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Adjuvant Pembrolizumab Plus Belzutifan Versus
Pembrolizumab for Clear Cell Renal Cell Carcinoma:
The Randomized Phase 3 LITESPARK-022 Study
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Suarez®, Tom Ferguson?, Yen-Hwa Chang', Caros Rojas'', Roberio lacoveli's, Yuksel Urin™, Elena YVerzonid, Juan
Carlos Vazguez Limdn™, Camillo Fora™, Robert G, Uzzo™, Jae Lyun Lee™, Balaji Venugopal™<", Rana R, McKay:',
Hans Hammers=*, Hideaki Miyake, Jad Chahoud®, Hong Liu=, Joseph E. Burgents®, Manish Sharma=",
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Background

* Pembrolizumab is the adjuvant standard of care for patients with ccRCC at increased
risk of recurrence following nephrectomy’
- The phase 3 KEYNOTE-364 study showed that adjuvant pembrolizumab significantly
improved DFS and OS compared with placebo?®?
- Nevertheless, additional adjuvant therapy options are needed, as ~40% of patients treated
with adjuvant pembrolizumab experienced death or recurrence within 5 years of nephrectomy?

» Belzutifan is a potent, selective HIF-2Za inhibitor with established efficacy in patients
with advanced RCC treated with prior immunotherapy and VEGFR-TKI therapy®
- Adjuvant combination strategies incorporating belzutifan may improve outcomes in RCC

* The randomized, double-blind, phase 3 LITESPARK-022 study evaluated
pembrolizumab + belzutifan vs pembrolizumab + placebo in participants with resected
ccRCC at increased risk of recurrence
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Study Design: LITESPARK-022 (NCT05239728)

i - e Median follow-up (data cutoff, Aug 23, 2025):
ey Eligibility Criteria 28 4 months (range, 15.0-40.1)

« Hisiodogecally confrmd ccRLCLwilh no prior Sysiemss

Pembrolizumab 400 mg Q&W
N =521 for ~1 year (=
+ belrutifan 1
for 254 weelks

exks pnar fo rand omazaban

+ Chvvlg of thie 1 1]
ntermediate-high risk of recurmence (MO
Bl grade 4 of $ancomaloed, NU
grade, NO
 High sk o prc (MO
— pT4, any grade, NO
Any pl, any grade, M+ M =920
« M1 NED

Fembrolizumab
fior ~1

Stratification Factors Primary endpoint: DFS by investigator
+ Intermwediate-high vs high vs M1 NED Key secondary endpoint: OS
+ Tumor grade 1-2 v 3=4 Other secondary endpoints include: safety
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Baseline Characteristics

() conoRTE

Fembrofizumakb + Fembrolizumab +

b LzLtITAR plac b
Characteristic, n (%) (N =021) (M =920}
Age. median [rangel, ws 5000 (20-81) £0.0 {24-86)
Say
Male G733 {T3.1) 642 (H9.8)
Femalke 24E (29.9) 278 (302
LS Region
LI 14015.2) 115 (125)
Mo LS T81 |E4.B] 05 [87.5)
Race
[_'i"Jh_rITa LT LR SET 2] ]
Al athers 303 {32.4] 35 (34.2)
Missing A3 {4.8) 24 (28]
ECOG PS
(@ T (35 6) TITBE
1 133 {14.4) 143 [15.5)

Pembraolizumab +

Peambrolizumakb +

belzutifan F’JI-HI!‘.EI'JFJ

Characteristic, n (%) (N =921) (N = 920)
Risk Categary®

Irtarmediata-to-High TT9 (B4.6) 782 {85.0)
( High 58 [5.3] 53 {58) )

M1 HED B4 [9.1) 84 (0.1)
Sarcomataid faabores

Presant 104 (11.3) a4 {91}

Abseni T30 [7o.3) 724 (A7)

Lrkmiawn B7 (9.4} T12{12.2)
Tumar grade

1.2 322 (350) 326 (35.7)

34 509 (G5.0) 502 (54.3)
PO.L1 statugt

CPS <1 232 (24.1) 21T (Z3.6)

CPS =1 547 (59 4) S02 (546

Hiat availables 152 [16.5) 201 {21.8}

04w Earticipant hed Fiage 2 (T2, MO WD), gradk 2 diease ond was this neligisk for 1hasa caiagon . SPgranmad deaih bgard 1 [PO-L1} comBined polia seona [CPE) was debaminad Wl tha ramse of PD-
L1-staining cals (umar cell, lymphocytas. and macrophades) ddad by the tolal rumier of vable fumor cells, muflighoed By 100, Ancldas paniciganis with missing or non-ealuable easassmant of POLT stalis

Data cuboll August 23, 2035
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DFS by Investigator, ITT Population

() sonoRTE

100+
0+ . HR 0.72 {95% CI, 0.58-0.87)
i P = 0.0003*
B0+
70- :
ca : : 68.6%: |
= : ; :
73 - ; - :
E =0 E _ _ Pramiten| | ppreoh +
40 I _ _ bz iitilan
30+ E : : M =531
. o " Evants, n [%] 136 [20.2) 246 [28.7)
a0+ "E i : E g‘“&l" HR (30, 0-hE) MR [HA-HR)
10- £ = £
o g o =
0 & 12 18 24 30 5 42
Me. a1 Riak Months
pembratieumall ooy BSO B BED 151 153 35 0
Pembrolizumal . ' . E E
+ placebo a1 B3 i f19 7 140 38 0

Medoan olow-ug: 36 4 manthe frange. 16.0-4001}

Tenokar staimical sigrificance by sirabfesd log-rank baet [prplue Boundary, 001632)
MR, ot reached. [T papulstion comprizad ol randomizesd padicipanis. HRs and 95% G estmabed via stratfied Coe progodional hazard model
[l cuioft Suguel 21, 2025
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DFS by Investigator in Subgroups, ITT Population

EventsiFarticipants Hazard Ratio [95% 1)
Pembro + bBal  Pambro + placabe

Qwerall 1E841 248020 - 072 (0 59-0.8T)
Apge

<Eils YIs 118633 16022 - [ &5 (0S40 86)

=5 yrs BRIZAY DAPLA —my DA 581 11}
Sex

Pelialicy 130873 184842 - 086 (b 55-0.83)

Famala 4B 48 HAZIE —— [ H3 (050128
Race

Whita 116576 158 BT - 3 (0 540 BE]

Al Cithers S0 TEAG —-— (78 (0 551100
ECOMz P

1 1E2TER 19NT7T - {80 (0 850 5%

1 241133 53143 = 043 (D 26-0.65)
Gaagraphic Reglon

Linitad Stabas 24140 22115 —-— [ 55 (0 32—0.94)

Qubtskle Linbed Stabes 162/7TE1 214805 - 075 (0 a1-0.91)
PD-L1 status

CPS =1 3323 41297 o 085 (041-1.05)

CPSs =1 1189547 148502 —— 070 (0 55-0.86)
Risk category

Intermuidinte-1o-Hgh 12T TR 191/ 782 - 084 (0 51-0 80)

High 21068 2W53 r 110 (552 02

K1 MED R4 15 066 (0 80-1 53}
Tumor grade

1ar2 AT22 B23328 —— D&ET (D45-0.96)

dard 144500 T84/ 047 - [ 3l Sa—0.90)

pI1DSsS 1 15 20
Favors pembrolizumab Favors pembrolizumab
Dot cubof Auguet 33 306 + belzutifan  + placebo
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Interim OS Results, ITT Population

100 28.3% 96, 2% 95.6%:
50 o8 5%5 95.7%:! 93 8%
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Summary of Safety Results, As-Treated Population

Pembrolizumab + belzutifan®t Pembrolizumab + FI-|E cebort
Participants, n %) (N = 915) (M = 913}

Median duration on stedy therapy, mo (range) [ 12.4 (0.03—-20.1) 12.4(0.3-18.9) ]
Treatment-emergent AEs 905 (98.8) BB3(94.5)
Grade 23 ( 477(62.1) 276(30.2) )
Ladio discontnusation of all study ireatrment 108 (11.8) B2 (8.0)
Ledto death 10 (1.1} 11(1.2)
Serioust 270(29.5) 182(19.8)
Senoustand led to discontinuation of all stedy
58 (B.4) 43(4.7)
treatrment
Treatment-related AEs BB4(DE.B) TaT(80.7)
Grade =3 ( FOEEZZ) TEI(T7 5] )
Led to discontinuation of all study freatment 83 (10.2) BT (7.3)
Ledto death 3(0.3) 3(0.3)
- immune-mediated AEs or infusion reactions 324(36.4) 363(38.7)
Wi Grade z3 BE (8.4) T (8.3)

NIy § RS RA L T IARTRS B ISR M DALR IR LBORE A A8 DRSO AR, PRI O LARIER IR DR IReE Y A8 el UEVDR, W8 RO [RASLFTU UP AT SIRTRULIINLS LG LD O DEVIARID DRETIT SeTia

Sofety war azsespad inal padicipanis who receresd 31 doma of study {reaiment

Oata cuof: Auguer 23, 2026
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Treatment-Emergent AEs with Incidence 210%,
As-Treated Population

Pembrolizumab + belzutifan Pembrolizumab + placebo

ENEIEEE

Fahbguea 5

Alanine amnotransferase incraased =
Aspartale aminolransferase increesed -
Diamhes

Frunius =

[z zimpss =

Heaadacha -

Hausea o

Arthiralgea =

Hypthyroklism -

Asthana =

Fash =

Blood creatming incraased =
Diyapniea -

Hypesthyrodism 5

Caugh -

Oata cutof: Auguet 23, 2026




Summary and Management of Anemia?, As-Treated

Population

Pariicipants, n (%)

Pembrolizumab + belzutifan Pembrolizumab + placebo
(N =915) N =013)

TEAEs of anemia? TT1i84.3) 107 (11.7)
Grade =3 111 {121} 5(0.5)
Led o interruption of belzutifan/placebo 226(24.7) 8(0.7)
Led e dose reduction of belzulifaniplacebe 168(17.3) Q
Led to discontinuation of belzutifan/placebe 37 (4.0) 1{0.1)

