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RCC Disease Burden and Mortality

ACS Cancer Facts & Figures 2023.

Male Female

Prostate 299,010 29% Breast 310,720 32%

Lung & bronchus 116,310 11% Lung & bronchus 118,270 12%
§ Colon & rectum 81,540 8% Colon &rectum 71,270 7%
N Urinary bladder 63,070 6% Uterine corpus 67,880 7%
5 Melanoma of the skin 59,170 6% Melanoma of the skin 41,470 4%
z Ridney & renal pelvis 52,380 ;g] Non-Hodgkin lymphoma 36,030 4%
? Non-Hodgkin lymphoma 77,580 3 Pancreas 31,910 3%
£ Oral cavity & pharynx 41,510 4% Thyroid 31,520 3%
g Leukemia 36,450 4% [T Ridney & renal pelvis 20,230 3% |

Pancreas 34,530 3% Leukemia 26,320 3%

All sites 1,029,080 All sites 972,060

Male Female

Lung & bronchus 65,790 20% Lung & bronchus 59,280 21%

Prostate 35,250 11% Breast 42,250 15%
" Colon & rectum 28,700 9% Pancreas 24,480 8%
g Pancreas 27,270 8% Colon & rectum 24,310 8%
2 Liver & intrahepatic bile duct 19,120 6% Uterine corpus 13,250 5%
b Leukemia 13,640 4% Ovary 12,740 4%
- Esophagus 12,880 4% Liver & intrahepatic bile duct 10,720 4%
.E Urinary bladder 12,290 4% Leukemia 10,030 3%
It Non-Hodgkin lymphoma 11,780 4% Non-Hodgkin lymphoma 8,360 3%

Brain & other nervous system 10,690 3% Brain & other nervous system 8,070 3%

All sites 322,800 All sites 288,920

Kidney & renal pelvis 9,450 Kidney & renal pelvis 4,940
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ASSURE DFS

PROTECT DFS

100+ Sunitinib vs placebo HR 1-02 (97-5% C1 0-85-1-23); p=0-8038 1.0 4§
Sorafenib vs placebo HR 0-97 (97-5% 1 0-80-1.17); p=0-7184
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E 2 30 Placebo
.8 20 Hazard ratio, 0.76 (95% Cl, 0.59-0.98)
0.2 No. of events [ P=0.03
Axitinib 10
Placebo 107
R 0.870; 95% CI, 0.660-1.147; P = 0.3211 o : : 1 X . 7 : :
0.0 " " A pe0an 6 1+ 2 3 4 5 & 7 & 9
0 1 2 3 4 5 Years
al risk (censored) Time (years) No. at RiSk
tinib 264 (35) 182 (162) 81 (190 20 (249) Sunitinib 309 225 173 153 144 119 53 10 3 0
: Placebo 306 220 181 150 135 102 37 10 2 0

Heterogeneity

ASSURE- lower T stage, clear
and non clear

PROTECT/ S-TRAC- pT3, higher
grade and higher risk tumors
S-TRAC the only positive trial
for DFS (HR 0.76)

Sunitinib approved by the FDA
but not the EMA

OS benefit not seen in any

Haas NB, etal. Lancet. 2016;387(10032):2008-16. Motzer RJ, etal. J Clin Oncol. 2017;35(35):3916-3923. Ravaud A, etal. N Engl J Med. 2016;375(23):2246-2254. Gross- Goupil M, etal. Ann Oncol. 2018;29(12):23% 1-2378.
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cat || Community Oncology
Sl NC1 Jrom Ao

Key Eligibility Criteria Everolimus 10 mg
p.o. daily x 54

Fully-resected RCC within 12 weeks weeks
Radical or partial nephrectomy
TNM stage Randomize

* pT1b G3-4 1:1

*+ pT2-4 any G

* any N+
Clear or non-clear cell Placebo
No metastatic disease p.o. daily x 54
PS 0-1 weeks

Stratification Factors:

Risk Group (Intermediate-High vs. Very High)
Histology (Clear cell vs. non-Clear Cell)
Performance Status (0 vs. 1)

Ryan CW, et al. J Clin Oncol. 2022;40(17_suppl):LBA4500. Presented at: ASCO 2022.
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EVEREST TRIAL

A

100 4 HR 0-85 (95% Cl 0-72-1-00'
5 Paaistial * *p-value did not cross the
g 6 prespecified boundary for
fl = o statistical significance (p=0.044)
% e Number Events Number 5-year estimate
2 | ik usored _ O9n) * DID NOT reach its primary RFS
g — Everolimus 755 262 493 67% (63-70) .

