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We Encourage Clinicians in Practice to Submit Questions
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Friday
May 30

Immunotherapy and Antibody-Drug
Conjugates in Lung Cancer
11:15 AM - 12:45 PM CT (12:15 PM - 1:45 PM ET)

Colorectal Cancer
6:30 PM - 8:30 PM CT (7:30 PM - 9:30 PM ET)

EGFR Mutation-Positive Non-Small Cell Lung Cancer

6:30 PM - 8:30 PM CT (7:30 PM - 9:30 PM ET)

Saturday
May 31

Urothelial Bladder Cancer
6:45 AM - 7:45 AM CT (7:45 AM - 845 AM ET)

Non-Hodgkin Lymphoma
7:00 PM - 9:00 PM CT (8:00 PM - 10:00 PM ET)

Prostate Cancer
7:00 PM - 9:00 PM CT (8:00 PM - 10:00 PM ET)

Sunday
June 1

Chronic Lymphocytic Leukemia (Webinar)
7:00 AM - 8:00 AM CT (8:00 AM - 9:00 AM ET)

HER2-Positive Gastrointestinal Cancers
7:00 PM - 8:30 PM CT (8:00 PM - 9:30 PM ET)

Ovarian and Endometrial Cancer
7:00 PM - 9:00 PM CT (8:00 PM - 10:00 PM ET)

Monday
June 2

Renal Cell Carcinoma (Webinar)
7:00 AM - 8:00 AM CT (8:00 AM - 9:00 AM ET)

Multiple Myeloma (Webinar)
6:00 PM - 7:00 PM CT (7:00 PM - 8:00 PM ET)

Metastatic Breast Cancer
7:00 PM - 9:00 PM CT (8:00 PM - 10:00 PM ET)

Tuesday
June 3

Soft Tissue Sarcoma and Other Connective
Tissue Neoplasms (Webinar)
7:00 AM - 8:00 AM CT (8:00 AM - 9:00 AM ET)
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Prof Albiges — Disclosures

Faculty

Advisory/Consulting/Honoraria
(All Paid to Institution)

Amgen Inc, Astellas, AstraZeneca Pharmaceuticals LP, Bristol Myers Squibb,
Daiichi Sankyo Inc, Eisai Inc, Ipsen Biopharmaceuticals Inc, Janssen Biotech

Inc, Merck, MSD, Novartis, Pfizer Inc, Roche Laboratories Inc, Telix
Pharmaceuticals Limited, Xencor.
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Dr Zhang — Disclosures
Faculty

Advisory Committees

Amgen Inc, AstraZeneca Pharmaceuticals LP, Aveo Pharmaceuticals, Bayer HealthCare
Pharmaceuticals, Bristol Myers Squibb, Dendreon Pharmaceuticals Inc, Eisai Inc, EMD
Serono Inc, Exelixis Inc, Gilead Sciences Inc, Janssen Biotech Inc, Lilly, Merck, Novartis,
Pfizer Inc, Sanofi

Consulting Agreements

Aptitude Health, DAVA Oncology, Pfizer Inc, Vaniam Group

Contracted Research

ALX Oncology, Astellas, AstraZeneca Pharmaceuticals LP, Bayer HealthCare
Pharmaceuticals, Exelixis Inc, Janssen Biotech Inc, Janux Therapeutics, Lilly, Merck,
OncoC4, Pfizer Inc, Tempus

Nonrelevant Financial
Relationships

Mashup Media LLC, MJH Life Sciences, PeerView




Dr Love — Disclosures

Dr Love is president and CEO of Research To Practice. Research To Practice receives funds in the form of
educational grants to develop CME activities from the following companies: Aadi Bioscience, AbbVie Inc, ADC
Therapeutics, Alexion Pharmaceuticals, Amgen Inc, Array BioPharma Inc, a subsidiary of Pfizer Inc, Arvinas,
Astellas, AstraZeneca Pharmaceuticals LP, Aveo Pharmaceuticals, Bayer HealthCare Pharmaceuticals, BeiGene Ltd,
Black Diamond Therapeutics Inc, Blueprint Medicines, Boehringer Ingelheim Pharmaceuticals Inc, Bristol Myers
Squibb, Clovis Oncology, Coherus BioSciences, CTl BioPharma, a Sobi Company, Daiichi Sankyo Inc, Eisai Inc,
Elevation Oncology Inc, Exact Sciences Corporation, Exelixis Inc, Genentech, a member of the Roche Group,
Genmab US Inc, Geron Corporation, Gilead Sciences Inc, GSK, Hologic Inc, ImmunoGen Inc, Incyte Corporation,
Ipsen Biopharmaceuticals Inc, Jazz Pharmaceuticals Inc, Johnson & Johnson, Karyopharm Therapeutics, Kite, A
Gilead Company, Kura Oncology, Legend Biotech, Lilly, MEI Pharma Inc, Merck, Mersana Therapeutics Inc, Mirati
Therapeutics Inc, Mural Oncology Inc, Natera Inc, Novartis, Novartis Pharmaceuticals Corporation on behalf of
Advanced Accelerator Applications, Novocure Inc, Nuvalent, Pfizer Inc, Pharmacyclics LLC, an AbbVie Company,
Puma Biotechnology Inc, Regeneron Pharmaceuticals Inc, Rigel Pharmaceuticals Inc, R-Pharm US, Sanofi, Seagen
Inc, Servier Pharmaceuticals LLC, SpringWorks Therapeutics Inc, Stemline Therapeutics Inc, Syndax
Pharmaceuticals, Taiho Oncology Inc, Takeda Pharmaceuticals USA Inc, TerSera Therapeutics LLC, and Tesaro,

A GSK Company.




Commercial Support

This activity is supported by educational grants from Aveo
Pharmaceuticals and Exelixis Inc.

Research To Practice CME Planning Committee Members,
Staff and Reviewers

Planners, scientific staff and independent reviewers for Research To Practice
have no relevant conflicts of interest to disclose.
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This educational activity contains discussion of
non-FDA-approved uses of agents and regimens.

Please refer to official prescribing information for
each product for approved indications.
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Introduction: Adjuvant Immunotherapy for Localized Renal Cell
Carcinoma (RCC)

Module 1: Metastatic Clear Cell RCC — Faculty Presentation
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Module 3: Non-Clear Cell RCC — Faculty Presentation
Module 4: Non-Clear Cell RCC — Survey Questions

Module 5: ASCO 2025
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Survey of 50 Community-Based
General Medical Oncologists

May 14-24, 2025
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Questions from General Medical Oncologists —

Adjuvant Immunotherapy for Localized RCC

We have difficulties coordinating multidisciplinary management with
urology and radiation oncology, including limited referrals from urology
for patients with early-stage RCC who can qualify for adjuvant
pembrolizumab.

Insurance authorization is often a time-consuming hassle. Even when
finally approved, there can be a delay in initiating therapy, which creates
anxiety for both the patient and for the provider as well.
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Questions from General Medical Oncologists —

Adjuvant Immunotherapy for Localized RCC

Is there a specific online risk calculator that you recommend to assist in
estimating the risk of recurrence, and if yes, what level of risk do you feel

justifies adjuvant therapy?

Do you recommend adjuvant pembrolizumab for patients with
oligometastatic disease who have completed local therapy to all sites of

disease?

Any trials adding oral TKls to 10s? CTLA-4 plus PD-1?
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Adjuvant Pembrolizumab = Tivozanib: Phase Ill STRIKE Study

Tivozanib +
Pembrolizumab

Key Inclusion Criteria:
- High-risk RCC with clear cell ((

component with or without
sarcomatoid features R
: (N = 1040)
- Complete resection of the

primary tumor (radical or Q Pembrolizumab
partial nephrectomy) >
monotherapy

RESEARCH
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ClinicalTrials Identifier: NCT06661720. Accessed June 2025.



Adjuvant Pembrolizumab = Belzutifan: Phase Il LITESPARK-022 Study

Key Eligibility Criteria
« Histologically or cytologically
confirmed RCC with clear cell

component
— Intermediate-high—risk RCC
* pT2, grade 4 or sarcomatoid,
NO, MO
* pT3, any grade, NO, MO

— High-risk RCC
* pT4, any grade, NO, MO
» pT any stage/grade, N+, MO
— M1 NED?
* No prior systemic therapy
 BICR-verified tumor free (CT or
MRI of the brain, chest, abdomen,
and pelvis, and bone imaging)

Choueiri T et al. ASCO GU 2023;Abstract TPS748.

R (1:1)
N = 1600

Belzutifan
120 mg oral QD

54 weeks®
+

Pembrolizumab

400 mg IV Q6W
9 cycles®

Placebo oral QD
54 weeks®
+
Pembrolizumab
400 mg IV Q6W
9 cycles®

Follow-up

* Years 1-2: Q12W

* Years 3-5: Q16W

* Years 6+: Q24\W

» Efficacy and PROs

» Safety: 30 days after
treatment cessation
(or 90 days for
serious AESs)

RTP
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Adjuvant Durvalumab = Tremelimumab: Phase Ill RAMPART Study

Patients with fully resected RCC (+/-synchronous adrenal metastases removed at time of
nephrectomy*)

Intermediate or high Leibovich score

1

Randomisation (within 12 weeks of surgery)

Patients will initially be allocated in a ratio of 3:2:2 between Arms A, B and C until further arms
added

/ ArmA \ [ ArmB \ / ArmC \ ArmD

durvalumab
1500mg q4w for 1
Active monitoring durvalumab year to be added ata
1500mg q4w for 1 e later stage in the
year tremelimumab trial
75mg at day 1 and

K / \ / \ week 4 /

Oza B et al. Contemp Clin Trials 2021;108:106482.

