23 1 0

Asthenia 18 3 0

Weight decreased 15 3 0

Stomatits 14 4 0 Tx D/C due to TRAES
Arthralgia 16 0 0 occurred in:
Mucosal inflammation 15 0 0

- 15% Pembro alone

- 13% Lenvatinib
alone

- 4% both




Takeaways:

- KeyNote B61 highlights activity of Pembro/Len in nccRCC
across multiple histologies.

- This study supports use of this combination in the 1st line
advanced nccRCC space.

- Pembro/Len has a tolerable safety profile.
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Abstract #5

Choueiri TK, et al. Overall survival results from the phase 3
KEYNOTE-564 study of adjuvant pembrolizumab versus placebo for
the treatment of clear cell renal cell carcinoma (ccRCC).

Key Eligibility Criteria
« Histologically confirmed clear cell RCC with no prior systemic therapy
» Surgery <12 weeks prior to randomization
» Postnephrectomy intermediate-high risk of recurrence (MO):
— pT2, grade 4 or sarcomatoid, NO
— pT3, any grade, NO

Pembrolizumab 200 mg Q3W
for ~1 year (<17 cycles)

Postnephrectomy high risk of recurrence (MO):

— pT4, any grade, NO

— Any pT, any grade, N+
Postnephrectomy + complete resection of metastasis (M1 NED)
ECOGPSOor1

Placebo Q3W
for ~1 year (17 cycles)

Stratification Factors Primary Endpoint

* M stage (MO vs. M1 NED) + Disease-free survival by investigator
* MO group further stratified:
*ECOGPSOvs. 1
* US vs. non-US

Key Secondary Endpoint
* Overall survival

Other Secondary Endpoints
« Safety



0S8, %

20=

10

SO .
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No. at Risk
Pembro 496 489 486 484 479 470 468 462 451
Placebo 498 494 487 483 476 463 455 441

15 20 25 30 45 50 55 60 65

443 397 270

433 423 382 248 155 79 22

Pembro Placebo

(N = 496) (N = 498)
Events, n 55 86
Median, mo (95% Cl) NR (NR-NR) NR (NR-NR)

Median follow-up was 57.2 months (range, 47.9-74 5)

HR 0.62 (95% Cl 0.44-0.87); P =.002*

T T T T v T T ' ' ' v T T v ! * denotes statistical significance P-alue boundary for OS at IA3
70 75 was 00072 (1-sided) per LanDeMets O'Bren-Fleming spending

approximation a-spending function. As this key secondary endpoint
0 was formally met any future OS analyses will be descnptive only

0 Data cutofl date. September 15, 2023



Events/Participants Hazard Ratio (95% Cl)

Overall 141/994 —a— 0.62 (0.44-0.87)
Agiss yrs 71/664 e 0.51 (0.31-0.83)

>65 yrs 70/330 —a1 0.77 (0.48-1.23)
Sex

Female 38/288 S 1.08 (0.57-2.04
= Male 103/706 —a— 0.50 (0.33-0.75)

ace

White 113/748 —— 0.67 20.46-0.98;

All others 19/175 —_— 0.45(0.17-1.20
ECOG PS

0 105/847 i 0.55 (0.37-0.82)

1 36/147 —-— 0.84 (0.44-1.63)
PD-L1 status

CPS <1 28/237 — 0.65 (0.31-1.38)
= CPS >1 111/748 —— 0.62 (0.42-0.91)

ion
nited States 27/231 —_— 0.68 (0.32-1.47)

Outside United States 114/763 —-— 0.61 (0.42-0.88)
M stage

MO 130/937 —— 0.63 (0.44-0.90)

M1 NED 11/57 L 0.51(0.15-1.75)
Risk category

MO int/high 110/855 —a— 0.59 (0.40-0.87)

MO high 1977 —_— 0.78 (0.32-1.93)

M1 NED 11/57 - 0.51 (0.15-1.75)
Sarcomatoid features

Present 201111 —_— 0.69 (0.28-1.70)

Absent 111/829 —— 0.57 (0.39-0.84)

01 05 115

Data cutoff date: September 15, 2023. Favors pembro Favors> placebo



DFS, %

10-

0-

Pembro Placebo
(N = 496) (N = 498)
Events, n 174 224

Median, mo (95% CI) NR (NR-NR) NR (54.9-NR)
Median follow-up was 57 2 months (range, 47.9-74.5)

HR 0.72 (95% CI 0.59-0.87)