— Placebo 744 294 450 63% (60-67) endpoint
0 T 1 1 I ] 1 1 I T 1 1

1
0 1 2 3 4 5 6 7 8 9 10 11 12

Number at risk
Everolimus 755 543 466 288 102
Placebo 744 533 445 293 98

Ryan CW, et al. The Lancet. 2023
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EVEREST TRIAL: Subgroup analyses in very-high risk patients

R
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No. at risk Time since randomization (yr)
Everolimus 348 224 187 133 62
Placebo 351 219 177 137 45

Lara PN, et al. European Urology. 2024

In the very-high-risk population:
Significant improvement in RFS (HR
0.80, 95% Cl 0.65-0.99; p = 0.041)
There was no statistically significant
difference in OS
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KEYNOTE - 564 PROSPER (EA8143) IMMotion 010 CHECKMATE-914
PEMBROLIZUMAB NIVOLUMAB ATEZOLIZUMAB NIVO/ IPI

RANDOMIZATION Adjuvant Pembrolizumab Neoadjuvant and adjuvant Adjuvant Atezolizumab Adj Nivolumab + Ipilimumab
Vs. Placebo Nivolumab Vs. Placebo vs Placebo
vs. surgical SOC (nivolumab alone added)
HISTOLOGY cRCC with a component of Clear and nonclear cell Component of either ccRCC predominant with or
clear cell histology w or w/out ccRCC histology or without sarcomatoid histology
sarcomatoid histology sarcomatoid histology
SACRCOMATOID? YES YES YES YES
T/N pT2, grade 4 and higher cT2 and higher pT2, grade 4 and higher pT2 grade3-4 and higher
Any N Any N Any N Any N
OLIGOMETS M1 resected within 12 Oligomets ablated or resected Lung or soft tissue NO
months of primary tumor within 12 weeks of primary oligomets >12 months
PFS HR 0.63 0.97 0.93 0.92
P-value p<0.0001 p=0.43 p=0.49 P=0.53
OS HR 0.62; (95% Cl, 0.44 to 0.87) NS NS NS
P-value P=0.005

Choueiri et al. NEJM 2021, 2023; Allaf M, et al. Presented at: ESM0;2022; Pal M, Lancet 9-11-22. Bex A, et al. Presented at: ESMO 2022; Motzer RJ, etal. Presented at: ESM0;2022; Choueiri et al. NEJM 2024 7



UCDAVIS

COMPREHENSIVE
CANCER CENTER

Perioperative Management “Trials on Horizon”

1. RAMPART (Renal Adjuvant MultiPle Arm Randomized Trial): A Phase Ill multi-arm multi-stage randomized
controlled platform trial

Active monitoring
(1 year)

—@ Durvalumab

Durvalumab + Tremelimumab

2. LITESPARK-022 (Phase-lll trial comparing pembrolizumab+ belzutifan vs. pembrolizumab

Belzutifan + Pembrolizumab

Pembrolizumab

Oza et al. Contem Clin Trials. 2021 8
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Perioperative Management “Trials on Horizon”

3. STRIKE (Phase-lll trial comparing a combination of pembrolizumab+ axitinib vs. pembrolizumab

Key Eligibility Criteria:
* ccRCC
* pT2,grade 4
* 2pT3 any grade
* TxN1
* M1 within year of
nephrectomy
* No prior systemic therapy
for RCC
* ECOGPSO0-1

McGregor. IKCS 2022

Axitinib 5 mg BID* \ [

Pembrolizumab
Pembrolizumab s 400 me abwks
400 mg q6wks i xssq
x2(74) )

Pembrolizumab
400 mg qbwks x 8
* One dose reduction to 3 mg BID allowed
Primary Endpoint - DFS
Secondary Endpoints - OS, QOL,
Toxicities, Biomarkers
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Systemic Therapies for Advanced/ Metastatic RCC in 2023

2007, 2009
mTOR inhibitors
Everolimus, Temsirolimus

1990-2000’s
IFN-a; IL-2
October 2009
Pazopanib

Anti-VEGF TKIs

2012
Axitinib
VEGF Inhibitor

July 2009
Bevacizumab
VEGF Inhibitor

NXO-HWHIZH =HZHQOUAXOMIO

2019
2015 Pembrolizumab/ Axitinib
Nivolumab Avelumab/ Axitinib
2018
Nivolumab/
Ipilimumab 2021
l Tivozanib
ONGOING (2024)
Risk Adapted (PDIGREE/
PROBE)
Belzutifan/ Cabozantinib
2021 Belzutifan/ Lenvatinib/
Nivolumab/ Cabozantinib Pembro
2016 Lenvatinib/ Pembrolizumab

Cabozantinib
Lenvatinib/
Everolimus
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Approved Front-Line Systemic Therapies from Phase-3 Trials (ITT)

_ CHECKMATE- 2141 KEYNOTE-4262 CLEARS® CHECKMATE- 9ER*

DRUGS Nivolumab + ipilimumab Pembrolizumab + Axitinib Pembrolizumab + Lenvatinib Nivolumab + Cabozantinib
(N =1096) (N =861) (N =1069) (N =651)
Median follow-up (months) 99 months 67 months 49 months 44 months
mPFS (months) 12.2vs.12.3 15.7vs. 11.1 23.9 vs. 9.2 months 16.6 vs. 8.4

APLNeE

HR (95% CI)
Landmark PFS

Median OS (months)

HR (95% CI)