RTP

RESEARCH
TO PRACTICE



Agenda

Introduction: Adjuvant Immunotherapy for Localized Renal Cell
Carcinoma (RCC)

Module 1: Metastatic Clear Cell RCC — Faculty Presentation

Module 2: Metastatic Clear Cell RCC — Survey Questions
Module 3: Non-Clear Cell RCC — Faculty Presentation

Module 4: Non-Clear Cell RCC — Survey Questions

Module 5: ASCO 2025




Research To Practice’

AN INTEGRATED APPROACH TO ONCOLOGY EDUCATION

Management of metastatic renal cell carcinoma:
from front line to refractory treatments

Tian Zhang, MD, MHS

Associate Professor
Associate Director of Clinical Research
Simmons Comprehensive Cancer Center
UT Southwestern Medical Center
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Modifying disease biology after treatment

Disease detection/  1stline metastatic
IMDC prognostication Treatment start

Early localized Metastati
disease disease

Refractory/resistant disease
Palliative intent

Increasing tumor burden

l
Aggressive/

. | ¥
Inflammator_
piscase [ = 00O
Refractory disease occurs after
first-line immunotherapy doublets

- Good prognosis

Intermed prognosis

- Poor prognosis

Adapted T. Powles KCRS 2023

Tian Zhang, MD, MHS UT Southwestern

Medical Center



Immune checkpoint inhibitor combinations have made a
remarkable difference in ccRCC outcomes
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(5yr follow up)
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(4yr follow up)
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Durability of responses across immunotherapy doublets

Keynote 426: PFS

CLEAR/Keynote 581: PFS

Checkmate 9ER PFS:
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PDIGREE Design: Phase 3 Adaptive Trial

Step 1
{ Induction ] [ Step 2 adapted for response
Nivolumab Discontinue:
[ 480mg IV ] Progressive disease
a Every 4 weeks Unacceptable toxicity
/ — \ Nivolumab Complete response
Ipilimumab 480mg IV at 1 or 2 years
1mg/kg IV @ Every 4 weeks
Nivolumab
3mg/kg IV % Nivolumab 480mg IV
9 Every 3 weeks y L

Cabozantinib 40mg PO daily
g [ Cabozantinib ]

60mg PO daily Clinicaltrials.gov
NCT03793166

Primary endpoint: Overall Survival of randomized cohort

Zhang T et al, ASCO 2025

Tian Zhang, MD, MHS UT Southwestern

Medical Center



Step 1 Discontinuation Analysis

FOR CUNICALTRIALS IN ONCOLOGY

Registered to Step 1
N=1111

* 364 patients (33%) withdrew before step 2 Evaluable for toxicity
* 160 -AEs N=1093

* 46-PD

* 5before step 1 therapy Registration to Step 2

* 42 — patient withdrew N=747
* 10 before step 1 therapy

* 39 -alternative therapies
* 1 before step 1 therapy
* 37 -deaths

* 15from AEs; others due to disease CR Arm (Nivo alone) PD Arm (Cabo alone)
* 12 - other complicating disease N=9 N=141
e 20 -other

* 4 hospice; 2 screen failure before step 1 therapy
* 8 -physician discretion N=299 Cabo N=298

Arm A: Nivo Arm B: Nivo +

Zhang T et al, ASCO 2025

Tian Zhang, MD, MHS UT Southwestern

Medical Center



Step 1 & 2 Patient Characteristics

FOR CUNICALTRIALS IN ONCOLOGY

Patient ITT Step 1 Discontinued Step 2 Subset
Characteristics (Total =1111) Subset (N=364) (N=747)
Age, Median 64 years 64 years 63 years 0.197
(range) (29-86) (39-86) (29-85) |
Gender
Male (%) 819 (73.7%) 255 (70.1%) 564 (75.5%) 0.053
Female (%) 292 (26.3%) 109 (29.9%) 183 (24.5%) |
Ethnicity
Hispanic/LatinX 115 (10.4%) 27 (7.4%) 88 (11.8%) 0.068
Non-Hispanic 967 (87%) 330 (90.7%) 637 (85.3%) |
Race
White 945 (85%) 313 (86%) 632 (84.6%)
Black 47 (4.2%) 16 (4.4%) 31 (4.1%)
Asian 36 (3.2%) 10 (2.7%) 26 (3.5%) 0.772
American Indian or 14 (1%) 3 (0.8%) 11 (1.5%)
Alaskan native

Zhang T et al, ASCO 2025

Tian Zhang, MD, MHS

UTSouthwestern

Medical Center



Step 1 & 2 Disease Characteristics

FOR CUNICALTRIALS IN ONCOLOGY

Disease ITT Step 1 Discontinued Step 2 Subset
Characteristics (Total =1111) Subset (N=364) (N=747)
IMDC risk
Intermediate 849 (76.8%) 261 (72.3%) 588 (78.9%) 0.0144
Poor 257 (23.2%) 100 (27.7%) 157 (21.1%) |
Bone metastases
Yes 307 (27.7%) 124 (34.2%) 183 (24.5%) 0.0007
No 803 (72.3%) 239 (65.8%) 564 (75.5%) )
De novo metastases
Yes 603 (54.3%) 201 (55.2%) 402 (53.8%) 0.66
No 508 (45.7%) 163 (44.8%) 345 (46.2%) )
Enrolling site
Academic center 458 (41.2%) 143 (39.3%) 315 (42.2%)
Community oncology 540 (48.6%) 177 (48.6%) 363 (48.6%) 0.29
Regional center 113 (10.2%) 44 (12.1%) 69 (9.2%)

* Oftotalin each group, 39% poorrisk (vs 30.7% intermediate risk), 40% bone metastases (vs 30% without bone
metastases), and 33% de novo metastatic disease (vs 32% without) patient cohorts did not proceed to Step 2

Zhang T et al, ASCO 2025

Tian Zhang, MD, MHS UT Southwestern

Medical Center



Step 1 Grade 3 or 4 Treatment-related toxicities ~ “=

Common Adverse

Events (N=1093)

Diarrhea

AST elevation

ALT elevation

Colitis
Maculopapular rash
Adrenal insufficiency
Fatigue

Hypophysitis

Grade 3

52 (5%)
30 (3%)
30 (3%)
26 (2%)
26 (2%)
19 (2%)
21 (2%)

16 (1%)

1 (0.1%)
4 (0.4%)
7 (1%)

4 (0.4%)

Zhang T et al, ASCO 2025

Tian Zhang, MD, MHS

Fifteen grade 5 due to AEs: atrial fibrillation, hepatic failure, sepsis,
nutritional disorder, renal disorder other, aspiration, cardiac arrest,
respiratory failure x3, death or sudden death NOS x5

UT Southwestern
Medical Center




Frontline triplets — COSMIC 313 as a lesson

Median PFS

Intermediate (n=642) (95% CI), months
Cabo + nivo + ipi (n=321) 22.1 (14.1-25.3)
S (1)-8 g Placebo + nivo + ipi (n=321)  11.3 (8.3-16.7)
Updated PFS in the ITT Population e ) HR, 0.76 (95% Cl, 0.62-0.93)
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Albiges et al, GU ASCO 2025

Tian Zhang, MD, MHS UT Southwestern

Medical Center




Triplet therapy had less dose exposure —
Treatment exposure matters!

Treatment exposure and dose modifications

Cabo + nivo + ipi Placebo + nivo + ipi
(n=426) (n=423)

Median duration of exposure of study treatment, months (range) 13.7(0.2-53.4) 10.3(0.1-55.3)
Median average daily dose of cabo/placebo, mg (range) 22.4(3.6-40.0) < 35.2 (0.8-40.0)
Median nivo infusions per patient, n (range) 11.0 (1-52) 9.0 (1-48)
1/2/3/4cycles of ipi administered, % 7/22/13/58 < 6/7/13/74
Dose modification (any treatment component) due to AE, % 92 76
Treatment-related AE leading to discontinuation of 21 component, % 49 26

Triplet therapy:
* Less average daily dose of cabozantinib
* Fewerreceived 4 cycles of ipilimumab
 Almost all patients had dose modification & half discontinued at least 1 study treatment

Albiges et al, GU ASCO 2025

Tian Zhang, MD, MHS UT Southwestern

Medical Center




M2-high tumors associated with poor prognosis:
Improved outcomes with cabozantinib

T Overall survivai

The relative proportions of different immune cell types were

estimated from bulk RNA-Seq data* g i
i Median PFS Median PFS ) Median OS Median OS
Arandom forest survival model was defined using relative cell M2-like low (95% Cl), months M2-like high (95% Cl), months M2-like low (95% Cl), months M2-like high (95% Cl), months
proportions as predictors of PFS/OS! ipi 22.1(11.4-30.6) Cabo + nivo + ipi (n=50) 10.1 (9.23-NE) nivo + ipi 47.8 (36.8-NE) Cabo + nivo + ipi (n=50) 39.9 (31.4-NE)
Tomcos] \ 16.7 (12-25)  Placebo + nivo + ipi (n=50)  5.95 (3.81-12) NE (NE-NE)  Placebo + nivo + ipi (n=50) 23 (13.4-35)
Mast cells activated BEa
} mweeq B . HR, 0.89 (95% Cl, 0.66-1.2), P=0.44 HR, 0.48 (95% CI, 0.29-0.81), P=0.0058 HR, 1.2 (95% Cl, 0.88-1.7), P=0.23 HR, 0.51 (95% Cl, 0.31-0.86), P=0.012
i ) | .
| romonmed o 100 - 100 T=—_Effect of cabozantinib in M2-high
T cells CD4 memory activated 4 [ i&
Boollsnw::: E "_‘
— | . . . . —
R RT T < "\_Effect of cabozantinib in M2-high L 75-
< 75 - o
[72] (72}
L (@)
m S
S > 50
50 - b -
= re)
£ @©
8 8
[ 25 - & 25 -
o
0 T T T T T 0 T T T T T
0 10 20 30 40 50 0 10 20 30 40 S0