Supportivetherapy for anemia
Treated with blood transfusions anly 41 (4.5) &(0.7)
Treated with ESA anly €5(7.1) 2(0.2)

1041.1) 0(0.0)

*nciudes participarts with anemia and decreassd hemaglosn
ESA, anthiogoissis-stimulsing agant
DOt cutaf: Auguet 23 2025
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Summary and Management of Hypoxia, As-Treated

Ot cutaf Auguet 23, 2026

Population
Participants, n (%) [N = 815) N =913)
TEAEs of hypoxia 84(7.0) 1(0.1)
[ Grade 23 42 {4.8) ] ]
Ledte interrupticn of belzutifan/placeba 23(2.5) (2.1}
Ledio dose reduction of belzutifan/placebo 32(3.5) [}
Led e discontinuation of belzutifaniplacebe 16(1.8) o
Supportivetherapy for hypoxia
[ Treated with oxygen therapy 30(3.3) v} ]
:a:;ill:t; tirme 1o onset of axygen therapy, days 103.5 (18 to 358) )
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Summary and Conclusions

* Pembrolizumab + belzutifan showed a statistically significant and clinically meaningful
DFS improvement vs pembrolizumab monotherapy in participants with ccRCC at
increased risk of recurrence post nephrectomy
- DFS benefit was generally consistent across prespecified subgroups

» Additional follow-up is planned for the key secondary endpoint of OS

* The safety profile of pembrolizumab + belzutifan was manageable with a low rate of
AEs leading to the discontinuation of both study drugs
- Overall safety was consistent with the expected profiles of each individual drug

« LITESPARK-022 is the first adjuvant phase 3 trial in RCC to show a significant benefit
for a combination treatment vs an active immunotherapy comparator

* These results support the addition of belzutifan to standard-of-care adjuvant
pembrolizumab for patients with ccRCC at increased risk of recurrence

4
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Patient-reported outcomes in resected renal
cell carcinoma: adjuvant durvalumab and

tremelimumab versus active monitoring in
the RAMPART trial

Sophie Merrick?, Laura Murph;r‘, Elena Frangou®, Hannah L Rush'2, Hannah Plant®, Matt
Nankivell', Duncan C Gilbert', Paul Nathan?®, Grant D Stewart?, Craig Gedye® Axel Bex®7, Tim
Eisen®, lan D Davis®'?, Balaj Venugopal'', Thomas Powles'?, Max Parmar', Martin
Stockler'*'% James Larkin®™, Angela Meade', on behalf of the RAMPART investigators.

1. MRC Clinical Trials Unit af IMCL, 1K 2. Guy's and 51 Thomas' MHS Foundalion Trusl, UK 3. Mount Vesnon Cances Camlre, UK 4. University of Cambridge, UK
5 University of Mewcastle, Australia, §. Royal Free London MHS Foundalion Trust UK 7. Bethertand Cancer insiibite, MNetherands B Cambridge Urniversily

Hospitals MHS Foundamon Trust 9 Manash Univarsity, Ausiralia 10, Eastern Healn, Ausiraka 11 Univarsity of Glasgow, UK 12 S5t Bartholomew's Hospital, K
13, University of Sywnedy. Adgiralia 14, ANZUP Cancer Trials Group, Ausirala 15 Roval Mamsdan Uk

oo (WOUERY e DS M #RAMPART  ASCO ==
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RAMPART Trial

Open label
2 comparisons

Patient reported outcome (PRO)
analysis presented today:
= DT (Arm C) vs AM (Arm A)

Confirmed RCC and high or intermediate risk of relapse
(Leibovich risk score),
or with fully resected synchrenous ipsilateral adrenal
metastases,
or with a single fully resected soft tissue metastasis (within 6-24
months post nephrectamy)

Randomization
Allocation ratie 3:2:2

Arm B Arm C
durvalumab durvalumab
1500mg gdw for [l 1500mg qdw for
1 year 1 year

MN=225 and
tremefimumak
(DT)
T5mg at day 1
and week 4
N=225

#RAMPART ~ ASCO':

GONORTE
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RAMPART Disease Free Survival (ITT Population)

Arve Maritiing
—— Curvabmab + Tremefmumak:

HR (85% C.1.) 0.65(0.45, 0.93), 1p=0.0084

3-year DFS
Durvalumaband Active
Tremelimumab  Menitoring
(N=225) (N=340)
81% 73%
Median FollowUp: 3 years

#RAMPART ~ASCO
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RAMPART Quality of Life Study

» Optional sub-study in English-speaking countries.
« EORTC QLQ-C30 completed at baseline, week 16 and month 15.
« Recall period: Past 7 days

Scale/ Item Group Interpretation
Overall health and quality of life (2 items) Higher score = better QoL
Functional domains (5) Higher score = better functioning

Symptom and single-item scales (9) Higher score = worse
symptoms/financial problems

All scale scores were linearly transformed to a 0 to 100 range.
Clinically meaningful differences were predefined by item and scale’

1. Cocks K et al. J Ciin Onead, 2011

SRAMPART ~ ASCO ==
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Results

« 254 participants were included in the PRO analysis (104 DT, 150 AM).
» Baseline characteristics: overall trial and Qol sub-study — broadly similar.
- Baseline characteristics: DT (Arm C) vs AM (Arm A) — broadly similar, some

minor differences.

= Sex

o 74% male in DT vs 68% male in AM.

* Performance status (PS):
oPS 0: 88% DT vs 80% AM.
oPS 1: 12% DT vs 20% AM.

H#RAMPART AS'CC"
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Proportion of Participants with Clinically Meaningful
Change in OHQL

« At Week 16 a higher proportion of
participants in the DT arm
experienced a large clinically
meaningful reduction in OHQL
(odds ratio 3.7,95% Cl 1.9t0 7.1,
p=0.0001).

At Month 15 proportions were
similar between treatment arms.

CMD = clinically meaningful difference

All analyses were exploratory. Small CMD = >3 points. Large CMD = >15 points.

#RAMPART  ASCO ==
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OHQL & Functional scores

+ Week 16: OHQL and role functioning were worse with DT, exceeding clinically meaningful thresholds.

 Month 15: Early differences appeared to improve. Cognitive functioning was worse with DT
exceeding clinically meaningful thresholds

Higher scores = better OHQL/functioning with DT.
* Adjusted for baseline QoL score and sex; all analyses were exploratory

e omr (W e OTN #RAMPART ~ ASCO ==
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Symptoms and Financial Difficulties

+ Week 16: Fatigue and insomnia were worse with DT, exceeding clinically meaningful thresholds.

« Month 15: Pain was worse with DT, exceeding clinically meaningful thresholds.

Higher scores = worse symptoms/financial difficulties
* Adjusted for baseline QoL score and sex; all analyses were exploratory.

ASCO Genitour

—O #RAMPART ~ ASCO ===

|
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Conclusions

+ At Week 16, DT was associated with worse QolL, with clinically meaningful
declines in OHQL, role functioning, fatigue and insomnia. These early
effects appeared to improve by Month 15.

= At Month 15, DT was associated with new clinically meaningful declines
in pain and cognitive function.

* These findings should be considered alongside the DFS benefit when
interpreting the trial results.

#RAMPART ~ ASCO s
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Belzutifan Plus Lenvatinib Versus Cabozantinib for
Advanced Renal Cell Carcinoma After Anti—-PD-(L)1
Therapy: Open-Label Phase 3 LITESPARK-011 Study

Robert J. Motzer," Se Hoon Park,© Ray McDermott,” Camillo Porta,* Daniel Y.C. Heng,” Mauricio Burotto *
Roberto lacovelli,” Elena Verzoni,® Hernan J. Cutuli,? John B.A.G. Haanen,'? Cristina Suarez,'" Guillermo de Velasco,'?
Begofia Pérez-Valderrama,'® Hans Westgeest,'* Sammy Yuan,'® Rodolfo F. Perini.'® Ding Wang.'® Manuela Schmidinger**

y School of Medicine, Seoul. Repubiic of Korea
ersity of Bari ‘A Moro,” Bar
.

wer Center, New York, NY, USA. 2Samaung Medcal Center
dand, Dubding veland. ‘Azend rrgwa ey oLy sEana
, wda *8 Hi Cirnical Reseaxch C
5 di Miano, Mian, kaly. %
(NK)) Artors van Lecuwe: den cal Center, Lexden, th
Hospéal, Val dHetron Barce ) LAMELUS MCE S "SHospial Ure
Span. ““Amphia Hosplal, Breda, the Netherlands, "*Werch 0., Inc _ Rahwary, NJ, USA. ""Medi
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LITESPARK-011 Study (NCT04586231)

HKey Eligibility Criteria

Belzutifan 120 mg orally QD
+

y Ferformance Status scone 2705 Lenvatunmb 20 mg arally (0

* Unreseciable, locally advanced or metastatic clear cell RCC

K0 Sy Slenes rex

= Pragresson anratter anti=PL-(L)1 mAb &% 1L or 2L iherapy
of progressean 56 months of the Bt dose of adpusvant . —
abors ) ] orally G0
anti-PO4{L}1 mAb Cabozantimib 60 mg arally G0

* Proior VEGFR-TKIwas permitted

Stratification Factors Dual Primary Endpoints: Other Secondary Endpoints Include:
- IMDC prognestic score> 0 vs., 1-2vs, 3-8 :;I;EparFtECIETT'I by BICR :DDHpE{HEGIET'I.'I by BICR
* Lina aﬂrmrg:djﬂ far pries anh-F'Dqlz.]L'l 1L, Satety
adpvant, necad|uvant-aduvant vs .
+ Gengraphic region: North America vs. ":’E:‘;“;Eﬁg:fgfﬁ';; . Exploratory Endpoints Include:
western Euwrope vs. rest of workd ' » Tima to detericration in patent-
reported outcomes