0.88 (0.75-1.03)
23% at 7.5 years
52.7vs.37.8
0.72 (0.62-0.83)

0.69 (0.59-0.81)
18% at 5 years
47.2 vs. 40.8

0.84 (0.71-0.99)

0.47 (0.38 to 0.57)

37% at 3 years
53.7 vs.54.3
0.79 (0.63-0.99)

0.59 (0.49-0.71)
17% at 4 years
46.5 vs. 36
0.75 (0.56-1.00)

Landmark OS 35% at 7.5 years 63% at 3 years 66% at 3 years 49% at 4 years
42% at 5 years
ORR 39 vs. 33% 61% vs. 40% 71% vs. 37% 56% vs. 28%
CR 12% vs. 3% 12% vs. 4% 18% vs. 5% 13% vs. 5%
Primary PD 18% 12% 7% 11.5

Tannir et al. Annals of Oncology. 2024
Rini et al. LBA4501. Presented at ASCO 2023

Motzer et al. JCO. 2024

Powels et al. Annals of Oncology. 2024
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COSMIC-313: TRIPLET Therapy in mRCC

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Cabozantinib plus Nivolumab
and Ipilimumab in Renal-Cell Carcinoma

T.K. Choueiri, T. Powles, L. Albiges, M. Burotto, C. Szczylik, B. Zurawski,
E. Yanez Ruiz, M. Maruzzo, A. Suarez Zaizar, L.E. Fein, F.A. Schutz, D.Y.C. Heng,
F. Wang, F. Mataveli, Y.-L. Chang, M. van Kooten Losio, C. Suarez,
and R.J. Motzer, for the COSMIC-313 Investigators*

FIRST trial to compare a triplet to a doublet
FIRST trial with ipilimumab/ nivolumab as the comparator

12
Choueiri et al. NEJM 2023



COMPREHENSIVE
CANCER CENTER

COSMIC 313 vs. previously published doublet trials
| osawmze | emomes | amw | cEcwmR

DRUGS Nivolumab +ipilimumab Pembrolizumab + Axitinib Pembrolizumab + Nivolumab + Cabozantinib Nivo + Ipi +Cabozantinib
(N =1096) (N =861) Lenvatinib (N =651) (N=428)
(N =1069)
Median follow- 68 months 67 months 48 months 44 months 14.9 months
up (months)
mPFS (mo) 12.2vs.12.3 15.7 vs. 11.1 23.9vs.9.2 16.6 vs. 8.4 153 vs.11.3
HR (95% Cl) 0.86 (0.73-1.01) 0.69 (0.59-0.81) 0.47 (0.38-0.57) 0.59 (0.49-0.71) 0.74 (0.61-0.90)
(0.73for Int/Poor) . : .
Median OS (mo) 55.7 vs.38.4 472 vs. 40.8 53.7 vs.54.3 495vs.35.5 Not reported
HR (95% Cl) 0.72 (0.62-0.85) 0.84 (0.71-0.99) 0.79 (0.63-0.99) 0.70 (0.56-0.87)
(0.68for Int/Poor) (0.74for Int/Poor)
ORR 39 vs. 32% 61% vs. 40% 71% vs. 37% 56% vs. 28% 43% vs. 36%
CR 12% vs. 3% 12% vs. 3% 18% vs. 5% 13% vs. 5% 3% vs. 3%
Sarcomatoid 16 12 8 115
features (%)
% pts 22% vs. 12% 7% vs. 12% 37% vs. 14% 20% vs. 17% 45% vs. 24%
discontinuation
of both drugs
QOL(vs. Improved Similar Similar to improved Improved
Sunitinib)

Pal. Presented at ESMO, September 2022

15
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COSMIC-313: Adverse Event Data

Treatment Exposure and Discontinuation (Safety Population)

Cabo+Nivo+Ipi ‘ Pbo+Nivo+Ipi
(N=426) (N=424)
Median duration of exposure of study treatment (range), mo 10.9 (0.2-28.5) 10.3 (0.1-28.1)
Median average daily dose (range) of Cabo or Pbo, mg 23.2 (3.6-40.0) 36.1(0.8-40.0)
Median Nivo infusions (range) received, no 10 (1-27) 9 (1-27)
Doses of Ipi received, %
4 58 73
3 13 14
2 22 7
1 7 6
Any dose hold due to an AE, % 90 70
Any dose reduction of Cabo or Pbo due to an AE, % 54 20
Treatment-related AE leading to discontinuation, %
Any study treatment 45 24
Cabo or Pbo 28 14
Nivo 26 18
Ipi 30 i
All treatment components (due to the same AE) 12 5

Data cut-off: Jan 31, 2022

14
Choueiri et al. NEJM 2023
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COSMIC 313: CONCLUSIONS

= Positive trial for PFS (HR 0.74) to support the triplet regimen

= However, looking at the HR in the FORREST PLOT: poor risk patients
DO NOT benefit

= Low response rates and equal complete response rate

= Use of high dose corticosteroids (> 40mg/day) in experimental arm
58% vs. 35%

= High rate of discontinuation due to AEs (45% vs. 24%)