Months Months

Albiges et al, GU ASCO 2025

UTSouthwestern

Tian Zhang, MD, MHS Medical Center




Successful registrational trials in refractory setting

- AXIS METEOR Checkmate-025 Study 205 TIVO-3 LITEOSOIZ_,ARK

Axitinib . . Nivolumab Lenvatinib- Tivozanib Belzutifan
Cabozantinib vs )
Treatment VS Everolimus VS everolimus vs VS VS
Sample size Sorafenib N=658 Everolimus Everolimus Sorafenib Everolimus
N=723 - N=821 N=153 N=350 N=746
mPFS
(months) 6.7 7.4 4.6 14.6 5.6 5.6
HR (00'56464_ 0.51 0.88 0.40 0.73 0.74*
(95% Cl) 0 .81 2) (0.42-0.62) (0.75-1.03) (0.24-0.68) (0.56-0.94) (0.63-0.88)
ORR (%) 19% 17% 25% 43% 12.3% 23%
mOS HR 0.97 0.66 0.72 0.51 0.91 0.88* Rini Bl et al, Lancet, 2011
(95% CI) (0.80-1.17) (0.53-0.83) (0.57-0.93) (0.30-0.88) (0.72-1.17) (0.73-1.07) Choueiri TK et al, NEJM, 2015

Motzer RJ et al, NEJM, 2015
Motzer RJ et al, Lancet Onc, 2015
Rini Bl et al, Lancet Onc, 2020
Choueiri TK et al, NEJM, 2024

Tian Zhang, MD, MHS

UT Southwestern
Medical Center



Progression free survival across trials

AXIS - Axitinib vs Sorafenib PFS TIVO-3 - Tivozanib vs sorafenib PFS

A A
. 100 - ~—— Tivozanib group
1.0+ Median PFS (months) T e g
§ 097 — Axitinib 67 (95% Cl 6:3-8-6) o
S 084 —— Sorafenib 4-7 (95% Cl 4-6-5-6) .
a5 071 ; L
v 2 p<0-0001 )
U = 06— 2 g
S el Stratified HR 0-665
S8 04- : (95% Cl 0-544-0-812) L~
28 : H
% 03] ' E 20 j\_‘\—; e +
o 0-2 : ! HR 073, 95% (1 056-094
= 0-1 ' : p=0016 py S + T
0 : ! S 3 1§ § B B % % ® » % % %
I I [ | I I [ [ I I Number at risk
0 2 4 6 8 10 12 14 16 18 20 (number censored)
Tivozanibgroup 175 (175) 128(11) 94(5)  69(1) 56(4) 48(0) 37(3) 31(3) 24(5) 20(3) 16(3) 14() 6() 0(6)
Sorafenibgroup 175 (175) 116(29) 65(8) 42(8) 27(0) 18(0) 11(2) 9(0) 5(0) 3(2) 3(0) 2(1) 2(0) 0(2)

METEOR - cabozantinib vs everolimus LITESPARK 005 — belzutifan vs everolimus

100 G — Cabozantinib

o 3. Everolimus 1m-Kaplan-Melor Estimate of PFS at IA2 A1 "2
T
80 "*1 %04 = —
5?, 70 B ‘—E 80+ Events 257 (68.7%) 262(704%) 289(77.3%) 276 (74.2%)
z 1 70 "
g *. :‘;;‘:"‘gl')"“’ 56(39-70) 56(48-58) 56(38-65 56(48-58)
£ so ‘Xﬂ o 607
g +y : s‘ s 50 y HR (85% CI) 0.75 (0.63-0.90); P <.001* 0.74 (0.63-0.88)
ez b ey = i 33.7%
g ¥ “H—ﬁq‘uu ?
» 1 Tl il -
in : " - 204 Rini Bl et al, Lancet, 2011
, HRO51(95% C10.41-062): p<0.0001 104 Choueiri TK et al, NEJM, 2015
3 6 5 12 15 18 0 T 1 Motzer R] et al, NEJM, 2015
e Time from randomisation (months) 0 3 36 ’ ’
Cabczantinib 330 261 148 88 2 6 2 IO— Months Motzer RJ et al, Lancet Onc, 2015
ol 7 0. at Ri ..
o 28 8 7 X » ? 0 Bentfan 374 218 1% 15 13 @ 6 45 % A M 4 0 Rini Bl et al, Lancet Onc, 2020
Number censored ..
ca?ozannmb g lg ;‘]‘ :; ;‘(]) 1§ ; Everolimus 372 226 13 70 41 % 19 10 5 2 2 0 0 Choueiri TK et al., NEJM, 2024
verolimus 5

Tian Zhang, MD, MHS UTSouthwestern

Medical Center




Less successful trials in refractory disease

Cabozantinib- Tivozanib-nivolumab vs Cabozantinib +
Treatment atezolizumab . : Telaglenastat vs
. . . tivozanib . .
Sample size vs cabozantinib N=343 Cabozantinib
N=522 N=444
mMPFS (months) 10.6 vs. 10.8 57vs 74 9.2vs 9.3
HR 1.03 1.10 0.94
(95% Cl) (0.83-1.28) (0.84-1.43) (0.74-1.21)
ORR (%) 41% vs 40% 19% vs 20% 31%
Pal SK et al, Lancet, 2023
Choueiri TK et al, ESMO Annual Congress, 2024
mOS HR 094 L OO *% Tannir NI\EI etal,rRJetal, LancefOnc, 2015
(95% CI) (070-1 27) (068-1 46) Rini Bl et al, Lancet Onc, 2020

Choueiri TK et al, NEJM, 2024

Tian Zhang, MD, MHS UT Southwestern

Medical Center



Lessons learned from CONTACT-03 and TINIVO2

CONTACT-02 TiNIVO-2

Events,n/N (%)  Median progression-free  Progression-free survival at 1 year 100 7 ITT POpU lation
survival, months (95% Cl)  since randomisation, (95% Cl)
— Atezolizumab-cabozantinib group  171/263 (65%) 10-6 (9-8-12-3) 44% (38-50) 80
—— Cabozantinib group 166/259 (64%) 10-8 (10-0-12-5) 48% (41-54)
= (n=171) (n=172)
100 ~ =
E 60 PFS events, n (%) ‘ 118 (69) 112 (65)
3 80 74 Median PFS (95% Cl), mo 5.7 (4.0-7.4) 74(56-9.2)
2 = —
g = s Stratified HR (95% CI) 1.10 (0.84-1.43); p=0.49
28 60 2 40
g3 0
« & T
§E 40 o
27
g2 20
o.
3 Stratified HR for progression or death 1.03 (95% Cl 0-83-1-28); p=0-78 0 + Censored
T T I T T I T I I T I
0 2 4 6 8 10 12 14 16 18 20 22
: Time since randomisation (months) T T T T T T T T T
WU rRbeFabrisk 0 3 6 9 12 15 18 21 24
(number censored) Time since randomization (months)

Atezolizumab-cabozantinibgroup 263(0)  253(3) 226(9) 188(13) 158(16) 133(19) 100(25) 68(46) 43(58) 22(74) 7(86)  6(87)
Cabozantinibgroup 259(0) 242(9) 216(14) 183(17) 153(20) 130(23) 109(25) 71(46) 52(52) 34(67) 12(82) 8(86)

PD-1 or PDL1 inhibition after prior progression on immunotherapy does not improve PFS outcomes

UTSouthwestern

Tian Zhang, MD, MHS Medical Center




HIF2a inhibitor trials in refractory RCC

LITESPARK Keymaker
LITESPARK 005 ARC-20 ARC-20 ARC-20 003 U03
Belzutifan Belzutifan SISV SRR
Treatment Vs Casdatifan Casdatifan Casdatifan 120me dail 120mgdaily  100mg daily+
Sample Everolimus 50mg BID 50mg daily 100mg daily f ¥ + Lenvatinib  Cabozantinib
size N=746 N=32 N=28 N=27 Cabozantinib 20mg daily 60mg daily
N=63 N=24
ORR (%) 23% 25% 29% 33% 31% 46.9% 45.8%
mPFS 5.6 NR NR NR 13.8 12.5 NR
(months)
HR 0.74
n/a n/a n/a n/a n/a n/a
(95% ClI) (0.63-0.88)
mOS & HR 0.88
n/ n/ n/. 26.7 (n/ n/. n/
(95%Cl)  (0.73-1.07) @ @ @ £ (i) @ @
/4
Grade 3 32.5% 42% 32% 17% 15% ~20% 24%
anemia

Tian Zhang, MD, MHS

ASCO Abstract 4506
-ARC-20

Choueiri TK et al, NEJM, 2024
Choueiri TK et al, ESMO 2023
Albiges L et al, GU ASCO 2025
Choueiri TK et al, GU ASCO 2025
Choueiri TK et al, ASCO 2025

UT Southwestern
Medical Center




Challenge for future of refractory RCC:
Tackle mechanisms of immune checkpoint resistance

Antigen-specific approaches
as a next generation 10

B  Surloce sutigens - ]
n —*.nuy
Strategies
Anti-PD1/PD-L1, l
10O Inhibitor, e

Anti-CD73, A2AR p l ’
T cell recognition,
NK cell attack, co- ) N %

et

POR U

Targeting

e

and killing of
cancer cells

Immune cell Immune cell
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Meghantumy into tumors activation ACC ol
Tumor vasculatur. b L‘I": " |
mulation, low |
anglogenic factors, Immune cell stimu “‘“‘I
cell adhesion,
trafficking to cytokine, negative Strategies
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regulators Anti-CTLA4 _ % [
antibody, IL-2, IL- A )
12, Anti-CD27 \
Mechanisms antibody, Anti- o
CD40 antibody
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IFN/JAK/STAT i b o
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Strategies l.l I I I n— TN e..-q
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Zhu S, ZhangT, et al, J Hematol Oncol, 2021; 14: 156
Braun D, Nat Rev Clin Oncol, 2021

UTSouthwestern

Tian Zhang, MD, MHS Medical Center




Ultimately our patients win

1/2020
54y0 man 5/2017-10/2017 Lenvatinib/pembrolizumab
; 9/2008-10/2009 - - °
with RCC Bevacizumab- AGS-16C3F trial: °  1012021-6/2023 /78yo man
RAD-001 trial 12/2009-9/2011 2017 Ra_':_d?gmzed to 9/2019-11/2009 Tivozanib g/2023.1/2024
Lung met, s/p e ; o J1{-axitini Lenvatinib/everolimus i

Nephrectomy metastasectomy .Sorafenlb 10/2011-3/2017 Tibia resection/ , , 1212017-10/2013 . Cabozantinib

o R . o BMS-936558 trial BKA for tibiamet ¢ o b ) b o o : o 1/2024.