BICR. bindsd mdapardent central resew. Q0. daiky
"Eamad an the numbar of presen] nek faciors (KPS score <3069 bme fom dagrasis 1o 1L reatment <1 year; low hamoglobn; high comacted sswm calcum: high reuraphie high levels of plaielebs)

accordng 1o the Inbamational Metsstslic Fenal Cal Cacinoma Coiabase Consadum (P40
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Baseline Characteristics

Characteristic, n (%) Belzutifan + Lenvatinik (N =3T) Cabozantinib (M = 3TE)
Median age (range), years E3.0 {30-85) 2.5 {30-86)
Sex

Ialka 273 (T8 22 (T1.7)

Female 98 (26.4) 84 (223
KPS scare

G o 100 276 (74.4) 2T (AT

T or 80 95 (25.6) 99 (26.3)
Gasraphic region

Horth Amenca G4 (175 63 (168

‘Westarn Ewropa 221 (596) 216 (57 .4)

Resl of veorhd 8B {23.2) 97 {25.8)
MO prognostic sk calagories

Fesorable (scare O) 84 {22 .B) 95 {25.3)

Immlemmediala (scare 1-2) 26 (E0.9) 215 [57.2)

Poor (score 3-6) 61 {16.4) il {176
Prior lings aof thearapy

Adprvant anly 15 {4.0) 18 {4.8)

1 252 (679 251 (65.8)

z 100 (2709 107 (#8.5)

5 4 (1.1) 0
Humbar of prior YEGFR-TKIs

i} 158 (42.6) 165 (43.9)

1 203 (54.7) 205 (54.5)

ki 10 (2.7] G (167

Oaty cutaf date, 182 9 Agrl 125 -
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1004 112 manths 24 manths EEIIum.E“-.I * Cabozantinib
i Lenvatinib N = 376
H0- v (N = 371) (N = 376)
i
# 80+ i Events,n(%)  232(52.5) 273(726)
m i
£ T0- ' Median, mo 148 10.7
5 Bilm ' {05% CI) {11.2-16.6) 9.2-11.1)
.
% 50- HR 0.70, 95% CI 0.50-0.84,
40 1-sided P =.00007* )
@ i
e ]
E ED' i
E" -
£ 204 i
10= .
[} []
n L}
c L] L] I L] L] I L] Ll l Ll L I L] L] I L] L] I L] Ll l Ll Ll l L] L] I L] L] I
1] 5 10 15 20 25 ag as 40 45 50
Ma. at Risk Months
:;.;:..I:-.-L.I-::::-ll:l‘:.l i 203 204 151 17 B1 i 15 B i o
Cabozranlimb 376 2ra 165 1032 8 33 10 2 i [} o

* dareiic Shatbical signilcance [1-aided Boirdary 0OD4T) DOt cubof dabe, 1429 Agrl 2025 _
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PFS by BICR in Key Subgroups

EventsiParticipants Events/Participants
Belzutifan + Belgitifan +
Lenvatinih Cabezantinib HR (85% CI) Lamatinib Cabazantinib HR [85% CI]
Overall 2IH3T 2TABTE - | 0.7 (0,590, 84) ECOG P& '
Age i L TIR2I6  I5A2D - | 0084 (0 50-0 81
] - - Py '
<E5 years 131209 1B5224 - 0.72 (B57-0.81) 1 gA50 114153 - 0.6 0.51-0.87)
=65 yaars 101162 108152 - 058 (0 45-0.TH) IMDC risk category ;

S ; Fuaratihe JAEL ASMS - 01,47 (00310 69}
Bdali 17T A1RPg32 e 0,68 {0 54-0.81) Inlermdahe 11520 154215 == B8 i 540 B5)
Famale A28 GAB4 —— 1,65 [0.45-0.B4) Faor BUEL 54066 =8 107 {ER-1.49)

Race ! Pricr lines of therapy !

While L0 20321 - 01 68 [0 57-0,83) Adprvant or ona 188267 195260 - 064 (052-0.79)
Al pihiers 20 4151 —— | 053 {31091 Twea 61100 TEaHoy == 0. 70 (0.50-0.68)
1 T 1 ) ) L]

Reglon ' 01 035 05 1 2

Morth Amerca 904 STE3 —— 082 0.52-1.30)

i
Wasiern Eurppa 1377221 1577816 - . {1 Ed {10 500 B Fawors balzutifan + lervatinip Favers cabozantinib
Restof the workl 5686 7907 —— 0,68 (10,480, 64)

T T T T
o1 0425 05 1 2

Favors balzutifan + bermvatinib Favoers cabozantinlb

Oiata cubaf date, 62 9 Aprl 3025
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5]

100+ , 24 manths e Cabozantinib
. Lenvatinib N = 376
0= ! (N = 371) =i
80— E Events, i %) 162 (43.7) 182 (51.1)
# T0= ; ; Median, mo 34.9 278
= ' {95% CI) (27 5-NR) (24.0-31.4)
2z B0= !
t n
3 50 ' :
2 ' ' 55.4%
m 4'}- i i
& 1 1 P
& 30+ : :
n n
20 : | [HR 0.85, 95% CI 0,68-1.05, |
| | 1-sided P =.06075 |
10= [ [
i i
n n
E‘ L L I ] ] I ] L] l L] L] I ] ] I L] L] l L] ] I L] L I L] L] l ] ] I
0 5 10 15 20 25 a0 35 40 45 50
Ho. at Risk Months
:j,:,nll.r}_;';:::l';_' T8l 345 AR 773 248 148 @2 i id 3 |
Catazanimib 376 abh 3 2 25h 136 [k 36 2] 4 ]

NE. rexl reachiad. OS5 did nod raech statistcd signiliicance (1-sided Bourdany 00115)

Oata cubof dabe, 62 9 Agd 2025
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sezatns | oo
N = 371) (N = 376)

ORR, % (95% CI) 526(47.3-57.7T) 40.2(35.2-45.3)
Estumated difference, % (95% Cl) 12.4(5.3=-18.3p
Bestoverall response

CR 20(5.4) 4(1.1)

PR 175 (47.2) 147 (39.1)

sD 143(38.5) 186 (49.5)

PD 21(5.7) 22(5.9)

Not evaluable® 4(1.1) Ti(1.9)

No assessment 8(2.2) 10(2.7)

SORA ol taited Sgain at AT e s stabate dlly Sgevioant o LAY (52 §% v 19 6%, T-aided Pz DO0T)
Snclading Ple with i uficiont s for iekpoide SEiEEEMeRt OF B aWdanci of diaise by BICR par RECIST 11
“inclading pis withoul poad-basalng i iasamant by tha data cusl date

n-

Estimated diffarence
12.4% (95% C1 5.3-158.3)

' I

CRel. 1%
—

Bekutfan+  Cabozantinib
Lenvatinib

Dats cutolf date 1AF- 5 Agnil 2005
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Belzutifam +

100+ 12 menths ! 24 months Lenvatinib e
80 [ [ {N = 371) W=
! ! Pts with
1 1 185 1681
2 ! 66.7% : Median DOR
_— T nDOR,
g 70 i morange) | 230(201044.3+) 123(18+1036.94)
: - s s
{ - : :
ﬁ n 1
§ 901 ! :
T a0 . .
= n
9 30 , .
0= : .
i i
E L] 1
L L l L] L] I L L l L L] I L] L l L ¥ I L] L] l L L l L] L] I L L l
] ] 10 15 20 25 30 35 40 45 S0
Ma. at Risk Manths
.E'E.l.i."_..‘."ﬁ.'?f 145 174 135 101 B 42 24 B 4 b o
Caforanbrb 181 1245 79 5B 1 15 5 i {} o 0

Oata cutaf date, 162 9 Agrl 2125
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Common Treatment-Emergent AEs?

Incidence 220% in Any Arm

Belzutifan + Lenvatinib (N = 370) Cabozantinib (N = 371)
[arhea = 52.7% 1%
Hypenension 5055 53 8%
Afienia - B 2565
Fatigup < q5.1% 0%
Decrapsed appetia 0% A0.4%
halisea < 4055 18 57
PPES 4 5 £1.3%
Hypathyroidisn 5 357% 2605
Warighl disreasod - FERL Ha%
Protainuria o 36.0% 15.4%
A5T increased < 1% 313.7%
ALTIncraasad - 10.8% 105 AEs af chrical inferest and incidence =20% with
Constipation = M 2 E% batztifan + kamvatint v cabazantinib inchded
Hesthenis o 20.4% 202%
_ «  Hypoxia all prade 154% v 0%
Yomiting - A% 16.2% = Grada =% 11.9% v (%
Arthralgia < A 16T - Cardiac dysfunction all grade 7.0% vs 1.1%
Somatits H 141% 28.0% «  Grade =3 46% vs D5%
Dy sgensia - 17 4% 27.0% i
Harachachie o 22 2% 12 4%
T L u T r T L] Ll T L] 1) T L] Ll T L}
100 80 0 40 20 0 30 40 B0 80 100
Incidence, %
- Any QTEIH.PAE- = Grads =3 AEs | Pﬂ!.l FEHB AEs mm Grade =3 AEs
ALT, alanira amingiransfoase; A5T, sapariata amingiensfrase; PPES. palmar-plantar anthiodys esibasia syndmme Dists cubnF dote, A2 3 Agrd 225

AColecied up b 3] days afler casEation of sbudy ineaimant
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Exploratory Endpoint: Time to Deterioration in
Patient-Reported Outcomes