15
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Front-line mRCC Trials on the “Horizon”

1. Trials evaluating other Triplets 2. Adaptive designs: PDIGREE (Alliance A031704)

Quanvonlimab

CR
Pembrolizumab Nivolumab
Lenvatinib
Key inclusion criteria .
N Belzutifan INDUCTION
Advanced or metastatic Pebrelames Key inclusion criteria m$:gg — Nivolumab
RCC Lemvasn + Advanced or metastatic Nivolumab
No prior systemic therapy RCC Ipilimumab
Pembrolizumab * No prior systemic therapy Nivol b
Lenvatinib N=1046 CaLVooz::lianib
PD

Cabozantinib

3. Trials evaluating the role of nephrectomy in mRCC: PROBE

RCC with Primary Tumor and Mets

Start on -0 based regimen
Any of the FDA approved regimens are permitted
10-14 week scan for response assessment
Randomize patient if PR or SO

I
I

CRin primary or Rapid
symptomatic
progression:

Nephrectomy followed by

Continue systemic

Aoy continued systemic

immune therapy Not eligible for

randomization

1. Choueiri TKet al. ASCO GU 2022. Abstract TPS399; 2. Zhang T et al. ASCO GU 2021. Abstract TPS366; 3. Vaishampayan UN et al. ASCO GU 2022. Abstract TPS402. 16
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Front-line mRCC Trials on the “Horizon’

4. Trials Utilizing Biomarkers: OPTIC Trial

Cluster 1 Cluster 2 Cluster 3 Cluster 4 Cluster 5 Cluster 6 Cluster 7
98/823 (12%) 245/823 (30%) 156/823 (19%) 116/823 (14%) 74/823 (9%) 106/823 (13%) 28/823 (3%)
& i i C cascade T-effector Cell Cycle Stroma SnORNA
g Stroma Fatty acid oxidation Q-oxidation Cell Cycle Fatty acid synthesis Cell Cycle
.S' Fatty acid synthesis
a
2
=
2
s
<
Z
I3
8 VHL VHL VHL VHL CDKN2A/B VHL VHL
® PBRM1 PBRM1 PBRM1 CDKN2AB P53 CDKN2AB SETD2
4 KDMSC KDMSC KDMSC BAP1 TP53 PTEN
z PTEN PTEN
[=] BAPY

oLt

WroLe

o
o
X
2 rnonn
B tamodiote
| =
nonsRCC '
[
g Aroseness 00 @ ece ° (4 L4 L
®  Checkpoint @ o0 (1) eo0 [ 1) o0 [ L)
g sioma @ @ ° 0 o000 )
Myeloid Inflam. @ @ (1) [ 1) [ ] (1]
Profferation L] 000 o00 o00
1 FAS [ e0o
AMPK o00 (1) [ ]
L Epigenstis ° ° eeeo

1. Motzer et al. Cell. 2020; 2. Rini et al. IKCS 2022

PD-L1
v
»
A 4
&
w

’

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

Eligibility

ECOGOor1

Newly diagnosed metastatic clear-cell renal cell
carcinoma

No prior systemic therapy

Available tumor tissue for RNA-sequencing/cluster
prediction

Patients with clusters 3/6 will be excluded

Clusters 1/2

Nivolumab/Cabozantinib (N=26)

Pl: Brian Rini, MD

" Simon’s MinMax Two—Stag‘é\ S
Design

H,. ORR < 55%
H,: ORR > 75%

Stage Il (N=14)
218/26 responders

Stage | (N=16)
27/16 responders

Stage | (N=12)
27/12 responders

Primary Endpoint:
-ORR per RECIST
Secondary Endpoints:
-PFS

-Depth of response >80%
at 6 months.

umab/Nivolumab (N=28)

H,, ORR < 40%
H,: ORR > 60%

Stage Il (N=12)
215/28 responders

17
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Front-Line Preferred/Recommended Systemic Therapy for mccRCC

Favorable Risk

Preferred regimens:

. Axitinib + pembrolizumab

. Cabozantinib + nivolumab

. Lenvatinib + pembrolizumab
. Ipilimumab+ nivolumab

Other recommended regimens:
. Axitinib + avelumab

. Cabozantinib (category 2B)
. Pazopanib

. Sunitinib

Useful in certain circumstances

. Active surveillance
. Axitinib

NCCN Guidelines. Kidney Cancer. Version 1.2025.

Intermediate/ poor risk

Preferred regimens:

. Axitinib + pembrolizumab

. Cabozantinib + nivolumab

. Ipilimumab + nivolumab

. Lenvatinib + pembrolizumab
. Cabozantinib

Other recommended regimens:
* Axitinib + avelumab

*  Pazopanib

e Sunitinib

Useful in certain circumstances
. Axitinib

18
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Relapsed/ Metastatic ccRCC: Subsequent Lines Systemic Therapy

Preferred regimen: None

Other recommended regimens:

*  Axitinib + pembrolizumab

*  Cabozantinib

e Cabozantinib + nivolumab

*  Everolimus + lenvatinib

e |pilimumab + nivolumab

e  Lenvatinib + pembrolizumab
*  Nivolumab

NCCN Guidelines. Kidney Cancer. Version 1.2024.