. . . . + (nivolumab) co  provacEmE °* . . * Belzutifan

° ° i d ° ° e o ° : : : : °

° ° : ° : e o ° ° (] ° ° :

: S S : . - .

* Lived with metastatic RCC for 17 years
* 10 lines of treatment for metastatic disease

Sequencing life-extending treatments in RCC

* 3interventional trials Challenge everyone to continue rational drug discovery
 3oncologists: Harshman, Srinivas, Zhang for him and many others like him in our clinics

Tian Zhang, MD, MHS UT Southwestern

Medical Center



Outline/Takeaways

* Resistance to first-line immunotherapies occurs in many patients
* PD-1 therapy has no role for post-10 treated patients

* We should change treatment mechanism for patients with
|O-refractory disease — tivozanib, belzutifan, and Lenvatinib-
everolimus, cabozantinib are all approved

Tian Zhang, MD, MHS UT Southwestern

Medical Center



Agenda

Introduction: Adjuvant Immunotherapy for Localized Renal Cell
Carcinoma (RCC)

Module 1: Metastatic Clear Cell RCC — Faculty Presentation

Module 2: Metastatic Clear Cell RCC — Survey Questions

Module 3: Non-Clear Cell RCC — Faculty Presentation
Module 4: Non-Clear Cell RCC — Survey Questions

Module 5: ASCO 2025




Approximately how many patients with metastatic clear cell
renal cell carcinoma (ccRCC) are currently in your practice?

Median: 6

Have you administered the following for metastatic ccRCC on or
off protocol?

Nivolumab/Ipilimumab/cabozantinib: 14 (28%)

Tivozanib alone or in combination nivolumab: 14 (28%)




Questions from General Medical Oncologists —

First-Line Treatment for mccRCC

 We have 2 main choices for therapy with either combination TKI/IO or
dual checkpoint inhibitor therapy. How do we decide which option may
be best for an individual patient; and are there any biomarkers that may
be useful to help with this decision.

 Although I stick to the data and try to provide the most updated and
data-driven treatment, I'm always plagued by the confusion of what the
single “Best of the Best” is the best. As a general oncologist, renal cancer
is a small part of my practice, but it provokes the same therapeutic
anxieties as all the other cancers | treat. | guess that's inherent in the field
of medical oncology today.

RESEARCH.
TO PRACTICE




Questions from General Medical Oncologists —

First-Line Treatment for mccRCC

An 87-year-old man with metastatic RCC, intermediate-poor risk. Pt
started on axi/pembro and did not tolerate axi well. Should a single-agent
treatment be considered?

A 76-year-old female with 3 sites of metastases a few years after
nephrectomy. Asymptomatic. Good risk. Pt has to take care of ill
husband. Poor social support. Should | provide SBRT to all 3 sites vs
single-agent TKI or 10 vs combination of TKI/IO vs combination of 10/10?




Questions from General Medical Oncologists —

COSMIC-313 Trial

* In light of the COSMIC-313 trial results showing improved progression-
free survival but no overall survival benefit and increased toxicity with

the addition of cabozantinib to nivolumab and ipilimumab, how should
clinicians approach the use of this triplet?

 How does nivo/ipi/cabo compare to nivo/cabo?

* Toxicity related to this combination?

RESEARCH
TO PRACTICE




Questions from General Medical Oncologists —

Subcutaneous Nivolumab

Are there any insurance issues in getting subcutaneous nivolumab? Any
compromise in efficacy?

What is the potential impact of subcutaneous nivolumab on patient
adherence and clinic resource utilization compared to the IV formulation?

Nivo just with cabo?




Questions from General Medical Oncologists —

Relapsed/Refractory mccRCC

* Role of immunotherapy in patients with recurrent disease who have been
pretreated in the past with 10 in the adjuvant setting.

« How do you sequence treatment options in the second-line setting for
metastatic ccRCC? Tivozanib vs belzutifan? Does belzutifan have activity
in patients without VHL mutation?

* Any clinical pearls for managing the side effects of tivozanib, belzutifan
and lenvatinib/everolimus?

RESEARCH
TO PRACTICE




Questions from General Medical Oncologists —

Relapsed/Refractory mccRCC

What evidence or clinical experience supports choosing cabozantinib
versus lenvatinib/everolimus in patients progressing on front-line
pembrolizumab/axitinib? What is the role of tivozanib in this setting?

Who is the ideal patient for belzutifan? Please comment on management
of hypoxia.

| typically choose cabozatinib vs lenvatinib/everolimus based on how
symptomatic the patient is. I'd like to see some guidance.




Questions from General Medical Oncologists —

Relapsed/Refractory mccRCC

* Did TiNivo-2 definitively confirm that ICI rechallenge following progression on
ICI therapy should be discouraged in all cases? Does is matter whether the
patient progressed on ICl as the most recent line of therapy or after an ICI
followed by non-ICI agents?

* Would tivozanib be a reasonable option after first-line cabo/nivo? Is it effective
in the second line, or would trying another MOA be better?

* Which of the various TKls do you view as most tolerable?

RESEARCH
TO PRACTICE
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Non-Clear Cell RCC

Professor Laurence Albiges, MD, PhD
Gustave Roussy Cancer Center
Villejuif, France



NON-CLEAR CELL RENAL CELL CARCINOMA (NCCRCC) SUBTYPES
HAVE DISTINCT MOLECULAR AND GENOMIC FEATURES

Papillary Chromophobe Translocation Collecting Duct Medullary Sarcomatoid
Type 1| 5‘3
8 4 7'{‘. o
N 3y &k
IO,

Cytogenetic Alterations

Type 1 Type 2 Del Chr. 1,2, 6, 10,13, 17 Transloc. Xp11.2 [ TFES) Del Chr. 8p, 16p, 1p, 9p Del. 22q -
Transloc. (6;11) |TFEB) Gain Chr. 13q
GainChr. 7,17 Del Chr. 9p
Molecular Alterations
Type 1 Type 2 TPE3 TFES3 fusion NF2 SMARCET1 rearrangements TPE3
PTEN TFEB fusion SETD2 CDKN2A
MET SETD2 TERT fusion SMARCB1 NF2
TERT CDKNZASB MTOR, TSC12 CDKN2A RELN
CDKN2ZAB NF2 MT-NDS ’
EGFR FH BAP
TERT ARIDIA
Pathway Deregulations
Activation Activation Activation Activation Activation - Activation
Cell cycle Cell cycle MTOR TNF Immune response Cell cycle
MAP kinases Hippo APOBEC TGF-8 Cell cycle TGF-¢
NRF2-ARE MTOR
Deregulation Deregulation Deregulation Downregulation Deregulation Deregulation
Chromatin Chromatin Metabolism HIFNEGF Metabolism Chromatin remodeling
remodeling remodeling
Metabolism Deregulation
Methylation Chromatin remodeling

Adapted from Albiges, et al. J Clin Oncol 2018 Oct 29:1C02018792531. doi: 10.1200/JC0.2018.79.2531.



SINGLE AGENT TKI



HISTORICAL STUDIES — SUNITINIB AND EVEROLIMUS

Clinical Trial

SUPAP 24

RAPTOR “°

ESPN 20

ASPEN 18

RECORD-3 2

GLOBAL ARCC 2

Treatment

Sunitinib

Everolimus

Sunitinib vs everolimus

Sunitinib vs everolimus

Sunitinib-everolimus vs everolimus-
sunitinib

Temsirolimus vs interferon-a

Histology

Metastatic pRCC

Metastatic pRCC

vRCC and ccRCC with >20% sarcomatoid
features

vRCC

vRCC and ccRCC

vRCC and ccRCC

ORR, %

PFS, mo

13 (type I) and 11 (type 6.6 (type I) and 5.5 (type II)

II)

9Vs3

18vsg

5vs 8

7.9 (type I) and 5.1 (type IT)

6.1Vs 4.1

8.3vs 5.6

7.2 VS 5.1

7vs 1.8

Flippot et al. 2020



AXITINIB

PAPILLARY RCC — AXIPAP TRIAL

Endpoints Type 1 subgroup (N = 13) Type 2 subgroup (N = 28)
Best response

PR 1(7.7%) 10 (35.7%)

SD 10 (76.9%) 16 (57.1%)

PD 2 (15.4%) 2 (7.1%)

Median PFS (months) 6.7 (95% CI, 2.9-14.0)

6.2 (95% CI, 5.4-9.2)

24w-PFR 46.2 (95% CI, 23.4 to +=) 42.9 (95% CI, 27.5 to +x)

Median OS (months) NR

17.4 (95% CI, 11.4—-NR)

Maximum change from baseline in target lesions (%)

0 PRCCType1 Bl PRCC Type 2 [J Not specified

RS | G Gl Y o B 1 R B S SR GBR b OF 07 e [ ¢ rv11 | S B B T

Individual patients

Négrier et al. EJC 2020



CABOZANTINIB
PAPILLARY RCC — PAPMET TRIAL

mPRCC

* Histologically confirmed
diagnosis of type 1 PRCC

* Measurable disease

*  0-1 prior lines of therapy

* No prior therapy with
sunitinib

* ECOGO-1

Pal S. Presented at the 2021 Genitourinary Cancers Symposium. By permission of Prof S.K. Pal; Pal S, et al. Lancet 2021;397(10275):695-703.