12 months
24 months
36 months
48 months

oot rnnnmOmnnTmnnoOnOOrnrrOrOrrsrnsnaI I I 1oy
T o oo
N nnmnmnmemmmm st ImnmMIm ninmnmnmIMImnmnmmmnIIIhI ™™
....................................‘... Y T

0 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75
Months

No. at Risk

Pnmary DFS endpoint was met at JA1 and was not

Pembro 496 458 416 388 370 355 337 327 307 284 221 160 65 19 5 0 formally statistically tested thereafter
Placebo 498 438 390 357 333 320 307 292 282 254 210 13 62 16 2 0



Duration of therapy, median (range), months

Any-cause AEs?
Grade 3to 5
Led to treatment discontinuation
Led to death

Serious AEs?
Led to treatment discontinuation

Treatment-related AEs?
Grade 3to 4
Led to treatment discontinuation
Led to death

Immune-mediated AEs and infusion reactions®
Grade 3to 4
Led to death
Required high-dose (240 mg/day) systemic corticosteroids

11.1 (0.03-14.3)

470 (96.3%)

157 (32.2%)

103 (21.1%)
2 (0.4%)

101 (20.7%)
49 (10.0%)

386 (79.1%)

91 (18.6%)

89 (18.2%)
0

174 (35.7%)
45 (9.2%)
0
37 (7.6%)

Prior Analysis (30.1 mo follow-up)

Pembrolizumab Placebo
(N = 488) (N = 496)

11.1 (0.03-15.4)
453 (91.3%)

88 (17.7%)
11 (2.2%)
1(0.2%)

57 (11.5%)
5 (1.0%)

265 (53.4%)

6 (1.2%)
4 (0.8%)
0

34 (6.9%)
3 (0.6%)
0
3 (0.6%)

1A3 (57.2 mo follow-up)

Pembrolizumab

(N = 488)
11.1 (0.03-14.3)

470 (96.3%)

156 (32.0%)

103 (21.1%)
2 (0.4%)

101 (20.7%)
49 (10.0%)

386 (79.1%)

91 (18.6%)

89 (18.2%)
0

178 (36.5%)
46 (9.4%)
0
37 (7.6%)

Placebo
(N = 496)
11.1 (0.03-15.4)
453 (91.3%)

88 (17.7%)
11 (2.2%)
1(0.2%)

57 (11.5%)
5 (1.0%)

263 (53.0%)

6 (1.2%)
4 (0.8%)
0

36 (7.3%)
3 (0.6%)
0
3 (0.6%)




Takeaways:

- Adjuvant Pembrolizumab significantly prolonged OS vs. placebo
In pts with ccRCC at increased risk of recurrence post curative-
Intent surgery.

- Continued DFS benefit favoring Pembrolizumab was observed
with longer F/U.

- No new safety signals were observed with longer F/U.

- This is the only study in adjuvant ccRCC space with an OS
benefit.



L
Abstract #6

Albiges L, et al. Circulating kidney injury molecule-1 (KIM-1)
biomarker analysis in IMmotion010: A randomized phase 3 study of
adjuvant (adj) atezolizumab (atezo) vs placebo (pbo) in patients (pts)
with renal cell carcinoma (RCC) at increased risk of recurrence after

resection.
/ Key eligibility criteria \
* Resected intermediate- to high-risk? RCC Atezolizumab 1200 mg IV q3w
+» T2 Grade 4 for 16 cycles or 1 year®
» T3a Grade 3/4
» T3b/c or T4 any Grade
* TXN+ any Grade N=778 Placebo IV q3w
» M1 NED® for 16 cycles or 1 year®
\- Clear cell and/or sarcomatoid component /
- o ) /Primary endpoint N
Stratification factors « Investigator-assessed DFS in ITT population
* Disease stage .
(T2/T3a vs T3b/c/T4/N+ vs M1 NED) Kg‘s’ _set:°:‘#a'y e'“?m'"ts
« PD-L1 expression on IC¢ SIS ) PApAEaOn
(Ico [<1%’]J vs IC1/2/3 [21%)) + Investigator-assessed DFS in the IC1/2/3 population
+ Region + IRF-assessed DFS in the ITT and 1C1/2/3 populations
(North America® vs rest of world) +» IRF-assessed EFS in the ITT population

P, NG Safety )




Disease Free Survival by Investigator (%)

30—-

20_.

10 -

DFS events, n (%)?