Immunotherapy Naive

Useful in certain circumstances

*  Axitinib

*  Everolimus

*  Pazopanib

*  Sunitinib

e Tivozanib

*  Belzutifan (category 2B)

*  Bevacizumab (category 2B)

*  Axitinib + avelumab (category 3)

19
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Relapsed/ Metastatic ccRCC: Subsequent Lines Systemic Therapy

Previously Treated with Immunotherapy

Preferred regimen: None

Other recommended regimens:
*  Axitinib

. Belzutifan

*  Cabozantinib

. Lenvatinib + everolimus

* Tivozanib

NCCN Guidelines. Kidney Cancer. Version 1.2024.

Useful in certain circumstances

e Axitinib + pembrolizumab

*  Cabozantinib + nivolumab

*  Everolimus

* Ipilimumab + nivolumab

*  Lenvatinib + pembrolizumab
*  Pazopanib

*  Sunitinib

*  Bevacizumab

*  Axitinib + avelumab

20
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Subsequent Lines of Therapy for mccRCC

Study Treatment evaluated Prior treatment Number of PFS (months) ORR (%)
patients

METEOR Cabozantinib Anti-PD-1/PD-L1 subgroup 32 Not reached vs. 4.1 22% vs. 0%
(post-hoc)® (vs. everolimus) mos (HR 0.22)
Phase Il study3 Axitinib IO alone: 71% 40 8.8 months 38%
IO-TKI or 10/10: 31%
BREAKPOINT Cabozantinib 74%: 10/10 48 9.3 months 43%
(Phase 1)t 17%: 10-TKI
9%: adjuvant 10
INMUNOSUN-SOGUG Sunitinib IO combinations and 21 5.6 months 19%
(Phase 11)2 monotherapy
CANTATA Cabozantinib vs. 10 alone or 91 9.2 months vs. 9.3 31% vs. 28%
(Phase II)* Cabozantinib+ Telaglenastat 10 combinations months
TIVO-3 Tivozanib vs. Sorafenib 23" [ine, 10 in 27% 350 7.3 months vs. 5.1 NR
(Phase I11)® months
Phase II8 Cabozantinib+ Belzutifan 65%: 10/10 52 | year PFS: 65% 22%
35%: 10-TKI

14%: 10 after TKI or vice versa
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Belzutifan versus Everolimus for
Advanced Renal-Cell Carcinoma

T.K. Choueiri, T. Powles, K. Peltola, G. de Velasco, M. Burotto, C. Suarez,
P. Ghatalia, R. lacovelli, E.T. Lam, E. Verzoni, M. Giimuis, W.M. Stadler,
C. Kollmannsberger, B. Melichar, B. Venugopal, M. Gross-Goupil, A. Poprach,
M. De Santis, F.A. Schutz, S.H. Park, D.A. Nosov, C. Porta, J.L. Lee,
X. Garcia-del-Muro, E. Biscaldi, R. Manneh Kopp, M. Oya, L. He, A. Wang,

R.F. Perini, D. Vickery, L. Albiges, and B. Rini, for the LITESPARK-005 Investigators*

Choueiri et al. NEJM. Aug 2024

22
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Key Eligibility Criteria

« Urvesectable. locally advanced or metastatic clear cell RCC

» Disease progression after 1-3 prior systemic regimens,

including 21 anti=PD4L)1 mAb and 21 VEGFR-TKJ

« Kamofsky Performance Status score 270%

Belzutifan 120 mg orally daily

Everolimus 10 mg orally dally

Stratification Factors
* IMDC prognostic score* Ovs 1.2 vs 3.6
* Prior VEGF/VEGFR-targeted therapies: 1 vs 2-3

1. Albiges et al. Presented at ESMO 2023

Dual Primary Endpoints:
» PFS per RECIST 1.1 by BICR
« OS

Key Secondary Endpoint:
* ORR per RECIST 1.1 by BICR

Other Secondary Endpoints Include:
* DOR per RECIST 1.1 by BICR
» Salety

« Time 10 detenoration In FKSILDRS
and EORTC QLO-C30 GHS/Qol

23
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A Progression-free Survival