FKSI-DRS EORTC QLE-C30 GHS/QOL
100 Belnuttan + 100 B | z1otifaen #
Liznvatindh Lt e ey b
50 = 313) 50 M= 312
B0 Events. i (%) 157 (48.2) 163 [(500E) EO= Ewants, n (%] 166 [55 2] 160 [(5006)
Median. mo 13.8 108 Mg diian, mso Ta 101
# 704 {88% €Iy {6.4-20.3) (7 420 2) # 70+ [86% C1) (56-131) i3 5193
E HR [257% C) 1.02 (0.82-1.28) E HIR {85% Cl) 1.07 (085-174)
B0 B0
E E
5 504 8 504
& &
& 40— & 40—
= =
= 30 = 30
20 ; 20—
10 10=
e T B = SR L s L R L p s e T
o 3 & % 12 15 18 21 24 27 D 33 X 19 o 3 & 9 12 16 18 21 24 2V 30 33 36
o ot Risk Months Ho. ot Risk Months
Belzutfan + 390 A7 441 119 0D 24 FF O 43 | 2 ] 1 i} Belzuffan + 147 971 113 1@ 9 T OEF OS5 1 ] 1
Lizrwralink Lraralink
Cabarantings 320 209 1L/ 1) 180 AL ™ b 1h 4 4 1 i 1] Cobazandinds 3106 08 13 14 B /2 585 46 1h B b 2 2
Tme 1o cond § as bme fom bassing bo fiet gnset of €1 ponis for FRSHIRS or 210 poinbs dor GHSGOU with conrmation of the debanorabion a1 the subssquent Wl

EORTC QLQ-C30 Em:lpe:n Chgarization for Rasaarch and Treaimeant of Cancar Quakty-oH_fe Queshonrars; FESHIRS, Funchonal Asssesment of Cancar Therapy Kidney Symplom indax — Ciseass-Ralaied
Symptams; GHS. global haath staies; GOL, qualy of Ife. Oaka cuboF dabs, 1629 Agnl 2025
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Summary and Conclusions

« Belzutifan + lenvatinib demonstrated superior PFS and ORR vs cabozantinib in participants
with advanced clear cell RCC following anti=FPD-({L)1 therapy

» OS5 favored belzutifan + lenvatinib but did not reach statistical significance and will be tested
further at final analysis

» The safety profile of belzutifan + lenvatinib was generally consistent with the profiles of the
individual drugs

« Time fto worsening in disease-specific symptoms and quality of life were similar between
belzutifan + lenvatinib vs cabozantinib

« LITESPARK-011 is the first phase 3 study of a HIF-2a inhibitor plus a VEGFR-TKI, and the
first phase 3 study in RCC in the post-PD-(L)1 setting to show improved outcomes vs a
contemporary VEGFR-TKI

» Belzutifan + lenvatinib addresses an unmet clinical need and represents a potential new
treatment option for patients with RCC that progressed after anti-PD-(L)1 therapy
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CYTOSHRINK: A Randomized Phase Il trial of
Cytoreductive Stereotactic Hypofractionated

Radiotherapy with Ipilimumab/Nivolumab for

Metastatic Kidney Cancer

Aly-Khan A. Lalani', Gregory R. Pond?, Shankar Siva?, William Chu?, Darin Gopaul®, Scott Morgan®,
MNaveen S. Basappa', Eric Winquist®, Michael Bonert?, Jonathan Bramson'’, Michael Surette!! Arun
Azad® Lavinia Spain?, Georg Bjarnason'?, Dominick Bossés, Mark Levine?, Jim Wright?, Sebastien J.
Hotte!, Anand Swaminath’

Liurawresk Cancer Cantra, Moastar Univarsity, Hamilon QN *0ntano Cirical Oncology Group, Mcastar Uinvarsity, Hamikan O, *Petar MacCalum Cancar
Centre, Melbaurme AUS, “Durhar Regional Cancer Centre, Oshawa ON; EGrand River Hospital, Kitchenar OB #Tha Oftawa Hespilal Cancer Canire, Oftawa
(I, "Cross Cancar Instile, Edmanton AB, ®varspesaien Family Cancar Cenfre, Landan O, 251 Joseph's Haalthcare, Hamilton O#; "SpAchiastar Immunciogy
Research Cenler, Hamikan OM, ""Famcombs Family Digestive Healh Ressarch kelinde, Hamikban ON, '20deite Cancar Centre, Taranto O

Absiract #416
ASCO Genitourinery rapspsrpawy. Ahp-Ehan A Lalani MD FRCFG @Labanik ASOCY mmseme
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Hypotheses

1. SBRT to the primary kidney mass will enhance the efficacy of Nivo/lpi and
provide a safe upfront primary cytoreductive treatment

2. SBRT + Nivo/lpi will lead to upregulation of key components of immune
modulation as well as unigue perturbation of the host microbiome

ASOD Genitcurinary rapsesrpa sy Sh-Ehan A Lalani MD FRCFG @labanik ASCO s

Cancers Symposium N Uy 1L U S —— sl e Ol i G
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Phase Il CYTOSHRINK study design (NCT04090710)

FPOPLILATION INCLLICHED:
1. Biopsy proven untreated aRCC
2. IMDC Intermediate or poor risk
3. Primary kidney lesion amenatsle to
SBRT (up to 20 cm)
4. Eligible for Nivolumab ¢ Ipilimumakb

STRATIFICATION FACTORS

I Entenmesiate [ 1-2) v

poor (3-5) prognostic Zroups

ASDO Genitcurinary

Cancers Symposium

{m
|

E:pﬂ'mmtnlann:
Cygle 1 Nivolumab / Ipilimumal

SBRT to primary Kidney lesion
{30-40 Gy in 5 fractions)

Cycle 2-4 MNivolumah # Ipilimumab
Maintenance Mivolumab
par standard of cara

Primary Outcome:
1-year PFS

Secondary outcOmes:
Safaty
Dbjective response rate (ORR)
Overall Survival (0S)
Health-related Quality of Life (QOL)

Controd armc
Cycle 1-4 Mivalumab # Ipilimumab
Maintenanca Mivolumab
per standard of care

ragapapa g Ch-Ehan A Lalani MD FRCPG @LatnkiD

P o oy @ e e MRS M i b v s pmasnd e g

Correlative anabyses:
Bazaling tizsue biopsy
Blood immung signaturas
Gut microbiome

‘.I' GONORTE
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Baseline Characteristics

Charactenstic, M (%)

MNive | |pi (N=24)

SBRT + Nivo / Ipi (N=43)

Canads 19(79) 5 (81)
— el s £
mi b 1 [ [
e Poor 3.6 10442) 12 42)
Sax N (%} Mak 1875 31 {72y
Kiean (gd) EE (7.8 EE;Q.'SI]
Index if=dian [range) 20 (188 43 E {10.5, ]
KPS =8l 13{75) ¥ (1)
=g & {25) 418)
Histal Claar Cal 21 (AA) o EAN]
r T1-T2 13 {54) 153{30
T3-T4 11 {461 20 (T
| 11 {a) B{12)
Hussher of Measwrshle Lesions 2 4 {17} 14 {33)
3 S{21) 8421
24 4 {16) 154351
IHHLI!HLM mim Keian [ranga) B7.5 (35, 158) T (38, 178)
Cumslative SiEe of Ledians, s Keian [ranga) 116.5 {36, 385) 141 {38, 410}
Lah Ky 13 {54) 25 (58}
Right Kidnay 14 (58] 190444}
g/ pulmonary 10 {42:] mﬂﬂ:l
oy skt aim 4 (8
TargetLesions . Lwer | 2\ 10423)
LI — ST A5 '."l:EQ] 1"":33]
Wik laiconnacive issua Qi 142)
Pancreas 14d) 2B}
Ot S421) Z2 {61
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PFS in the ITT population PFS in PP population (4 cycles of Nivo / Ipi)

21 — Nivo | Ipd SBRT+ Niva/ Ipi 2 — Hivf.l Ipi SBRT+_Niw:-.I Ipi
— EEAT A N=24 N=43 — TR N=16 N=24
Evants, n (%) 16 (66.7) 30 (60.9) - Events, n (%) 101625 14563
= Median, ma 10.2{5.1-16.1) B3 (39-11.7) . Meadian, mo 13745 1R} 11.5{5.8-NR}
H (95% CI) i 195% G}
'E o | 1year PFS. % 478 ([268.661) 349(212.469) '§ e | 1vear PFS,% 563 (205762) 458 [256-640)
E = {85% Cf) g [95% CI)
£ HR A0 {05% C1 0.85-2.21), poalue=056 T HR 107 [95% CI 0462 45}, p-vale=0E5
£ 31 § 24
&
g k
™
B o
=] 94
(=2 o
T T T T T ¥
— b8 2w m T I
v ® b e ) S " Monthe: :

ASCO Genitourinary - mpag. Alpkhan A Lani WD FRCFC @Labinik

ASCO Genitouringry mappras. Aly-khan A Lalani MD FRCFC @LabinivD
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Summary and next steps

« CYTOSHRINK is the first randomized trial testing the addition of early
cytoreductive SBRT to first-line Nivo/lpi for de novo aRCC patients

« 12-month PFS was not improved compared to Nivo/lpi alone, though there
were notable baseline imbalances

« The addition of SBRT to Nivo/lpi was safe with no new safety signals noted

« Further follow up of OS, QOL, as well as correlative biomarker analyses
(baseline tissue, serial blood and gut microbiome samples) are ongoing

ASCO Geniteurinery rapsemrmoy. Albp-Khmn A Lalmni MD FRGPG @LataniVD ASCO s=msnr
|:._I-|r||-|-\.r\¢| YOS Femanrs s i g o0 o e e AT P e B o ] b e
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— The K-COMPASS model
— MONSTAR-SCREEN-
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Circulating KIM-1 and ctDNA as
prognostic markers in oligometastatic

clear cell renal cell carcinoma
(ccRCC): The K-COMPASS model

Chad Tang, Aaron Seo, Alex D Sherry, Peng Yang, Kieko Hara, Kanishka Sircar, Giannicola Genovese,
cnc Jonasch, Amishl ¥ Shah, sarah Ratzel, Ashley Acevedo, Chrstopher J Battey, Clara Steiner, Lillana
Ascione, Xiaowen Liu, Mizar Tannir, Toni K Choueiri, Pavios Msaouel, Wenxin Xu