- -

o
Atezolizumab Placebo
(n=390) (n=388)
164 (42) 168 (43)

Median (95% CI), mo

57.2 (44.6, NE) | 49.5 (47.4, NE)

Stratified HR (95% Cl)

0.93 (0.75, 1.15); P=0.4950°

305
322

9

294
306

T 1 T T 1 1 L] L L)

L}

) —— |
12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60

Time (Months)

275 268 254 243 232 226 216 209 187 161 121 91 56 33 15 3 NE

288 272 265 257 244 234 222 218 194 171

124 100 75 48 22 6 1



KIM-1 Threshold Atezolizumab Placebo

pg/mL (percentile) n n HR (95% CI)
235 (210%) 341 335 — e 094(075,1.17) j
243 (220%) 303 298 —@——  089(0.70,1.12) 1.0 E
252 (230%) 272 255 —@——  087(068 1.11) ;
260 (240%) 237 215 —— 077 (0.59,1.00) @& :
273 (250%) 196 180 ——— 0.71 (0.54, 0.95) % oy i .
286 ( 260%) 151 149 —— 0.68 (0.49, 0.93) —? E o
2104 (270%) 114 112 % 0.73(0.51, 1.19) o0 E
2134 (280%) 77 73 —e——  0.77(050, 1.19) -
2198 ( 290%) 34 42 ¢ 0.76 (0.43, 1.34) E
o i . = 50 86 100 150 200
Atezolizumab better Placebo better KIM-1 concentration (pg/mL)
KIM-1High subgroup KIM-1L°% subgroup
14 14
= e = e
- Atezolizumab
0.8~
0.7~
B 2 o6-
;“L, & 06 ~-rmmmececemeence e n .-
= Q 0.4-
0.34 .
0.24 |
0.1+ :
0- 1 21.16 oo 57.23
343 12 10224 2 32 35 4 44 40 82 5 AN AP A R
Time (months) Time (months)
Median DFS HR* (95% CI) Median DFS HR? (95% Cl)
Atezolizumab 151 NE Atezolizumab 229 57.23
0.72 (0.52, 0.99) 1.12 (0.88, 1.63)

Placebo 149 21.16 Placebo 223 NE




Disease Recurrence/
Treatment Discontinuation

Patients with
recurrent disease
(n=103)2
P=37e-14

161 Median: 79 Median: 172

Log, KIM-1 concentration (pg/mL)

Baseline Disease
recurrence
On Treatment Atezolizumab
Cycle 4, Day 1 vs Baseline change
A — KIM-1", No incroase
0.9 4 «=s KIM-1"%, Increase
> — KIM-1"=, No increase
08 - H wns KIM-1'~ Increase
0.7 4 ‘E
°
: o4 .
I~
W 05+ =iy Ll
Q 0.4 ':-4».-5.----0--0--4--4
mea
03 4 “--¢-o-¢---w.
0.2 4 :
014 e
0 -
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60
Time (months)
Baseline On-treatment n Median DFS HR (95% Cl)
Increase?® 12 148
KIM-1Hgh 1.68 (0.77, 3.69)
No increase 126 NE
Increase?® 34 1.5
KIM-1Low 3.56 (2.21,5.75)
No increase 179 NE

Log, KIM-1 concentration (pg/mL)

Patients without recurrent disease at
treatment discontinuation
(n=371)2

P=0.0017

16 Median: 64 Median: 68

Baseline Treatment
discontinuation without
disease recurrence
Placebo
1% Cyclo 4, Day 1 vs Baseline change
— KIM-1", No Increase
0.9 - ««« KIM-1"%, Increase
: H = KIM-1", No increase
084 1 === KIM-1", Increase
ar] §
°
o~ 0.6 - !
w L
W 05 i
o i
B H ]
04 ‘. :
03 4 i . -
-------------...
0.2 - LY
i AN
0.1 - ST
0 -
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60
Time (months)
Baseline On-treatment n Median DFS HR (95% CI)
Increase?® 36 48
KIM-1Hoh 3.53 (2.24, 5.58)
No increase 105 454
Increase?® 28
KIM-1Low 2.51(1.42,444)

No increase 179 NE




Takeaways:

- In IMmotion010, high baseline serum levels of KIM-1 were
associated with worse prognosis but better clinical outcomes
with Atezo vs. placebo.

- Increased post-Tx KIM-1 levels were associated with worse
DFS.

- Need for additional validation studies of KIM-1 as a biomarker in
ccRCC.



Questions??7??
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