b0 B 1 |

RANDOMIZATION

Cr— SUNITINIB

me==) CABOZANTINIB

3= CRIZOTINIB
+ SAVOLITINIB

0/, J
100% Median  95%
At Risk Failed in Months Conf. Int.
80% 4 == Cabozantinib 44 32 2.0 (6-12)

===+ Cnzotmib 28 26 28 (3-4)

60% - 5 \_'_\_\H
40% A Y g -
20% - e L

0% 1

At Risk 1
Cabozantinibq 44 16 4
Crizotinib{ 28 6 3
Savolitinib4 29 ; |
Sunitinib 1

PFS

LSS0 S )
(]

0 10 20 30 40
Months Afler Registration

Cabozantinib
[n (%)] [n (%)]
Complete Response 0 (0) 2 (5)
'Partial Response (PR) 2 (4) 8 (18)
Unconfirmed Partial Response 1(2) 2 (5)
Stable Disease 23 (50) 23 (51)
.Increasing Disease 11 (24) 4(9)

Sunitinib




Comprehensive Molecular Characterisation of Papillary Renal-Cell

Carcinoma
The Cancer Genome Atlas Research Network. N Engl J Med 2016;374(2):135-45

Characterisation of clinical cases of advanced papillary renal cell

carcinoma via comprehensive genomic profiling
Pal SK, et al. European Urology 2018;73:71-78

MET is a potential target across all papillary renal cell carcinomas:
Result from a large molecular study of PRCC with CGH array and

matching gene expression array
Albiges L, et al. Clin Cancer Res 2014;20(13):3411-21




MET INHIBITORS: PHASE 2 TRIALS

Histology MET Status PFS (m) (013{3

Foretinib MET +: 10 . Eno
(N=74) Al papillary MET -: 57 0.3 I\I<I/|EETT+_..5900//0 -
1st and 2nd line NA: 7 IR
Savolitinib MET +: 44 | Cvoo
(N=109) Al papillary MET -: 46 i I\|<|/|EETT+—'-10%/A)
1st-3rd line NA: 19 o P
Crizotinib MET +: 4 5.8 o
(N=109) Type 1 Papillary MET -: 16 MET +: 30.5 mg " ggof’ -
1st-3rd line NA: 3 MET -: 3 R

Choueiri TK, et al. J Clin Oncol 2013; Choueiri TK, et al. J Clin Oncol 2017; Schoffski P, et al. ASCO GU 2018.



MET INHIBITORS: SAVOIR

‘Open-label, randomised, Phase 3 trial (NCT03091192)
ations with fouslly advansed or metmtatis PRCC Outcome Savolitinib (n=33) Sunitinib (n=27)
Koy inthubion sidle Savolltinib 600 mg QD
Kt e {of 400 mg It <50 kg) ORR* by BICR, % (95 % CI) 27 (13.3-45.5) 7 (0.9-24.3)
+ Cantral confirmaticn of & MET-drven fumow ‘
{chromasome 7 gan / MET or HGF amplication/MET | | RECIST 1.1 assessment every § weeks!
Ainase doman mutations) | urtl gbjective progressive dsease DCR by B|CR,% (95% C|)
+ Measurable cisease Sunitinib ; 4 b
A g e L — 6 months 48 (30.8-66.5) 37 (19.4-57.6)
+ Patients coud have received seor systemic traatent 4 woeks on 2 weeks off wm-wmm bt 12 months 30 (15.6-48.7) 22 (8.6-42.3)
DO Ml v e ot Ater extermal dots on pradicled PFS with
santied i patients wh MET-nven Any tumour shrinkage, % 67 4!
Primary endpoints: PFS by BICR dsease Decame svalatle. sy enriment
Secondary endpoints: 0S and ORR by BICR. safety and HRQOL | e ches el
[ A Blinded independent central review-assessed PFS [ 8] Blinded independent central review-assessed 05
1.0 1.0
i,
0.8 0.8+ Hh
S 8 JHH-%I Savolitinib (n=33)
s 06 S 086 }
- =
= Savolitinib (n=33) =
_E 0.4- Ht + + + _g 0.4+ Sunitinib (n=27)
S Sunitinib (n=27) -
0.2 0.2 1
HR (95%C1): 0.71(0.37-1.36) HR (95% C1): 0.51 (0.21-1.17)
a Log-rank 2-sided P=.31 Log-rank 2-sided P =11
e — - - - . 0+ - — ¥ - “
0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 241
Time from randomization, mo Time from randomization, mo ‘
| No. at risk No. at risk
Savolitinib 33 21 15 8 4 3 3 1 0 Savolitinib 33 31 30 22 i3 7 6 2 0
Sunitinib 27 19 11 7 4 1 o 0 0 Sunitinib 27 25 22 14 10 5 3 1 0
Number Number Median PFS Number Number Median OS
. Randomized of Events in months (95% CI) Randomized of Events in months (95% Cl)
| Savolitinib 33 17 7.0(2.8-NC) Savolitinib 33 9 NC(11.9-NC)
| Sunitinib 27 20 5.6(4.1-6.9) Sunitinib 27 13 13.2 (7.6-NC)

Choueiri TK, et al. Presented at ASCO 2020; Choueiri TK, et al. JAMA Oncol 2020;6(8):1247-55.



METABOLIC ALTERATIONS AND HLRCC
BEVACIZUMAB + ERLOTINIB

B HLRCC C Sporadic
i = * Median time to response
20 20 1.8 months
7 g
& |.'“| g o I, 'II
.g 20 m“”” .g 20 ""”””“ "" * Median Duration of
3 i z ] response
Bl = & * HLRCC: 19.3 months
g -60 g -60 ° H °
3 3 Sporadic PRCC: 17.5
80 80 months
100 -100

Srinivasan ASCO 2020
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TARGETING MET IN MET-ALTERED PRCC - THE
SAVOIR STUDY

MET-driven papillary RCC = MET and/or HGF amplification, chromosome 7
gain and/or MET kinase domain mutations

Savolitinib (n = 33) Sunitinib (n = 27)
PFS events, n (%) 17 (52) 20 (74)
Median PFS (95% Cl), mo 7.0 (2.8, NR) 5.6 (4.1,6.9)
HR (95% Cl) 0.71(0.37, 1.36); p = 0.313
Deaths, n (%) 9(27) 13 (48)
Median OS (95% Cl), mo NR (11.9, NR) 13.2 (7.6, NR)
HR (95% Cl) 0.51 (0.21, 1.17); p=0.110
ORR n (%) [95% CI] 9(27)[13.3, 45.5] 2 (7)[0.9, 24.3]

All partial responses
Choueiri et al. JAMA Oncol 2021
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IMMUNOTHERAPY: PEMBROLIZUMAB (KEYNOTE 427)

Open-label, single-arm, Phase 2 study of pembrolizumab monotherapy as
first-line therapy in patients with advanced non-clear cell renal cell carcinoma

Key eligibility criteria

« Locally advanced or metastatic disease

+ Measurable disease per RECIST v1.1 by BICR
+ No prior systemic therapy for advanced RCC

+ Karnofsky Performance Status score 270%

Screening
for
Eligibility

Endpoints

. Primary: ORR (RECIST v1.1 by BICR)

.+ Secondary: OS, PFS, DOR, DCR (RECIST v1.1 by BICR), safety

Characteristics N (n=165) “

Papillary 71.5% 28.8%
Chromophobe 12.7% 9.5%
Unclassified 15.8% 30.8%
Sarcomatoid 23.0% 42.1%
Prior treatment 0% 26.7%
PD-L1+ 61.8% 35.3% (12.1%)

McDermott D, J Clin Onc 2020:39(9); https://doi.org/10.1200/JC0.20.02365. Lee DL, et al. presented at ESMO 2021

Cohort A
CCRCC
N=110

Cohort B
nccRCC

N=165

Response assessed at Week 12, Q6W

until Week 54, and Q12W thereafter

Change From Baseline, %

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

100
80
60
40
20

-20 -
-40 -
~-60 -
-80 -

Outcome (n=165)

ORR/CR 26.7%16.7%
PD 36.4%

PFS 4.2 months
0S 28.9 months

e - - e - e e - o - o o e -

B Papillary
B Chromophobe
B Unclassified

-100

Patients



IMMUNOTHERAPY: NIVOLUMAB (CHECKMATE-374)

Safety and efficacy of nivolumab in patients with advanced non-clear cell
renal cell carcinoma: Results from the Phase 3b/4 CheckMate 374 Study

Characteristics N (n=44) ORR
Papillary 54.5% 8.3%
Chromophobe 15.9% 28.6%
Unclassified 18.2% 12.5%
Translocation 5% 0%
Collecting duct 2% 100%
Medullary 2% 0%
Not reported 2% -
Sarcomatoid 9.1% 50%
Prior treatment 34.1%

Vogelzang NJ, et al. Clin Genitourin Cancer 2020;18(6):461-468.e3.v DOI: 10.1016/j.clgc.2020.05.006.