100+ Table 2. Best Response In the Inbenthon-to- Treat Popalation =
20
2 god Rk proerriis Firal Inlirina Analysis Second Interim Analpsis
-§ 70 Two-sided P~0.002 Belzutifan Everalimus Extimated Batatifen Everclimun Extimmted
£ g0 (=374} {N=373) Diferersce {N=374) {H=372] Diffsnce
S s Clyiertive rapoeme 74 5 134 227 15 192
& 40l — % {953 CI) (172265 [1.8-55) (40T [LE.E-27.3) [15-5.9] [14.8-24.0)
'E 30 Confirmed best owerall
g 3 Belzutifan resporee — no. ()
a ig : [ S ——— 10 2.7) ] 13 [3.5) o
0_ | . Everolimus Partial response TE[18.3) 13 {3.5) 72 (19.3) 13 [3.5)
0 3 €& 98 12 15 18 21 24 27 30 smable diseases 147 [20.3) 245 e5.9) 143 (38.3) 245 [65.3)
Months Progressive disesse 126 3L.7 a0 {¥1.5) 127 (34.04 BO{215)
G2k ik Mk eealusisie] 5[LY B3 5 (13) B2
Belzutifan 374 218 157 134 8 55 32 20 11 1 0 N susesamenty 14 [37) 26 (7.0 14 [3.7) 6 47.4)
Bverolimus 372 226 113 68 31 17 10 4 0 0 0
B Overall Survival
100+
90
£ a0
g 7
£ oo 5 ADVERSE EVENTS:
s 504 ' .
& Lo . - Grade 3+ adverse events were ~62% in both treatment arms
5 o P s - Most common AEs with belzutifan were anemia and hypoxia
S 20 ! 1 ARSI
TS : : - AEs led to discontinuation of treatment in 5.9% and 14.7% of pts
0 " " .
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 on BEL and EVE, respectlvely
Months
No. at Risk

Belzutifan 374 347 305 274 254 224 190 143 95 62 36 16 2 0 0
Everolimus 372 347 301 270 244 212 170 124 83 43 23 11 2 0 O

Choueiri et al. NEJM. Aug 2024
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Other trials on the “horizon” using BELZUTIFAN

1. Phase-ll trial combining Belzutifan + Cabozantinib

1004

®
E 80
s 60_‘\_\_‘_“_\_‘!—‘ Outcome, n (%) Patients Evaluated for Efficacy (n =41)
8
%’ 40 4 PFE raf p— Median: 16.8 months ORR 9 (22)
3 DCR 37 (90)
COHORT 2: TREATED WITH PRIOR 10 (n =52)  § 2o frews 1zmems eronvs ramonts
o 78% 65% 95% 81%
’ 0 : ; Zl% ; fl'o (Ii 'If ; !9 1‘0 1I1 1'2 1‘3 1'4 1‘5 1[6 1]'.' 1'5 1‘9 2[0 2]1 2’2 2‘3
No. at risk Months

41 40 33 33 28 27 20 20 15 14 10 9 8 8 6 6 6 1

11 1 1 1 0

2. Phase-lll trial comparing Belzutifan + Lenvatinib vs. Cabozantinib (LITESPARK-011)

Stratified by IMDC risk, line of
treatment and geographic location

1.  Choueiri TK et al. ASCO GU 2021. Abstract 272. 2. Motzer et al. Future Oncology. 2023

Belzutifan +Lenvatinib

Cabozantinib
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Other trials on the “horizon” using BELZUTIFAN

3. Randomized phase-1/2 trial evaluating Belzutifan+ CDK4/6 inhibitor palbociclib (LITESPARK-024)

PART1

Belzutifan +
Palbociclib

- upto 3 dose
groups

- DLT period: 28-
day dosing for
safety evaluation

Stratified by IMDC risk and presence
of sarcomatoid histology

1. McDermott et al. ASCO 2023

PART 2

Belzutifan + Palbociclib

Belzutifan
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commmneve  TIVOZANIB: TIVO-3

CANCER CENTER

Stratification Factors
* IMDC Risk
*  Previous therapy

Rini Bl et al. Lancet Oncol. 2020;21(1):95-104.

Tivozanib 1.34 mg PO daily
21 days on and 7 days off

Sorafenib 400mg PO BID
(I cycle = 28 days)

Primary endpoint: PFS
Secondary endpoint: OS, ORR,
duration of response and safety
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TIVO-3: Baseline Patient Characteristics

Number of previous systemic therapies

Two 108 (62%) 104 (59%)
Three 67 (38%) 71 (41%)
=~ ~ ‘|

~o 1
fPrevious therapies 1

Two VEGFRTKIs 79 (45%)  80(46%)
Checkpoint inhibitor plus VEGFR TKI 47 (27%) 44 (25%)

VEGFR TKI plus other systemic agentt 49 (28%) 51 (29%)

Rini Bl et al. Lancet Oncol. 2020;21(1):95-104.

-

Tivozanib group (n=175)

Sorafenib group (n=175)

Age (years) 62 (34-88) 63 (30-90)
Sex

Male 126 (72%) 128 (73%)

Female 49 (28%) 47 (27%)
Race

White 165 (94%) 167 (95%)

Non-white 10 (6%) 8 (5%)
Pathological diagnosis

Clear cell 165 (94%) 160 (91%)

Clear cell component 9 (5%) 9 (5%)

Other* 1(1%) 5(3%)
IMDC risk category

Favourable 34 (19%) 36 (21%)

Intermediate 109 (62%) 105 (60%)

Poor 32 (18%) 34 (19%)
Number of previous systemic therapies

Two 108 (62%) 104 (59%)

Three 67 (38%) 71(41%)

LA L

Two VEGFRTKIs 79 (45%) 80 (46%)