MDAnderson ’ A Dana-Farber
st q ;',_Efmﬂ - ' Cancer Institute
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Methods

i rackinon - mageal local
thempy 10 all s of disss s 3 [
] ’L" P Prlymet progression n =3
sibas of dissass Treaiab
Comebitve with defirine RT
Hisodd] dm
Patient Population: Digopraggasaion (<1 atae)

+ Phase |l trial investigating metastasis directed radiation therapy without systemic therapy (Tang
ef al. Lancet Onc 2025 and Tang et al. Lancet Onc 2021)

«  112M120(93%) had KIM-1 and 8%/120(74%) had ctDNA
Assays
+  ELISA-based assay to measure plasma KIM-1 protein levels

. gustﬁmiz}ed ctDNA panels of =2000 somatic variants from WGS (Precise MRD, Mynad
Enelcs

ASCD Geniteurinary rapsparm e had Tang, MO ASCO s
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Baseline KIM-1 and ctDNA
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KiM-1 |

ctDNA

i =
LG +
o ®
*
- 5
i '
(-]
2
e
E .
= -
[0 0|

]

Dagelire  End ol mdistion

Timepoint
& Baseling

End cf Radiabion
= 3 meonty Follow up

RLEY o

Baseline {60% MRD+)
3 mpurth Madian 161 FPM

doliow up

MRD Status
MED =
MRD -

Mok Sampliad

A Month FU (5% MRD+
Median 150 PPM
Tang af &, Lancar Onc 2025
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rapeparren v ohend Tang, WO
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Parameter Baseline 3-Month Follow-Up
Univariable Multivariable Univariable Muiltivariable
KIM-1 (per log10[pg/mL]} 2.5(1.5-4.1) 1.9 (1.0-3.6)  3.22(1.91-6.43)  2.22(1.09-4.51)
P<0.001 P=0.041 P<0.001 P=0.03
CONA (MRD# vs MRD-) 2.8(1.3-5.9) 247 (1.1-5.6) 442 (2.08-950), 2.70 (1.09-6.67)
P=0.0089 P=0.03 P=<0.001 P=0.03

ASCO Geniteurinary - ey Chad Tang, WO

Cancers Symposium

Baseline KIM-1 and outcomes

STFS - Baseline KIM-1 PFS - baseline KIM-1 OS - baseline KIM-1
1.00 1.00 1.00
2075 2075 2075
g E E
g g g
5050 5050 S050
5 5 -}
0025 w 0.25 @ 0.25
0.001 HR (per Log10) = 2.5 (1.5-4.1), P<0.001 0.001 HR (per Log10) = 2.2 (1.5-3.3), P<0.001 0.00{HR (per Log10) = 5.1 (2.5-10.2), P<0.001
0 12 24 36 48 0 12 24 36 48 0 12 24 36 48
Time (months) Time (months) Time (months)
Number at risk Number at risk Number at risk
@ =36 35 21 9 6 @ = |36 31 14 5 2 @ =36 36 25 14 10
B (35 20 22 9 2 e 23 13 5 0 B |35 34 27 16 4
D |35 26 14 3 1 D (36 16 6 0 0 D e |36 34 28 15 7
12 24 36 48 0 12 24 36 48 [ 48
Time (months) Time (months)

12 24 36
Time (months)
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\_' 1) K-COMPASS model

» Elastic net-penalized Cox regression selected top & out of 21
variables

* Final K-COMPASS consisted of 6 variables fit with Weibull
regression

+ K-COMPASS exhibited strong discrimination for STFS (C-index
0.76) and outperformed the 4 variable clinical model (C-index
0.66)

KIM-1 (per leg10[pa/mL]) 100%
o ctDMA MRD (MRD+ vz MRED-) 100%
_ E E Prior lines of systamic therapy at baseline [per line) 100%
] 5 = ECOG score (per 1 point) 88%
r'_='.1 ﬂ Mumber of metastatic lesions at baseline (per 1 lesion) B5%
Time from diagnosis o metastasis (per 1 month) 55%
ASDO Genitcurinary rapsestpa sy had Tang, WO
Cancers Symposium P

o § GONORTE
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Ultra-Sensitive Whole-Genome Sequencing-Based
Molecular Residual Disease Detection in Resectable
Renal Cell Carcinoma: Preliminary Results from the

MONSTAR-SCREEN-3 Study

Taigo Kato, MD, PhD

The University of Osaka Graduate School of Medicine, Osaka, Japan

Shugo Yapma, Masaki Shiota, Takahiro Osawa, Takahiro Kojima, Yupre Hayashi, Nobuyuki Tanaka, Mototswugu Ova
Masashi Nakayama, Takashige Abe, Masatoshi Efo, Hitoshi Masueda, Jeff Jasper, Dale Muzzey, Katie Johansen Taber

ladayashl Hashimata, Shin Robayashs, B Ok, Takayukl Yashing, MNoro Naonomura

m papsestraw: TEga Kaio WD, Phi
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Baseline ctDNA tumor fraction

100% baseline detection (range 9.1- 78,177 PPM), 13/29 in the ultra-sensitive range <100 PPM
ctDNA levels was associated with stage, size, and nodal status
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CctDNA stratifies patients at risk of recurrence

« 25 patients became MRD negative after surgery and have remained negative
« 4 patients were MRD positive after surgery and 2 have recurred clinically

B Had Recurmence
B MRAD Positve After Surgery
B MRD Negatrve After Surgery
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Conclusions

MONSTAR-SCREEN-3 successfully implemented tumor informed WGS-based
ctDNA assay for MRD detection across a diverse spectrum of tumor types,
including renal cell carcinoma.

We demonstrated robust detection capabilities with 100% baseline sensitivity and
11.1% MRD positivity at 1-month post-surgery, with 50.0% of positive cases
detected at ultra-sensitive levels.

Patients with recurrence had persistently ctDNA-positive after the radical surgery.
We will carefully follow up patients with ctDNA-positive at ultra-sensitive levels.

ctDNA levels were associated with stage, size, and nodal status.

Additional validation with extended follow-up and an expanded cohort is
necessary to confirm these promising initial findings.

v Tmga Kalo WO, PhD
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HUNTSMAN P Real World Comparative Effectiveness of First-line Cabozantinib versus Cabozantinib with Nivolumab in Patients with Metastatic ‘ HEALTH
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Micah Ostrowski MD?, Yeonjung Jo PhD?, Georges Gebrael MD?, Zeynep Irem Ozay MD?, Roberto Nussenzveig, PhD?, Chadi Hage Chehade MD?, Krishnam Goel, Patrick Campbell MD?, Tanner Hardy MD?, Gabriel
Hooper MD*, Haoran Li MD, PhD?, Vinay Mathew Thomas MD?, Benjamin L. Maughan MD, PharmD?, Umang Swami MD, MS*, Neeraj Agarwal MD, FASCO1 Abstract #461

1 Division of Medical Oncology, Department of Internal Medicine, Huntsman Cancer Institute, University of Utah, Salt Lake City, UT, USA, Cancer Biostatistics, Hunts: stitute, University o y, UT, USA *Division of Medical Oncology, Department of Internal Medicine, Univers

Introduction Results

* Papillary renal cell carcinoma is the most common non-clear cell renal cell  yap1e 1, Baseline characteristics of patients Figure 1. Kaplan Meier Estimates of real-world time to next treatment Table 2. Median rwTTNT, Median rwOS, and hazard ratio (HR) of
carcinoma. receiving C and patients receiving C+N. (wTTNT) from first-line therapy after propensity score matching patients treated with 1L C and C+N both before and after propensity
score matching weighting.

« Standard of care options for metastatic papillary renal cell carcinoma (mPRCC) SMD | sMD weighting.
include both cabozantinib (C) and cabozantinib with nivolumab (C+N) (NCCN Baseline Characteristics Cn=65) | Ijm n- before PS _ after PS. stata == © == o
69 (58.75-73)

X 5 : X o
Guidelines V1.2026) due to a lack of randomized clinical trial results in this setting :::,':::,';cw?(],“;m s > Ouz;: I ggz; C C+N HR (95% CI) p value
0.70 (0.45 -

and are currently being investigated in PAPMET2 (NCT05411081). ‘Asian non-Hispanic 0(0) 1(2.0) | PS adjusted HR 0.51 (95% C1 0.28-0.92, p=0.027)
Black non-Hispanic 11(169) | 11(22.0) Unadjusted HR 0.70 (95% C1 045-1.08, p=0.11) rwTTNT X 11 mo
Real world data comparing C and C+N in patients with mPRCC are lacking. Hispanic-Latino 1(15) 1(2.0) 1.08)
R N N N White non-Hispanic 40(61.5) 30(60.0) erTNT
This study aims to evaluate the comparative effectiveness of first line (1L) C versus  [other 4(62) 1(20)
C+N in patients with mPRCC using a large, real-world database. Unknawn 9(138) 6(12.0) after ES ) 0.51(0.28 -
matching 0.92)

Gender, n (%)
Methods Male 50(769) | 35(70.0) weighting
rwOS

Female 1523.0) | 15(30.0)
'
i
rwOs
'

0.1

0.92 (0.56 -
1.52)

Probabilty of remaining on treatment

This is an IRB approved retrospective study using the US-based, electronic health ::L::’I:‘(“] s0) 7040) 2364 I 0056

" West 3(4.6) 4(8.0)
monotherapy from 04/29/2017-07/16/2024. Patients were classified into two groups [ oun 20069 | 130260] T after PS 0.87 (0.45 -
based on treatment with C+N or C. SES Quintile, n (%) 0489 _| 0073 matching 1.69)

record-derived deidentified Flatiron Health Research Database. Midwest 7(108) 3(6.0)

Eligibility: patients with mPRCC who received 1L treatment with C+N or C  |South oL Lot

Endpoints: real-world overall survival (wOS) and real-world time to next therapy X S T210) weighting
110169 | 4(80) L S —

2
(wTTNT), summarized via Kaplan-Meier survival estimates and their 95% |3 10(15.4) 7(14.0) | oahs
4

15 (23.1) 13(26.0)

confidence intervals (Cls) and compared in the context of propensity score (PS) 5 SREOL 1L Y I Figure 2. Kaplan Meier Estimates of real-world overall survival (wOS) Conclusion

matching weighted analysis‘with 1h.e S)ox propgniongl hazard moldel. X Unknown 10(15.4) 3(6.0) from first-line therapy after propensity score matching weighting.