Best reduction from baseline in target lesion (%)

B Papillary
B Translocation associated
B Pathology unclassified
B Chromophobe

B Collecting duct

B Not reported

ORR 13.6%
CR 2.3%
PD 40.9%
PFS 2.2 months
0S 16.3 months




IMMUNOTHERAPY: NIVOLUMAB-IPILIMUMAB (CHECKMATE-920)

Safety and efficacy of nivolumab plus ipilimumab in patients with advanced non-clear
cell renal cell carcinoma: results from the phase 3b/4 CheckMate 920 trial

N=200

Key inclusion criteria

+ Advanced or metastatic RCC (ccRCC and
nccRCC)

+ No prior systemic therapy for advanced/
metastatic RCC

+ Any IMDC risk

. Brain metastases allowed if asymptomatic
and not on CS or receiving radiation
(enrolled to cohort 3 or 4)

+ KPS 70% (cohorts 1-3) or 50-60% (cohort 4)

Characteristics N (n=44) ORR

Unclassified 42.3% -
Papillary 34.6%
Chromophobe 13.5% -
Translocation 3.8%

Collecting duct 3.8% -
Medullary 1.9% -
Sarcomatoid 28.8% 35.7%
Prior treatment 0% 19.6%
PD-L1+ 38.5% 30.8%

Cohort 1: predominantly ccRCC KPS 2 70% (n = 100)
NIVO 6 mg/kg + IPI 1 mg/kg Q8W alternating with NIVO 480 mg Q8W, staggered Q4W

Cohort 2: nccRCC KPS 2 70% (n = 50)
NIVO 3 mg/kg + IPI 1 mg/kg Q3W x 4 doses

Cohort 3: cc/nccRCC with non-active brain metastases KPS
>70% (n = 25) NIVO 3 mg/kg + IPI 1 mg/kg Q3W x 4 doses

Cohort 4: cc/nccRCC KPS 50% -60% (n = 25) NIVO 3 mglkg
+ 1Pl 1 mg/kg Q3W x 4 doses

Treat for < 2 years or until RECIST v1.1-defined progression, unacceptable

toxicity, or withdrawal of consent

Tykodi SS, et al. J Immunother Cancer 2022;10:003844. doi:10.1136/jitc-2021-003844.
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~
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~
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Progression-free survival (probability)
o

o
(=3

No. atrisk %52

ORR/CR 19.6%/4.3%
PD 41.3%

PFS 3.7 months
0S 21.2 months




IMMUNOTHERAPY: NIVOLUMAB-IPILIMUMAB
(SUNNIFORECAST)

pess NNIFOR 1 K ign
BV ™ SUNNIFORECAST - Study desig ERN  pilimumab/
Key Inclusion Criteria (KIC) Nivolumab
* Metastatic or locally advanced Arm A N=309 N3157
necRCC (»S0% nec component): Nivolumab 3 me/kg IV
#CccROC subtypes: papitary, chromophabe, — + Ipilimumab 1 mg/kg IV qiw
collecting duct carcinoma (COC), renal 4 times
::‘\:‘I:':;l:::n;uu 840}, e domified, i / R . - 0OS rate at 12 mos 82.5% 86.9% 76.8% p=0.0141
[ Nvolumad unacceptable toxicity, or (95%.-C1) (77.46% - 86.46%) (80.24% - 91.46%) (68.62% - 83.09% )
* No prior systemic therapy for RCC 1:1 { 240 mg fat IV g2w or 430 mg flat géw withdrawal of consent
* Tumor material avallable
* Pts. may be trested 92.8% 94.7% 90.0% =0.067
* Measurable discase as per RECIST beyond progression 05 rate at 6 mos 7%% P
vil under protocol-defined (95%-C1) (95.27% - 2.83%) (89.72% - 97.32%) (83.75% - 93.98%)
clrcumstances
* Karnofski performance status > 70% .s"'.:'t::f:::n OS rate at 18 mos 73.4% 76.6% 69. 1% P-‘0.084
* No active CNS metastases (papillary vs non-papillary) (95%01) (67.67% - 78.28%) (68.69% - 82.79%) (60.25% - 76.34%)
*  IMDC score
::‘."::.':Z ...::::',w eans avth of keost X% I N=306 pts. (planned) ] OS mos 40'8 42 '4 33‘9. P=0.292
e — Central pathological review (median, 95%C1) (332-47.21) (35.24-55.54) 552-)
22.3 mos (0.5~ 70.2) i
- 1 | Primary Endpoint: OS rate at 12 months
:'L' 'Dr 'L'":mm:n' i u.'n'.‘u Key Secondary Endpoints: S, OS-rate at 6 and 18 months; PFS, ORR, TTP, Safety, Qol
Goethe University, Frankfurt, Germany Exploratory Endpoints: predictive biomarkers [ e g.PD-L1 expression)
Product Lint Swvival Estimates
T Mavier of Babgeete o Nab
Histology Treatme | CR PR ORR - Product Lt Survivel Estim  HR 0.83 (0.39 - 1.17) R el
nt i \
! e Lo 200 = N
all neeRCC Nivo/ipi 10 (8.0%) 31 (24.8%) 41 (32.8%) 41(32.8%) 43 (34.4%) N |
e 20060 § ™t =
B 206%)  22(180%) 75 (61.5%) 23(18.9%) N \
p=0.001 - - E “ “\
papillary Nivo/Ipi 7(9.7%) 14 (19.4%) 21 (29.2%) 27 (37.5%) 24 (33.3%) 2 2 - = bk e ~
W1 [So0l 206w agsew)  [HEEIGRININ s c0s%) 140848 : - —
b ° . " " » » » « - ™
;\:.n;;;pillarv Nivofipi  3(5.7%) 17(321%) 20 (37.7%) 14 (18.4%) 19 (27.1%) A B0 S R O
B o0o%)  sps2w  [EEEEIIN 27 (61.4%) 9 (20.5%) “ r— T
. . b - » x » O @& = ® = n Wwy & ” - 48 4 >
chromephobe  Nivoflpi 0 (0.0%) 7(25.9%) 7 (25.9%) 12 (44.4%) 8(29.6%) Oversl surviest o masthe) SoEas Gawc AN &% dE 3 3 -
e S o00% sk [SEE 2107.8% 4(14.8%) A S e ' —
118 2w e N ' PFS mos. 5.52 5.65
3 X (medan, range) a30-823 549846

HR 0.99 (0.76-1.18)

Bergmann L, et ol. Presented at ESMO 2024; abstract LBA75. By permission of Prof L. Bergmann. Median follow-up: 24.3 mos (0.5 -70.2)
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NIVOLUMAB+CABOZANTINIB IN NON-CLEAR RCC

Key inclusion criteria

. Advanced or metastatic ncRCC

+ Measurable disease per RECIST v1.1
« 0-1 prior lines of systemic therapy

Cabozantinib 40 mg PO daily
+

Nivolumab 240 mg IV every 2 weeks
(or 480 mg IV 4 weeks)

Primary endpoint

+ ORR by RECIST
Secondary endpoints

+ PFS by RECIST

+ PFS by irRECIST

. 08

« Safety and tolerability

Cohort 1: papillary?, unclassified, or translocation-associated RCC (N=40)

Cohort 2: chromophobe RCC (N=7)

Line of treatment

Renal cell carcinoma histology

Parameter
1st line (n=26) 2nd line (n=14) Papillary (n=32) UCP (n=6) TA-RCC (n=2)

ORR,% (95% Cl) 54 (33-73 36 (13-65) 47 (30-64) 50 (12-88) 50 (1-99)
Complete response, n (%) 1(3.8) 0(0) 1(3.1) 0(0) 0(0)
Partial response, n (%) 13 (50) 5 (36) 14 (44) 3 (50) 1(50)
Stable disease, n (%) 12 (46) 7 (50) 16 (50) 2(33) 1(50)
Progressive disease, n (%) 0(0) 2 (14) 1(3.1) 1(17) 0 (0)
Median PFS, mo (95% Cl) 11 (7-19) 13 (5-16) 13 (7-16) 8 (1-NE) 14 (5-23)

Fitzgerald KN

, et al. Eur Urol 2024;86(2):90-94;




NIVOLUMAB+CABOZANTINIB IN NON-CLEAR RCC

Key inclusion criteria Cabozantinib 40 mg PO dally

. Advanced or metastatic ncRCC | +

+ Measurable disease per RECIST v1.1 Nivolumab 240 mg IV every 2 weeks
« 0-1 prior lines of systemic therapy (or 480 mg IV 4 weeks)

Cohort 1: papillary?, unclassified, or translocation-associated RCC (N=40)

Primary endpoint

» ORR by RECIST
Secondary endpoints

+ PFS by RECIST

+ PFS by irRECIST

+ 0S

+ Safety and tolerability

Cohort 2: chromophobe RCC (N=7)

Cohort 1 {N=40) Cohort 2 (N=7)

Objective response rate (35% Cl) 47.5% (31.5, 63.9)
Best response, n (%) 3

Partial response 19 (47%) 0 (0%) 2

Stable disease 20 (50%) 5 (71%) 2

Progressive disease 1(3%) 1(14%) €

Not Evaluable 0 (0%) 1(14%) £
Disease control rate (95% Cl) 97.5% (86.8, 99.9) 71.4% (29.0, 96.3) g
Clinical benefit rate (95% CI) 75.0% (58.8, 87.3) 57.1% (18.4, 90.1) =
Median progression-free survival, months (95% Cl) 12.5(6.3, 15.9) 2 - o, SO
Median duration of response, months (85% CI) 13.6(9.7, 19.8) t P

Cohort 1 (N=39%) Cohort 2 (N=6")

Fitzgerald KN, et al. Eur Urol 2024;86(2):90-94;



LENVATINIB-PEMBROLIZUMAB IN NON-CLEAR RCC

(KEYNOTE-B61)

Key eligibility criteria

. Histologically confirmed diagnosis of
nccRCC (per investigator)

. Locally advanced/metastatic disease

+ No prior systemic therapy

. Measurable disease per RECIST v1.1

+ Tumour tissue sample available

« KPS 270%

Pembrolizumab + Lenvatinib N=158

ORR (CR + PR), % (95% Cl) 49.4 (41.3-57.4)

DCR (CR+PR+SD), % (95% Cl) 82.3 (75.4-87.9)

CBR (CR, PR, or SD for 26 months), % (95% Cl) 71.5 (63.8-78.4)

Best response, n (%)

CR 9(5.7)
PR 69 (43.7)
SD 52 (32.9)
PD 17 (10.8)
NE 1 (0.6)
NAb 10 (6.3)

Tumour assessments

12 weeks from allocation
then Q6W for 54 weeks then
Q12W thereafter

Endpoints

+ Primary: ORR per
RECIST v1.1 by BICR

. Secondary: CBR, DCR,
DOR, and PFS per
RECIST v1.1 by BICR;
08, safety and tolerability

ORR, % (95% CI)

1004

Toelal populaton Papillary  Chiomophobe Unclassiliec Translozslion Omer

N=148 n=53 n=29 n=21

n=5 n=4

Albiges L, et al. Lancet Oncol 2023;24(8):881-891; Voss M. ASCO GU Meeting 2024.