Checkpoint inhibitor plus VEGFR TKI 47 (27%) 44 (25%)

VEGFRTKI plus other systemic agentf 49 (28%) 51(29%)
Time from initial diagnosis (months) 50 (10-347) 50 (9-224)
Time from most recent relapse (months) 1(<1-121) 1(<1-87)
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TIVO-3: Results

1001 5 e Trwtizarsh greasge LAl = s 4
| Sorstersh groap
= e

#0

Priogrewtan fsnt parbval { %]
E

Progarianne fred surveal (%)
E

i+ 0+ Y
R 0 TR P O e ' 1 i SN LR R LT -"
p=0-0LE L & + + + peie02B 1
! [} H 4 ] a 10 1 14 i3 18 = ) 2 3 ! ] H I E- : w 12 I:l 1'IZ- 13 n -".‘ 4 %
Murmibees a® rink [T Tomsg el & FAnIOaTetbiorn | raagivi)
Trecoand 17501 (R E] [ i (e o rL 4] I 2445 bLTEY] 16 3] 441} ri LT [ruamitaar ourricaed)
o S e Be DO 28 R0 0 z4 uG ¥ 0 wn @ 2 Ey faa PO Mo O R WM R 2 R @B EE X
PFS in ITT population: PFS after an ICl and TKI combination:
MPFS 5.6 months with tivozanib vs. 3.9 months mPFS 7.3 months for tivozanib vs. 5.1 months

Rini Bl et al. Lancet Oncol. 2020;21(1):95-104. 29
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TIVO-3: Cox Proportional Hazards Analysis

Events/patients Hazard ratio (95% CI)*
Tivozanib Sorafenib
Age (years)
<65 69/98 68/95 —— 0-74(0-53-1.04)
265 5477 55/80 —— 0-59 (0-40-0-87)
Sex
Women 36/49 30/47 —_— 0:72(0-44-118)
Men 87/126 93/128 — 0-64(0-47-0-86)
Race
Previous therapy White 116/165 118/167 B 0-66 (0-51-0-86)
Two previous VEGFR TKIs 56/79  61/80 —_— 057 (0:39-0-83) Non-white 710 5/8 075(023-248)
Baseline ECOG PS
Checkpoint inhibitor plus VEGFRTKI ~ 29/47 27/44  ——————— = 0.55 (0:32-0-94) o 55/86 60/85 054 (0:37-078)
Previous VEGFR TKI plus other agents  38/49 35/51 0-98 (0-62-1.56) 1 68/89 63/90 R — 0.86(0-60-121)
Geographical region
North America 1731 9/27 B e 0-71(0:31-1-60)
EU 106/144 114/148 - 0-69 (0-52-0.90)
IMDC risk categary
Favourable 2134 22036 e 0-46 (0-25-0-85)
Intermediate 731109 74/105 - 0-69 (0-49-0-95)
Poor 29/32 27/34 — 1-15 (0-67-2-00)
Previous therapy
Two previous VEGFR TKis 56/79 61/80 —_— 057 (0:39-0-83)
Checkpoint inhibiter plus VEGFRTKI 29/47 27/44 —_— 0-55(0-32-0-94)
Previous VEGFR TKI plus other agents 38/49 35/51 — 0-98 (0-62-1-56)
1 10/12 17/23 _—— 0-96 (0-43-211)
22 113/163 106/152 — - 0-67 (0-51-0-88)
Baseline systolic blood pressure (mm Hg)
<140 93/134 90/131 e 0-68 (0-50-0.91)
>140 30/41 33/44 e — 0-66 (0-40-1-09)
Baseline diastolic blood pressure (mm Hg)
<90 112/159 111/158 —_ 0-67 (0-51-0-88)
=90 11/16 12/17 —_— 0-69 (0-30-1.58)
All patients 123/175 123/175 —-— 073 (0-56-0-94)
u-lls 05 10 20 40
«— —>
Favourstivozanib  Favours sorafenib

Rini Bl et al. Lancet Oncol. 2020;21(1):95-104.
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Subsequent Lines of Therapy for mccRCC: Role of “Salvage” with an ICI?

Study Treatment evaluated Number of patients PFS (months) ORR (%)

TITAN-RCC Adaptive design to add ipi "boost” 1%t line: 109 1%t Line: 6.0 mos 15t line: 28% N alone
(Phase 2)! 2"d [ine: 98 2"d [ine: 3.7 mos vs. 36% with I/N
2d line: 18% N alone
vs. 32% with I/N

OMNIVORE Salvage Ipilimumab 83 (all 10 naive) 4.7 4%
(Phase 2)?
HCRN GU16-260  Salvage Nivolumab/ Ipilimumab 123 8.3 34% (6.5% CRS)
(Phase 2)® (35 pts went on ipi/nivo) ORR to nivo/ipi
salvage 11.4% (1CR)
FRACTION-RCC SalvageNivo/ Ipi in pts Track 2 (prior 10 treated; 3.7 17%