The PS was constructed using logistic regression with the basglme covan.ates g6, [practice Type,n () 057 | 0009 airatn [ ¢ B o o In this study of patients with mPRCC, following PS matching
race-ethnicity, gender, region, socioeconomic status, practice type, Academic 16(24.6) 13(26.0) - . . : .
smoking status, prior nephrectormy, IMDC risk score, and 1L start yea. Community 40(615) | 37(74.0) I weighting analysis, first-line C+N was associated with improved

Unki 9(13.8) 0(0)
o In';u’l‘::::,nm 0371 | 0029 PS adjusted HR 0.87 (95% C1 0.45-1.69, p=0.70) WTTNT as compared to C monotherapy. However, there was no
Study Populatlon Commercia Health plan 43(662) | 34(680) Unaciusted HR 0.2 (95% C10.56-1.52,p=0.80) evidence of significant difference in rwOS between both groups.

Medicare/Other Governmental " N .
Patients with mRCC in the Flatiron Health rogram 16(24.6) 8(16.0) o These data support the need for randomized trials to validate
D

base Medicaid 2(3.) 1(20) these findings and may help inform clinicians in decision-making

(n =13.909) Others 1(15) 4(80) | . .
Unknown 3(46) 3(60) and patient counseling.
Patients m. mPRCC i i) o003 [ 0078
| No history of smoking 30(46.2) 22 (44.0)
[ History of smoking 35(53.8) 28(56.0)
|Prior n (%) 0283 | 0.029
Yes 44(67.7) | 27(54.0) . i
ko ans | 2Bue0 Retrospective nature of the study

IMDC Risk Group, n (%) 0381 [ 0082 « Data missingness in certain endpoints
Poor/Int diate Risk 46 (70.8) 41(82.0) o . . N .
T T e ‘ + Lack of detailed pathologic information including the presence of
Unknown 17@262) | 6(120) sarcomatoid features

First line start year centered [ [
L‘Gﬂlln, n (1QR) 0(-1.00-1. O_OL 0(-1.00-0.92] 0.904 0,003 | * SMD = Standardized mean difference

Limitations

Overall survival probabilty

E)
Months

@Micah_Ostrowski @neel s @Huntsman_GU Micah.Ostrowski@hci.utah.edu Presented at 2026 GUASCO Symposium | February 26t — 28t | #GU26




Abstract 448: Real-world analysis of renal cell carcinoma with sarcomatoid
differentiation treated with first-line immunotherapy: Results from the International

mRCC Database Consortium (IMDC)
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Background
* Sarcomatoid renal cell carcinoma (sRCC) is an aggressive histologic subtype associated with
poor prognosis and high unmet need.

« First-line immunotherapy combinations, including dual checkpoint blockade (nivolumab-
ipilimumab) and immune-VEGF regiments are standard in metastatic RCC.

« Patients with poor-risk sarcomatoid differentiation are under-represented in trials, leading to
unclear real-world comparative outcomes in intermediate and poor-risk sRCC.

Methods

Using the IMDC, we identified intermediate and poor-risk patients with sarcomatoid renal
cell carcinoma treated with first-line immunotherapy combinations (either nivolumab -
ipilimumab or immune-VEGF therapy).

*  We evaluated:

« Baseline clinical characteristics, Overall Survival (OS), Time to Next Treatment (TTNT),
Treatment duration, and Overall Response Rate (ORR)

Survival outcomes were estimated using Kaplan-Meier methods and compared using log-
rank tests, with multivariable Cox regression adjusting for key prognostic factors.

Baseline Characteristics p value
10 + VEGF (n=87)

55 (63.20%)

Intermediate risk patients, n (%) 142 (56.80%)

Poor risk patients, n (%) 32 (36.80%) 108 (43.20%)
Median Age, n (standard deviation) 62.5 62.1
Sex (Male), n (%) 65 (74.71%) 187 (74.80%)

IMDC risk factors, n (%)

KPS < 80% 16 (18.39%) 35 (14.00%)

TOTI <1 yr 76 (87.36%)
12 (13.79%)
51 (58.62%)
19 (21.84%)

24.(27.59%)

230 (92.00%)
44 (17.60%)

169 (67.60%)
56 (22.4%)
64 (25.6%)

Calcium level > ULN
Hemoglobin level < LLN
Platelet count > ULN
Neutrophil count > ULN

Sites of metastasis, n (%)

58 (66.67%) 176 (71.26%)

28 (32.56%) 81 (32.53%)

8(9.30%) 21 (8.50%)

Conclusions

In this real-world cohort of intermediate/poor-risk
sRCC, we found:

Overall survival probability

Comparable overall survival and TTNT between
10-VEGF and nivolumab-ipilimumab

Nearly identical overall response rate across
regimens

Performance status and bone metastases, rather
than regimen choice, were the strongest
predictors of outcomes

Overall Survival - IMDC Intermediate/Poor

Strata -~ |O-VEGF -+ NIVO IPI

Hazard ratio, 0.85 (95% Cl, 0.58-1.25)

12 24

Number at risk
I0-VEGF{ 85 46
NIVO IPI{_ 224 117
[ 12
Time (months)

Results

No statistically significant difference in OS between I0-VEGF and nivolumab—ipilimumab;
Log-rank p = 0.65; Adjusted Cox model: HR 0.85 (95% ClI 0.58-1.25), p = 0.40. Median OS:
24.0 months (I0-VEGF) vs 30.2 months (NIVO-IPI).

TTNT: log-rank p = 0.28; adjusted HR 1.24 (p = 0.35).

Treatment duration: log-rank p = 0.026; adjusted HR 1.46 (p = 0.019; time-varying).

ORR: ~49% in both groups (p = 1.00).

Clear cell RCC: 70.6%

Non-clear cell RCC: 23.7%

Key Prognostic Findings

* Bone metastases predicted worse outcomes: TTNT HR 2.05 (95% CI 1.39-3.03), p < 0.001;
0S HR 2.03 (95% Cl 1.42-2.90), p < 0.001

« KPS <80% was associated with worse OS (HR 1.70, p = 0.022)

Future Directions:
. Develop risk-adapted first-line strategies for sRCC patients with bone metastases.
»  Incorporate metastatic burden and functional status into trial stratification and
treatment selection

Treatment Duration — IMDC Intermediate/Poor

Strata ~+ IO-VEGF - NIVO IPI

Hazard ratio, 1.46 (95% Cl, 1.06-1.99)

reatment Cor

Time (months)

Time to next systemic therapy - IMDC Intermediate/Poor

Strata - I0-VEGF + NIVO IPI

Hazard ratio, 1.24 (95% C, 0.79-1.96)

Time (months)
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PREDICTING CLEAR CELL SUBTYPE FOR KIDNEY TUMORS FROM CROSS- P Cleveland Clinic
SECTIONAL IMAGING USING ARTIFICIAL INTELLIGENCE

Haya Abusafieh, Rikhil Seshadri, Sahil Hasit Patel, Rishi Jonnalagadda, Daniel Jevnikar, Salim Younis, Abdulrahman Al-Bayati, Nicolas Soputro, Jacob Michael Knorr, Gagan Fervaha, Michal Ozery-Flato, Michal Rosen-Zvi, Robert . . ) . .
Abouassaly, Erick M. Remer, Nicholas Heller, Christopher Weight | Glickman Urological and Kidney Institute, Cleveland Clinic Foundation, Cleveland OH, USA Artificial Intelligence in Medicine and Health Imaging

Background (Results |

Clear cell renal cell carcinoma (ccRCC) is the most common Number Model AUC  Tumor Size AUC  p (AAUC)
subtype of kidney cancer, yet the specific diagnosis is typically Primary Institution ccRCC
unknown prior to surgery. 3-7 cm Subset (n=822) Primary ~ Whole Cohort 1004 0.71 0.54 6.6e-21
While renal mass biopsy can aid diagnosis, it suffers from imperfect Institution  (n=1642)
performance due to tumor heterogeneity and is invasive. 3-Tem Cohort 534 0.80 0.49 1.2e-26
We sought to determine if artificial intelligence (Al) could predict the (n=822)

External ~ Whole Cohort 319 0.56 0.53 043

clear cell subtype directly from standard preoperative CT imaging.
A specific focus was placed on 3-7 cm tumors, a clinical "grey zone"
where decision-making between surveillance and surgery is often
difficult.

._

Validation (n=536)
3-Tem Cohort 160 0.59 0.44 0.009
(n=237)

In the primary cohort, the Al model achieved an AUC of 0.71,
significantly outperforming tumor size (AUC 0.54, p<0.001).

The model was most effective in the 3-7 cm subset, achieving a
strong AUC of 0.80 compared to a random AUC of 0.49 for
tumor size.

In the external validation cohort, the model successfully
outperformed tumor size in the 3-7 cm subset (AUC 0.59 vs
0.44, p=0.009).

Computer-vision based models can While generalization remains a challenge in the whole external
. cohort, the significant improvement in the 3-7 cm group
predlct clear cell subtype for renal highlights the model's potential utility in indeterminate masses.
tumors from cross-sectional imaging
We retrospectively reviewed 1,642 patients from a primary

Future Directions
institution and 536 patients from an external validation cohort.

A ResNet-50 convolutional neural network was fine-tuned to This may be especia//y useful in small-to- We aim to improve generalizability across institutions to

predict the presence of clear cell histology. medium size lesions where diagnost/c address the performance drop seen in the whole external
To ensure robustness, we utilized 5-fold cross-validation and cohort.

an ensemble of 5 models for the external predictions. uncertainty is highest
We compared the Al model's performance against tumor size
alone, utilizing DeLong’s tests to assess statistical significance.