DURVALUMAB+SAVOLITINIB IN PAPILLARY RCC (CALYPSO)

Phase 2 study investigating the safety and efficacy of savolitinib and durvalumab
in metastatic papillary renal cancer (CALYPSO)

Advanced/metastatic papillary RCC

Any PD-L1 or MET status 14/41 (34%) patients in the PRC cohort Best response of change in target lesion sum of diameters

VEGF naive/treatment refractory

Measurable disease were MET-driven defined as:
(N=42 envolle) « MET amplification

Eligibility
80 100

L

. L 5 31
e — « MET kinase domain variations 2 o
Savolitinib (6(20 mg OD) D1 . Chromosome 7 galn %%‘ o
e (i G . HGF amplification 5% o :
§ Until PD, end of clinical benefit or &E S -
= unacceptable toxicity § g " B
(N=41 received treatment) Response in MET-driven papillary RCC 2 >
patients £ 5
e . Confirmed response rate in MET-driven Z' ORR 29% (12/41)
Objective response rate (ORR) : 0 -
fg s patle.nts was _57 /0 (8/14) B MET-driven (N=13) I Not MET-driven (N=14)
B Progression-free survival (PFS) + Median duration of response was 9.4 1 Invalid/Not measured (N=12)
uCJ Overall survival (OS) * 1 patent In tha Not MET-drtvan popaiaton had 3 best parcantags charda In18rgat leskan sum of diamebars from bassling of 0%
-guration of response (DoR) monthS
*Best response 24 wks . .
Safety Median follow-up is 26.8 months.

Fig. 1: Study Design

Suarez C, et al. Phase Il Study Investigating the Safety and Efficacy of Savolitinib and Durvalumab in Metastatic Papillary Renal Cancer (CALYPSO), J Clin Oncol 41(14), 2493-2502. https://doi.org/10.1200/JC0.22.01414.



ONGOING TRIALS FOR NON-CLEAR CELL RCC

A PAPMET2 B SAMETA C STELLAR-304
(n =200) (n = 220) (n =291)
Key Inclusion Criteria Key Inclusion Criteria Key Inclusion Criteria
Metastatic pRCC (type 1 or 2) MET-driven metastatic/locally Metastatic/advanced non—clear
0-1 Previous systemic therapies advanced pRCC cell RCC
Key Exclusion Criteria No previous systemic therapies No previous systemic therapies
Previous cabozantinib therapy (one previous adjuvant therapy allowed)
Previous aPD-1/PD-L1 checkpoint
linhibitor therapy (including adjuvant)|

Cabozantinib + Cabozantinib Durvalumab || Savolitinib Sunitinib Zanzalintinib + Sunitinib
atezolizumab + savolitinib nivolumab
Primary end point: PFS Primary end point: PFS (durvalumab + Primary end point: PFS, ORR
Secondary end points: OS, ORR, savolitinib v sunitinib) Secondary end points: OS
adverse events Secondary end points: OS, ORR, DCR,
DoR, HRQolL

Am Soc Clin Oncol Educ Book. 2024 Jun;44(3):e438642.



Zanzalintinib (XL092) Mechanism of Action

Proliferative mechanism of tumor growth

Untreated tumor

intinib and nivol
combination therapy

Receptor tyrosine ki

Tumor cells
:/.‘ \

Immunosuppressive mechanism of tumor growth

D - Actvaicn of VEGFR,
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Kinase ligands

O Zanzalintinit Y Nivolumnab

« Zanzalintinib: targets VEGFR,
MET, and TAM kinases

* Inhibiting these kinases reduces
tumor angiogenesis, proliferation,
metastasis, and immune
checkpoint expression

' TAM 'MET YVEGFR

O GAS8 O HGF & VEGF

« Zanzalintinib + nivolumab:
inhibition of zanzalintinib targets
may promote an immunoper-
missive tumor microenviron-
ment that enhances response
to nivolumab

STELLAR-304 Study Design:

Randomized, Open-Label,
Global, Phase Il

Advanced nccRCC (N=291)

+ Papillary, unclassified, and
translocation-associated histologies
(sarcomatoid features allowed)

« Measurable disease per RECIST
v1.1 by investigator

+ Karnofsky Performance Status
270%

* No prior systemic anticancer
therapy for unresectable locally
advanced or metastatic nccRCC

|
ﬁ R2:1 ﬁ
Zanzalintinib

Endpoints

* Dual primary: PFS and ORR
per RECIST v1.1 by BIRC

+ Secondary: OS

« Other: Safety, including incidence
and severity of AEs

Abbreviations: AE: adverse event; APC: antigen-presenting cell; BIRC: blinded
incependent rackoiogy commitiee; DC: dendntic cell; M1: M1 macrophage; M2
M2 macrophage; MDSC: myelid-derived suppressor cel; nccRCC: non-clear
cell renal ool carci ; PD-1: peog d death-1; PD-L1: programmed death
ligand-1; PFS: progression-free survival, ORR: objective responsa rale; OS:
overall suvival, R: randomzed; RECIST. Response Evaluation Criteria in Sold
Tumors; TAM: TYROGAXLMER; Treg: regulatory T coll; VEGF(R): vascular
endothelial growth factor (recepior)




TAKE HOME MESSAGES

* Non- clear cell RCC : heterogeneous group, only ~25% of RCC
» Low level of evidence for systemic therapy
» Clinical trials should be preferred

* Rare cancer networks/expert pathology review should be requested

* First-line in 2025
»10 - TKI
» Randomized data are pending !



Agenda

Introduction: Adjuvant Immunotherapy for Localized Renal Cell
Carcinoma (RCC)

Module 1: Metastatic Clear Cell RCC — Faculty Presentation
Module 2: Metastatic Clear Cell RCC — Survey Questions

Module 3: Non-Clear Cell RCC — Faculty Presentation

Module 4: Non-Clear Cell RCC — Survey Questions

Module 5: ASCO 2025




Questions from General Medical Oncologists —

Metastatic Non-Clear Cell RCC

Is there a way of rating one TKI over another? How does front-line TKI
affect choice of second line?

How do you manage diabetic or hypertensive patients with proteinuria
when you are trying to give TKI therapy (progressed on immunotherapy,
already on ACE inhibitor)?




Questions from General Medical Oncologists —

Metastatic Non-Clear Cell RCC

A major barrier | encounter is the lack of clear guidance and trial data for
treating non-clear cell histologies, particularly in patients who cannot
tolerate immunotherapy. This makes clinical decision-making uncertain
and variable across institutions.




Questions from General Medical Oncologists —

Zanzalintinib for Non-Clear Cell RCC

| know this is a multitargeted TKI including inhibition of VEGF. Are there
patients who are out two or three regimens and may have developed
mutations where this drug may be of value? Is repeat NGS sequencing
important?

How is this agent different from cabozantinib? Is there any reason to
believe it may be effective in patients who have previously received
cabo?

How does the tolerability of this agent compare to cabozantinib and
other TKIs? What are the most common toxicities with this drug?

RESEARCH
TO PRACTICE
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Efficacy of second line (2L) treatment with tivozanib (Tivo) as
monotherapy or with nivolumab (Nivo) in patients (pts) with
metastatic renal cell carcinoma (mMRCC) previously treated with an
immune checkpoint inhibitor (ICl) combination of ipilimumab
(Ipi)/Nivo or vascular endothelial growth factor receptor-tyrosine
kinase inhibitor (VEGFR-TKI)/ICI in the phase 3 TiNivo-2 study.

Chehrazi-Raffle A et al.
ASCO 2025;Abstract 4540.




Efficacy of second line treatment with tivozanib +/- nivolumab in
patients with mRCC in the phase 3 TiNivo-2 study.

Best percentage change in target tumor size.

Best % Change from Baseline

Prior Treatment >30% Reduction >50% Reduction
TKI/ICI 30.5% 19.4%
Tivo
Ipi/Nivo 44.4% 27.8%
TKV/ICI 17.5% 2.5%
Tivo+ Nivo
Ipi/Nivo 33.3% 12.1%

Chehrazi-Raffle A et al. ASCO 2025; Abstract 4540.



Zanzalintinib (zanza) + nivolumab (nivo) =% relatlimab (rela) in
patients (pts) with previously untreated clear cell renal cell

carcinoma (ccRCC): Results from an expansion cohort of the
phase 1b STELLAR-002 study.

Chadoud J et al.
ASCO 2025;Abstract 4515.




Background

« Zanzalintinib (XL092) is a TKI with a short half-life that inhibits VEGFR, Zanzalintinib mechanism of action®2
MET, and the TAM kinases (TYRO3, AXL, and MER), all of which are
involved in immunosuppression within the tumor microenvironment' 2 VEGF& il
PD-L1

* In the phase 1 STELLAR-001 study, single-agent zanzalintinib
demonstrated tolerability and promising antitumor activity in an
expansion cohort of patients with heavily pretreated advanced ccRCC?