(Phase 2)* progressed on PD-1/PDL1 no CTLA4i); N=46

31



ommenensve  RECHAllenge with an 10-based Regimen: CONTACT-03

CANCER CENTER

(" Key eligibility criteria )
* Advanced/metastatic clear cell or non—clear cell® RCC Atezomum.a'? 1200 mg “.’ q3w
with or without a sarcomatoid component + Cabozantinib 60 mg daily PO
* Radiographic progression on or after prior ICl
treatment
= |Cl as adjuvant, 1L or 2L (single agent or in N=522 e .
combination with another permitted agent) Cabozantinib 60 mg dally PO
\ = |Cl in the immediately preceding line of therapy /
4 Stratification factors ) /" Primary endpoints A
* Independent centrally-assessed PFS®
* IMDC risk group - P y
Ovs1-2vs 23
« Histology Key secondary endpoints
Dominant clear cell without sarcomatoid vs * Investigator-assessed PFS®
dominant non-clear cell without sarcomatoid vs * ORR (per central review and per investigator)¢
any sarcomatoid® * Duration of response (per central review and per
* Most recent line of ICI investigator)®
\_ Adjuvantvs 1L vs 2L J \_* Safety J

Choueiri et al. ASCO 2023
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CONTACT-03: Primary analysis of centrally reviewed PFS
(primary endpoint)

100 1 Median
No. of Events/ Progression-free Progression-free

— No. of Patients (%) Survival (95% CI) Survival at 12 Mo
o\o ma %
= 804 Atezolizumab- 171/263 (65.0) 10.6 (9.8-12.3) 439
qg,) Cabozantinib

'S Cabozantinib 166/259 (64.1) 10.8 (10.0-12.5) 47.8
[

: 60

©

S

=)

c

8 40 -

S

[}

Q.

%]
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a 20

0 -

0 2 4 6 8 10 12 14 16 18 20 22 24 26
Time (months)

Choueiri et al. ASCO 2023
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CONTACT-03: Safety Summary

Adverse event, n (%)

Atezo + Cabo

(n=262)

Any-cause AE 262 (100) 254 (99.2)
Any-cause treatment-related AE 252 (96.2) 249 (97.3)
Grade 3 or 4 AE 177 (67.6) 158 (61.7)
Grade 3 or 4 treatment-related AE 145 (55.3) 121 (47.3)
Death due to AE 17 (6.5) 9 (3.5)
Death due to treatment-related AE 3(1.1)2 0
Serious AE 126 (48.1) 84 (32.8)
| Serious treatment-related AE 63 (24.0) 30 (11.7) ]
AE leading to withdrawal from a trial drug 41 (15.6) 10 (3.9)
AE leading to withdrawal from atezo 29 (11.1) —
AE leading to withdrawal from cabo 25 (9.5) 10 (3.9)
AE leading to interruption or reduction of a trial drug 240 (91.6) 223 (87.1)
AE leading to interruption of atezob 159 (60.7) -
AE leading to interruption or reduction of cabo 234 (89.3) 223 (87.1)

Choueiri et al. ASCO 2023
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CONTACT-03: Conclusion

= CONTACT-03 was the first randomized, Phase Ill trial to examine the efficacy
and safety of a PD-L1 inhibitor following progression on or after prior
treatment with PD-L1/PD-1 therapy

= The addition of atezolizumab to cabozantinib did not result in improved
clinical outcomes

= |ncreased toxicity was observed with the combination, although no specific
safety signal was identified
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TINIVO-2 (PHASE Ill)

Nivolumab 480 mg IV e/dw
Elegibility *
Tivozanib 1.34 mg PO daily

Advanced/metastatic RCC 3w on/1w off

Clear cell

Progression post 1% or 2™ line anti-
PD-1/anti-PLD1

Immediately preceding therapy
must be anti-PD-1/anti-PLD1

Tivozanib 1.34 mg PO daily
3w on/1w off

Primary Endpoint: Progréssion-free survival (BICR)
N =326

NCTD4987203

Choueiri et al. ASCO 2023
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CANCER CENTER

= “TiNivo-2 Phase 3 clinical trial in patients with advanced metastatic renal
cell carcinoma whose tumors had progressed following prior immune
checkpoint inhibitor (ICl) treatment did not meet the primary endpoint of

increasing progression free survival (PFS) when nivolumab was added to
low dose (0.89 mg) tivozanib.”

https://www.aveooncology.com/aveo-oncology-an-lg-chem-company-announces-phase-3-renal-cell-carcinoma-clinical-trial-tinivo-2-
results/#:~:text=BOSTON%2C%20July%2018%2C%202024%?20(,did%20n0t%20meet%20the %2 0primary
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Management of RCC in 2024: CONCLUSIONS

= Perioperative treatment of RCC has evolved to adjuvant
pembrolizumab with OS benefit reported

= Doublet regimens remain standard of care in the front-line setting
(no triplets)

= We do not have biomarkers to select for specific regimens

= CONTACT3 and TiNivo-2 data DO NOT support re-challenge with an
ICI after progression (and there is no data to address the same
question after adjuvant pembrolizumab)
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