—— Prediction (AUC = 0.80)
== Tumor Size (AUC = 0.49)

Future iterations will attempt to classify specific non-ccRCC
subtypes (e.g., papillary, chromophobe) rather than grouping
them together.




Abstract #440: Comparative efficacy of immune checkpoint inhibitor combination therapies by metastatic site in metastatic renal cell carcinoma.

Takafumi Minami', Shingo Toyoda',Mamoru Hashimoto!, Wataru Fukuokaya?, Ryoichi Maenoso

Teruo Inamoto?, Haruhito Azuma3, Kazutoshi Fujita’
1.Department of Urology, Kindai University School of Medicine, 2. Department of Urology, Jikei University School of Medicine, 3.Department of Urology,Osaka Medical and Pharmaceutical University, 4.Department of Urology,Okayama University Graduate School of Medicine, Dentistry and Pharmaceutical Sciences,
5.Department of Urology, Fujita-Health University School of Medicine, 6.Department of Urology, Kawasaki University School of Medicine, 7.Department of Urology, Hamamatsu University School of Medicine.

Background

Previous evidence suggests that treatment efficacy may vary by metastatic

Takehiro Iwata*4, Kensuke Bekku*, Takuhisa Nukaya®, Takafumi Yanagisawa?, Takuya Tsujino®, Kazumasa Komura®, Kiyoshi Takahara®,

Conclusion
* The efficacy of IO combination therapy may depend on the site of metastasis.

organ site. For instance, an extended analysis of the CheckMate 9ER trial
demonstrated organ-specific differences in target lesion responses with
nivolumab plus cabozantinib compared with sunitinib powies, 1. etal. J. Ciin. oncot.
2022.Nevertheless, the prognostic implications of organ-specific metastases
and the comparative efficacy of I0—-10 versus |O-TKI therapy remain
insufficiently defined [pudani, s. et al. JamA Netw. Open 4 2021. Wei, H. et al. Sci. Rep. 11 2021].
Therefore, in this multicenter retrospective study, we evaluated the
therapeutic outcomes of 10-10 and I0-TKI combination therapies
according to metastatic sites in patients with mRCC.

Methods

This retrospective analysis included data
from 579 patients with mRCC who received
first-line combination immunotherapy from
September 2018 to December 2024 in a
multicentre study in Japan conducted by the
JK-FOOT Study Group.

The metastatic sites analyzed included the
lymph nodes, lungs, bones, liver and brain.

Overall survival by metastatic site

Eligible patients were those with
intermediate or poor risk according to the
IMDC criteria.

The primary outcomes were progression-
free survival (PFS) and overall survival (OS),
and the secondary outcome was the
objective response rate(ORR).

Lung metastases

Flowchart of patient selection for the study

lung metastases.

Prgssan s o

Lymph node metastases

Bone metastases

pr—

* |O-TKI combination therapy could be a more appropriate first-line treatment option than 1010 therapy
for patients with mRCC involving bone or liver metastases.

+ 10-10 combination therapy may be a more appropriate treatment option for patients with lymph node or

Liver metastases

Liver andor bone metastases

Owerallsunal

Progrossiondres survival
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Head-to-Head Comparison of Pembrolizumab-Axitinib versus Pembrolizumab-Lenvatinib in Metastatic

KCRNC o8y eascrs mistanc RCC: Real World Data from the Canadian Kidney Cancer Information System (CKCis) database. i . ) i .
ETWORK OF CANADA Centre universitaire McGill University
silva Faco Jr.!, Salehi Hassan Mahmoud Hodroj?, Feras Ayman Moria?, Sunita Ghosh?, Vincent Castonguay?, Eric Winquist?, Jacob Taylor®, Aly-Khan A. Lalani’, Antonio Finelli?, Daniel "
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1. McGill University , Montréal, aC; University, Jeddah, Saudi Arabia 3. Oncology, University of Alberta, Edmonton, AB; 4. Centre Hospltaller Universitaire de Québec, Université Laval, Québec Cit, QC; 5. Division
of Medical Oncology, London Health Sciences Centre & Western University, London, ON; 6. Qeil Health Sciences Centre, Halifax, NS; 7. Juravinski Cancer Centre, McMaster University, Hamilton, ON; 8. Universiy of Toronto, Toronto, Of
al Oncology. Arthur JE Child Comprehensive Cancer Centre, University of Calgary, Calgary, AB; 10. Southern Alberta Institute of Urology, Calgary, AB; 11. Cross Cancer Institute, University of Alberta, Edmonton, AB; 12. British Columbia Cancer Agency,
Vancouver, BC; 13. Sunnybrook Odette Cancer Centre, Toronto, ON; 14. . , Winnipeg, MB; 15. | Ottawa, ON; 16, University of Otta Department of Medicine.
INTRODUCTION FIGURES RESULTS
Figure 1 Figure 2
. of MRCC has signifi changed due to the advent of PFS for entire cohort: Overalt Survivat or cloar ettt 632 patients with mRCC treated with first-line pembrolizumab-based 10-TKI
ICls and TKIs. . ions were included, of whom 549 (86.9%) received PA and 83
. i itinib (PA) and i inib (PL) have i [Cogrank p=0.00%8 | [ (13.1%) received PL. Baseline characteristics are summarized in Table 1.
each shown substantial improvements in PFS, OS, and ORR. e HR: Lon/Pembro va. Axi/Pembro - . «  PFS was significantly longer with PL (Figure 1).
-+ Both PA and PL are widely used but there is no head-to-head data - * After adjustment for age and IMDC risk, PA was associated with a higher
2 N - _ - .
comparing these regimens, leaving clinicians with limited real-world o8 06 risk of progression (HR 1.81, P = 0.0036). Intermediate/poor IMDC risk was
id to guide | also independently associated with shorter PFS (HR 1.38, P = 0.015).
o4 16.26 (95% C1: 14.29 - 20.99) 05 showed an even stronger treatment effect, PA was associated with more
§ 04| | 0.58(95%Cr:0.31-1.10) than double the risk of death compared with PL (HR 2.15, P = 0.019), and
Modian PFS Lon/Pombro =
. N oses o1 5996 IMDC inter isk an i adverse p
METHODS 927 | Median Prs Axi/pembro = factor (HR 1.94, P = . 001), while age was not associated with OS.
NR (95% CI: 55.03 - NR)
o0
This multicenter, retrospective cohort study utilized de-identified data i = s - = = el s G T ’ r r . z T 2
g e (morihs) e 5 s
from the CKCis Canadian Database. — . . . Table 2 (Figures 2-5). Overall Survival
Eligible patients were adults aged 18 years or older with histologically 1 om owm ow om ; . ' s o T AsiPambro cambinsion T onPernbes combiaton T Time point _ Pembrolizumab—  Pembrolizumab~
confirmed mRCC who initiated first-line systemic therapy with 10-TKI : = o - . : : : : ' - = o» ki Lenvatinib (PL) Axitinib (PA)
combination, either PA or PL, on or after February 2021. Figure 3 ‘ L : ‘ ‘ : 12 months
Descrlptlve statistics were used to summarize patient and disease Overalt Survivat for non-clear colt Figure 4 12 months
i mparison: q tests Overall Surviva for IMDG - Good Risk: 12 months
for categoncal variables and t-tests or Mann-Whitney U tests for 10 7 .
[Cogan o173 | 24 months
continuous variables.
Kaplan-Meier survival curves were generated for OS and PFS. o8 s IMDC Intermediate/Poor risk 12 months
Multivariable Cox proportional hazards regression was performed to 2z 48 months
adjust for potential confounders. g o8- 08
Logistic regression was used to assess predictors of ORR, and Fisher’s 4 T h ey Table 3. Treatment Dosing and Dose Modifications
exact testing was used to compare AE rates. E 04 | 0.30(95% ci:0.09-0.97) E o4 | 093 (88%C1:0.22-3.97) Parameter Pembrolizumab-Lenvatinib (PL) Pembrolizumab-Axitinib (PA)
Prespecified subgroup analyses were conducted for IMDC risk categories, :;n;;:- o ::mm- :;T;;\::':;"/;';;w- Median starting dose 20 mg once daily 5 mg twice daily
A NR) :NR-26.
age, sex, and metastatic burden. 02 | e e Ay Pembro = 02 | median P8 Axirrembro = Median on-treatment dose 14 mg once daily 5 mg twice daily
47.80 (95% C1: 27.30 - NR) NR (95% C1 55,03~ NR) Dose reduction 50.0% 35.3%
Table 1. Demographics = = poy pa pA = = W= = = & = & = Dose increase 2.0% 10.2%
Time (morths) Time (morths)
Characteristic  Pembro—Lenvatinib Pembro-Axitinib Total — . — . ‘ — : X ‘ Table 4. Treatment-Related Adverse events
Age, mean (SD), years 64.8 (9.7) 65.9 (10.1) 65.8 (10.0) 1 . " » " p 1 - - - » " safety Outcome Pembrolizumab-Lenvatinib (PL) Pembrolizumab-Axitinib (PA)
o) 61(73.5) 404 (73.6) 465 (73.6) L ‘ ‘ o : Overall toxicity Frequent but manageable Frequent but manageable
T ——— 453 (825) 63(75.9) 516(81.7) Figure 5 Common adverse events Fatigue, diarrhea, anorexia Fatigue, diarrhea, anorexia
- - = > Proteinuria (grade 23) Higher incidence (53.8%) Lower incidence (14.2%)
Non-clear-cell RCC, n (%) 96 (17.5) 20 (24.1) 116 (18.3) K
10 e Grade 5 TRAEs None reported None reported
Prior nephrectomy, n (%) 61(73.5) 370 (67.4) 431 (68.2)
Metastasectomy, n (%) 14 (16.9) 124 (22.6) 138 (21.8) os
Prior radiation (any), n (%) 31(37.3) 284 (51.7) 315 (49.8) g = y A‘SAON‘CLL{SION(‘SPFS ith PA
08 *PLwas wi ig! y improve« wit 5
=3 metastutlc sitaen 41 39(47.0) 239 (44.0) 278 (45.1) - OS was also significantly improved with PL versus PA.
Lung metastases, n (%)* 53 (63.9) 343 (62.5) 396 (62.7) § o4 « PL required more frequent TKI dose modifications than PA.
Bone metastases, n (%)* 35(42.2) 178 (32.4) 213 (33.7) « Increased dose modifications with PL did not result in higher rates of treatment
Liver metastases, n (%)* 28(33.7) 109 (19.9) 137 (21.7) 02 discontinuation.
Sealn 5, 0 (%) 7(8.4) 57(10.4) 64 (10.1) * Real 1d with PL are i with efficacy observed in
s 2 - . 00 L . - - . . - - randomized clinical trials.
KPS S70%, n (%)* 14 (12.4) 71(14.3) 85 (13.9) ' - » = “ml" )” bl - d * Findings suggest a potential real-world survival advantage of PL over PA.
IMDC risk group, n (%)5 . s . « Further prospective comparative studies are needed to refine patient selection.
“Favorable 123 (22.2) 18 (18.0) 105 (23.1) 1w om . . .
“Intermediate 286 (51.6) 49 (49.0) 237 (52.5) _ EZEIE «crncickeis % Linked ckeis
-Poor 145 (26.2) 33 (33.0) 112 (24.7) Website nkedin @ckels_ca
We k ledge the C: di Kidney Cancer Information System (CKCIS) for its support. TSR