« Zanzalintinib activity could potentially be augmented when combined

with the PD-1 inhibitor nivolumab and the LAG-3 inhibitor relatlimab, . Zanzalintinib
which together restore T-cell activation and result in increased " inhibition
antitumor activity*  Kinase ligands
GAS6 HGF VEGF
* Here, we report results from the non-randomized expansion cohort of | Q 0 A

patients with previously untreated advanced ccRCC who received
zanzalintinib + nivolumab or zanzalintinib + nivolumab/relatlimab in the
multicenter, open-label STELLAR-002 study

#Reproduced with permission from the author(s)

APC, antigen-presenting cell; ccRCC, clear cell renal cell carcinoma; CD8, CD8+ T cell; GAS6, growth arrest-specific 6; HGF, hepatocyte growth factor; LAG-3, lymphocyte-activation gene 3;

MDSC, myeloid-derived suppressor cell; NK, natural killer cell; PD-1, programmed death 1; PD-L1, programmed death-ligand 1; TKI, tyrosine kinase inhibitor; VEGF(R), vascular endothelial growth factor (receptor).

1. Hsu J, et al. Mol Cancer Ther. 2023;22(2):179-91. 2. Chang JH, et al. Eur J Cancer. 2024;211(suppl_1):114638. 3. Pal S, et al. Presented at the International Kidney Cancer Symposium: North America, Nashville, TN, USA,
November 9-11, 2023, Abstract 1. 4. Hofmann M, et al. Signal Transduct Target Ther. 2024,9(1):291. 5. Pal S, et al. Presented at the American Society of Clinical Oncology Annual Meeting, Chicago, IL, USA, May 31-June 4,
2024, Abstract 4545.

STELLAR-002 3 Chahoud J et al. ASCO 2025



STELLAR-002 (NCT05176483): 1L ccRCC Expansion Cohort

+ Aged 218 years »
* Unresectable advanced or metagtatic RCC with a Non-randomized
clear cell component (sarcomatoid features allowed)
« All IMDC risk groups Sequential
» No prior systemic anticancer therapy for RCC assignment Zanzalintinib 100 mg PO QD +
— Prior non-VEGF(R)-targeted adjuvant or > Nivo/Rela 480/480 mg IV Q4W

neoadjuvant therapy allowed if disease recurrence

A 2 - -
occurred 6 months after the last dose (ﬁxed'dose comblnatlon) (n 40)

Primary: Incidence and severity of AEs
ORR per RECIST v1.1
Secondary: PFS per RECIST v1.1
#Patients were allowed to receive treatment beyond radiographic progression if the investigator believed they were receiving clinical benefit

1L, first-line; AE, adverse event; IMDC, International Metastatic RCC Database Consortium; IV, intravenously; Nivo, nivolumab; ORR, objective response rate; PFS, progression-free survival, PO, orally; Q4W, every 4 weeks;
QD, once daily; RCC, renal cell carcinoma; RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1; Rela, relatlimab

STELLAR-002 4 Chahoud J et al. ASCO 2025



Antitumor Activity Summary

Zanzalintinib +

Progression-free survival

Nivo/Rela (n=40) 100 4
ORR (95% Cl), % 63 (46-77) 40 (25-57)
Confirmed CR, n (%) 3(8) 1(3) = 80
Confirmed PR, n (%) 22 (55) 15 (38) %
SD, n (%) 11 (28) 20 (50) g 60 -
PD, n (%) 2(5) 3(8) § mo
DCR (95% CI), % 90 (76-97) 90 (76-97) E i Median, 13.0 mo
Median DOR (95% Cl), months NE (11.1-NE) NE (4.0-NE) §
12-month DOR (95% ClI), % 73.4 (50.0-87.1) 741 (39.1-90.9) g Median
o 20 4| Arm follow-up, mo
Median TTR (range), months 2.1(1.7-11.0) 36(1.7-12.8) » )
Median PFS (95% CI), months 18.5 (9.5-NE) 13.0 (7.4-NE) Zanzalintinib + Nivo/Rela 15.9
6-month PFS (95% Cl), % 83.4 (66.8-92.2) 80.4 (63.1-90.2) ¥ d(') :'3 é 1'2 1'5 1'8 2'1 2'4
12-month PFS (95% Cl), % 64.4 (45.7-78.1) 58.4 (39.9-73.0) No. at risk Months
ey 40 34 29 23 20 17 13 3 0
Zanzalintinib 40 34 2% 22 15 8 0

Per RECIST v1.1. *Kaplan-Meier estimate.

+ Nivo/Rela

Cl, confidence interval; DCR, disease control rate; DOR, duration of response; mo, months; NE, not estimable; TTR, time to objective response
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Safety Summary

Safety Overview Grade 3/4 TEAEsY Occurring in >2 Patients
: Zanzalintinib +
' ‘ Nivo/Rela (n=40)

Zanzalintinib + Nivo/Rela (n=40)

Median exposure (range), months 16.1 (0.5-24 .8) 10.9 (0.5-17.1) g?::o G3r,a4(‘1.e TEAE, n g‘r\:ge G;?;,’,o
Zanzalintinib 16.1 (0.5-25.1) 7.6 (0.5-18.0)
Nivo or Nivo/Rela 10.5 (0.0-24.0) 6.3 (0.0-17.1) Hypertension 24 13 Hypertension 19 6
TEAE (any grade / grade 3/4),> n 40/33 40/ 32 Diarrhea 31 6 Rash, maculo-papular 13 6
Related to any study treatment 40/ 32 40/ 30 AST increase 20 5 Lipase increase 11 4
Serious TEAE, n 21 24 ALT increase 17 5 Pulmonary embolism 4 4
Related to any study treatment 10 13
PPE 11 4 ALT increase 19 3
Dose modification due to TEAE, n
Zanzalintinib dose reductions 34 31 Decreased appetite 22 3 Fatigue 13 3
Zanzalintinib dose holds 39 39 Fatigue 18 3 Hypertransaminasemia 5 3
Nivo or Nivo/Rela dose delays 30 27
Rash, maculo-papular 11 3 Other AE of interest
irTEAE (any grade / grade 3).° n 242 34/12
AST or AL T Increase’ 23/7 2516 Urinary tract infection 6 3 PPE 2 0
Rash, maculo-papular 9/3 10/4 *Grade 4 TEAEs were reported in 2 patients in each arm:
« Zanzalintinib + Nivo: subdural hematoma and urine output decrease
« Zanzalintinib + Nivo/Rela: lipase increase and pulmonary embolism
aThere were 2 grade 5 TEAESs in each arm; none were related to study treatment. ®There were no grade 4 or 5 irTEAES; the most common grade 3 events (22 patients) are shown; immunosuppressants were used in

16 and 17 patients in the doublet and triplet arms, respectively. fIncludes hypertransaminasemia. “TEAE highest grade is reported if multiple grades present per patient per term.
ALT, alanine aminotransferase; AST, aspartate aminotransferase; irTEAE, immune-related TEAE; PPE, palmar-plantar erythrodysesthesia; TEAE, treatment-emergent adverse event
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Five-year follow-up results from the phase 3
KEYNOTE-564 study of adjuvant pembrolizumab
(pembro) for the treatment of clear cell renal cell

carcinoma (ccRCC).

Haas NB et al.
ASCO 2025;Abstract 4514.




Ipilimumab and nivolumab in patients with
metastatic clear cell renal cell carcinoma (mccRCC)
treated on the phase 3 PDIGREE (Alliance A031704)

trial: Results from Step 1 analysis.

Zhang T et al.
ASCO 2025;Abstract 4516.




Combination casdatifan plus cabozantinib expansion
cohort of phase 1 ARC-20 study in previously treated
patients with clear cell renal cell carcinoma.

Choueiri TK et al.
ASCO 2025;Abstract 4506.




ALLO-316 in advanced clear cell renal cell carcinoma
(ccRCC): Updated results from the phase 1 TRAVERSE
study.

Srour SA et al.
ASCO 2025;Abstract 4508.




Exploratory analysis from NEOAVAX, a neoadjuvant
trial of avelumab/axitinib in patients (pts) with
localized renal cell carcinoma (RCC) who are at

high risk of relapse after nephrectomy. Abstract

Bex A et al.
ASCO 2025;Abstract 45009.




Genomic characterization of baseline and post-
progression tumors in IMmotion010, a randomized,
phase 3 study of adjuvant (adj) atezolizumab (atezo)
vs placebo (pbo) in patients (pts) with high-risk
localized renal cell carcinoma (RCC).

Pal SK et al.
ASCO 2025;Abstract 4510.




Nivolumab plus ipilimumab vs sunitinib for first-line
treatment of advanced renal cell carcinoma: Final
analysis from the phase 3 CheckMate 214 trial.

Motzer RJ et al.
ASCO 2025;Abstract 4505.




An integrative analysis of circulating and tumor
microenvironment (TME) determinants of patient
response in the Checkmate 9ER (CM 9ER) trial of
nivolumab and cabozantinib (NIVO+CABO) in
advanced renal cell carcinoma (aRCC).

Braun DA et al.
ASCO 2025;Abstract 4511.




Gut-associated checkpoint as a prognostic biomarker
in metastatic renal cell carcinoma (mRCC): Results
from a randomized first-line clinical trial.

Saliby RM et al.
ASCO 2025;Abstract 4512.




AREN1721, a randomized phase 2 trial of
axitinib+nivolumab combination therapy vs single
agent nivolumab for the treatment of TFE/translocation
renal cell carcinoma (tRCC) across all age groups, an NCI
National Clinical Trials Network (NCTN) phase 2 study.

Geller JI et al.
ASCO 2025;Abstract 4521.




Cases from the Community: Investigators Discuss
Available Research Guiding the Care of Patients
with Relapsed/Refractory Multiple Myeloma

A CME-Accredited Virtual Event Held in Conjunction
with the 2025 ASCO® Annual Meeting

Monday, June 2, 2025
6:00 PM - 7:00 PM CT (7:00 PM - 8:00 PM ET)

Faculty
Ajay K Nooka, MD, MPH
Paul G Richardson, MD

Moderator
Neil Love, MD




Thank you for joining us!

Please take a moment to complete the survey
currently up on Zoom. Your feedback
is very important to us. The survey will remain open
for 5 minutes after the meeting ends.

Information on how to obtain CME
credit is provided in the Zoom chat room.
Attendees will also receive an email in
1 to 3 business days with these instructions.