Abstract 478: Efficacy of subsequent therapy in patients with metastatic renal cell
carcinoma of intermediate and poor risk with disease progression on the 1-line
immuno-oncology combinations
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Background

In the era of immune-oncology (I0) combinations, particularly 10+I0 and 10 plus
tyrosine kinase inhibitors (TKIs), overall survival (OS) in patients (pts) with metastatic
renal cell carcinoma (mRCC) and intermediate or poor risk per the International
mRCC Database Consortium (IMDC) has markedly improved. However, the lack of a
universally accepted treatment standard complicates the evaluation of subsequent
lines of therapy after disease progression.

Figure 1. Study design

1t line ipilimumab + nivolumab 1-stline 10+ TKI

Maria Volkova', Ogulshat Sinitsyna', Vsevolod Galkin'

"Moscow State Budgetary Healthcare Institution "Moscow City Hospital named after S.S. Yudin, Moscow Healthcare Department", Moscow, Russian Federation; 2N.N. Blokhin National Medical Research Center of Oncology, Moscow, Russian Federation; *Moscow Clinical Scientific Center named after A.S. Loginov, Moscow, Russian Federation; ‘Moscow City Oncology
Hospital 62, Moscow, Russian Federation; Botkin Hospital, Moscow, Russian Federation

Results

The median follow-up was 18 months. Median second-line PFS was 7.2 months (95% CI 5.7-8.7) after IO+lO and 7.7 months (95% CI 5.3-10.1) after IO+TKI (HR 1.2, 95% CI 0.8—
1.7; Fig. 2). Median PFS with lenvatinib plus everolimus in the second line was similar between groups - 8.4 months after |IO+TKI and 10.5 months after IO+lO (HR 1.2, 95% CI 0.7—
2.1). However, the ORR to lenvatinib plus everolimus was significantly higher after IO+IO than after IO+TKI (47% vs 19%; OR 0.3, 95% Cl 0.1-0.8).

In the overall cohort, irrespective of prior therapy, second-line mPFS did not differ between lenvatinib plus everolimus and cabozantinib - 8.9 months and 8.7 months, respectively (HR
0.7, 95% Cl 0.5-1.2). Median PFS with TKI monotherapy (pazopanib/sunitinib/axitinib) was significantly shorter (5.1 months), compared with lenvatinib plus everolimus or
cabozantinib (HR 1.5, 95% CI 1.0-2.2; Fig. 3).

Table 1. Baseline characteristics

mRCC of mlerm"ezd\;‘!e and poor risk mRCC of m(cn:c:d;;z\e and poor risk Lenvatinib+ T Cabozantinib TKIs
Everolimus
rl l l n=65 n=35 n=56 —— group ofpisafter 10410
Age, median 63 59 65 = group of pts after 10+TKIs.
2line TKls 2line 2line cabozantinib 2line ks 2line 2 (IQR), years
ool Lot - -pazopanib | lenvatinibseverolimus ECOG 2w -
“axtinib =34 (40%) = pracoend n=31 (3%) P36 -0-1 47 (72%) 23 (66%) | 28 (50%) g
~S¥mrolmcs) -everolimus -2-3 18 (28%) 12 (34%) 28 (50%) "
e 5% Pty t
IMDC risk >
group
-intermediate 43 (66%) 26 (74%) 39 (70%)
- poor 22 (34%) 9 (26%) 17 (30%)
Prior
nephrectomy Time, months
-yes 36 (55%) 23 (66%) 38 (68%) Table 2. Comparison
Multicenter retrospective study included pts with mRCC of IMDC intermediate and -no 29 (45%) 12 (34%) 18 (32%) = . _
poor risk who received subsequent therapy after disease progression on the first-line 1L treatment 2 line mPFS, mo | HR (95% ClI) ORR OR (95% CI)
treatment with either dual immunotherapy (ipilimumab and nivolumab) or 10-TKI regimens TKls 54 17%
between 2020 and 2024. The primary endpoints were objective response rate (ORR) - lo+io 34 (52%) 4(11%) | 46(82%) | |Lenvatinib+ 10,5 15(0,9-2.5) 47% 04 (0,2-0,6)
and progression-free survival (PFS). - 10+TKI 31 (48%) 31(89%) 10 (18%) everolimus

Conclusions

Figure 3. Kaplan-

PrSprobabaey %

—— lenvatinib + everolimus

— cabozantinib

™S

Table 3. Compari y oy.
2line mPFS, mo |HR (95% CI) ORR OR (95% Cl)

Lenvatinib+ 8,4 19%

everolimus 0,8 (0,5-1,4) 1,6 (0,4-6,2)

Cabozantinib 8,7 13%

In real-world clinical practice, lenvatinib plus everolimus and cabozantinib demonstrate comparable progression-free survival and represent reasonable
treatment options for patients with metastatic renal cell carcinoma who experience disease progression after immune-oncology combinations.
First-generation TKIs demonstrate lower efficacy in terms of both ORR and PFS.

The authors declare no conflict of interest.
Should you have any questions do not hesitate to contact us by emai: pokia@mail.ru
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Key Takeaway Points/Conclusions

» Rich Pipeline of targeted and and immune therapies
o HIF1 Inhibitors and Combinations
o Bispecific Antibodies;
« VEGF/PD1
« PDL1/CTLA4
« BITE (e.g. ENPPICD3)
o CAR-T (CAS, CD70)
o Smal Molecule Immune Modulators (PFTPN2, HPK1)
o mAENA Vaccine (WV940)

» We will see a proliferation of novel combination therapies at various
disease stages - with the promise of higher efficacy but also toxicity
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Tom Powles & @tompowles1-21/1/26 X
The big renal cancer story ASCO GU #GU26
are the 2 positive R3 belzutifan combination
trials. Many feel belzutifan is well placed
earlier in RCC which is more angiogenic & in
combination due to a good tox profile. LS22
@DrChoueiri show adjuvant bel + pembro is
better than pembro while LS11 tests adding
belzutifan to lenvatinib vs cabozantinib in
pretreated disease @motzermd
@OncoAlert

Add to Agenda
o  815-8:25 AMPST
Belzutifan (bel) plus lenvatinib (lenva) versus
cabozantinib (cabo) for advanced renal cell
carcinoma (RCC) after anti-PD-(L)1 therapy:
Open-label phase 3 LITESPARK-011 study.

Robert J. Motzer, MD @
Memorial Sloan Kettering Cancer Center

B Abstract LBA417
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“  Adjuvant pembrolizumab plus belzutifan versus
pembrolizumab for clear cell renal cell
carcinoma (ccRCC): The randomized phase 3
LITESPARK-022 study.
Toni K. Choueiri, MD, FASCO (O
Dana-Farber Cancer Institute and Harvard
Medical School

® Abstract LBA418

KEYNOTE-B15 | EV-304 — Perioperative enfortumab vedotin +
pembrolizumab vs gemcitabine/cisplatin in muscle-invasive bladder
cancer.

PEACE-3 - Final overall survival of enzalutamide + radium-223 in

[ tration-resistant p tat ‘with bone metastases.
PSMAddition — Adding lutetium-177 PSMA-617 to ADT + AR pathway
inhibitor in metastatic hormone-sensitive prostate cancer.
LITESPARK-022 — Adjuvant pembrolizumab + belzutifan vs
pembrolizumab alone in clear cell renal cell carcinoma.
LITESPARK-011 — Belzutifan + lenvatinib vs cabozantinib after prior
immunotherapy in advanced renal cell carcinoma.

PEACE-2 - ADT + radiation * cabazitaxel in very-high-risk localized
prostate cancer.

IMvigor011 — ctDNA-guided adjuvant atezolizumab strategy in muscle-
invasive bladder cancer.

NIAGARA biomarker analyses — Circulating and urine tumor DNA after
perioperative durvalumab in bladder cancer.

SWOG $1602 — BCG strain comparison and priming strategy in non—
muscle-invasive bladder cancer.

RC48G001 - Disitamab vedotin in HER2-positive advanced urothelial
cancer.

BRCAAway OS5 update — PARP inhibitor + AR pathway inhibitor strategy
in mCRPC with DDR alterations.

CAPItello-281 PROs — Capi rtib + abi in PTEN-deficient
[ ic hormor sitive pr =
PAnTHa - Actinium-225 PSMA d th in metastatic

castration-resistant prostate cancer.

CYTOSHRINK — Stereotactic radiotherapy + nivolumab/ipilimumab in
metastatic renal cell carcinoma.

CLIMATE - miR-371a-3p biomarker for surveillance decisions in stage |
testicular cancer.
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