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SEQUENCIATION AFTER ADJUVANT TREATMENT

2 months and 29 days after |0 adjuvant 1 year and 3 months after 10 adjuvant
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SEQUENCIATION AFTER ADJUVANT TREATMENT
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SEQUENCIATION AFTER ADJUVANT TREATMENT
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SEQUENCIATION AFTER ADJUVANT TREATMENT

Oligometastatic relapse

Good prognosis Antiangiogenic therapy
<12 months*
Intermediate/poor prognosis Individualized treatment
Contents lists available at ScienceDirect - CANCER
TREATMENT
REVIEWS )

Cancer Treatment Reviews

= Sarcomatoid histology: immunotherapy, 10/10 or TKI/IO
= Symptomatic disease: antiangiogenic therapy or TKI/IO
= Future treatments based on molecular factors+

I-.“

ELSEVI

FR journal homepage: www.elsevier.com/locate/ctrv

,.) >12 months Local treatment
Expert consensus on patterns of progression in kidney cancer after adjuvant &&=
immunotherapy and subsequent treatment strategies Polymetastatic relapse
Teresa Alonso-Gordoa ™ , Georgia Anguera ', Mario Dominguez-Esteban *, Oscar Reig 4 -.:12 S T
Hilario Martinez-Barros ©, Javier Molina-Cerrillo”, Patricia Cruz ', Pablo Maroto * g Folocd e
Good prognosis + Antiangiogenic therapy
>12 months
Intermediate/poor prognosis Individualized treatment
= Sarcomatoid histology: immunotherapy, 10/10 or TKI/IO
. » Symptomatic disease: antiangiogenic therapy or TKI/IO
#guardsymp08|um2026 = Future treatments based in molecular factors { D
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LS 033
LITESPARK-033 (MK-6482-033)

Phase 3 Randomized Study in Advanced ccRCC Recurring During or After Adjuvant Anti—-PD-(L)1 Therapy

Can dual targeting of HIF-2a (belzutifan) and VEGF/MET/AXL pathways (zanzalintinib) improve outcomes

compared with cabozantinib in patients who relapse after adjuvant immunotherapy?

KEY ELIGIBILITY CRITERIA :‘% ap:n;i(r)n:tely

Histologically confirmed clear-cell RCC
(clear-cell component)

@ Unresectable locally advanced
or metastatic disease
y Measurable disease - 1 .1
e L]
(RECIST v1.1)
BELZUTIFAN RANDOMIZATION
Recurrence during adjuvant anti-PD-(L)1 120 S
B therapy OR within 24 months after the once daily = CABOZANTINIB
last adjuvant dose — o — : 60 mg
: ; ( b once dail
@ No prior systemic therapy for advanced RCC ZANZALINTINIB ywi. TREATMENT UNTIL: y
(except adjuvant anti-PD-(L)1 therapy) 60 mg ‘ . Disease progression,
once daily unacceptable toxicity,
9 ECOG performance status 0-1 ) withdrawal, or

study completion

(®) PRIMARY ENDPOINTS (DUAL) SECONDARY ENDPOINTS
Progression-Free Survival ‘ 8 ‘ .
(PFS) Overall Survival ‘ i ‘.
by RECIST v1.1 assessed (0s) Objective | Duration of Safety and Patient-Reported
by BICR Respc:;'\':; nage Response Tolerability Outcomes /
' SO (DoR) | Quality of Life
#guardsymposi . by BICR a8 G U A R D
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Different 2L clinical scenarios according to 1L

LET'S START WITH 2L AFTER VEGFR TKI IN 1L
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SEQUENCIATION AFTER FIRST LINE

AFTER TKI MONOTHERAPY

DCR (CR + PR + SD)

Control arm

Everolimus? Phase Ill | 2nd—5th Placebo 0+1+63% 19% 49vs1,8m 14,7 vs 14,3
(HR 0,33) (HR 0,87)
Axitinib2 Phase Il 2nd Sorafenib 0+19+50% 22% 6,7vs 4,7 m 20,1 vs 19,2
(HR 0,66) (HR0,97)
Nivolumab? Phase Ill | 2nd—3rd Everolimus 1+24+34% 35% 4,6 vs 4,3m 25vs 19 m
(HRO,88) (HRO,73)
Cabozantinib* | Phaselll | 2nd— 3rd Everolimus 0+17 +65% 12% 7,4 vs 3,8m 21,4 vs 16,5m (HRO,66)
(HRO,66)
Lenvatinib + Phase Il 2nd Lenvatinib vs 2+33+47% 4% 14,6 vs 7,4 vs 5,5 m 25,5vs 18,4 vs 17,5m
Everolimus® Everolimus (HR 0,66 and HRO0,40) (HRO,55 and HRO,74)
Tivozanib® Phase IlI 3rd_4th Sorafenib 0+18+55% 21% 5,6vs3,9m 16,4 vs 19,7 m
(HR0,73) (HR 0,99)
#guardsymposium2026 1 U D
IMotger, : 2Rinj BI, et al. AXIS. Lancet 2011; 3Motzer RJ, et al. NEJM 2015; Escudier B, et al. ESMO 2022; *Choueiri TK, et al. NEJM 2015; >Motzer RJ, et al. Lancet Oncology, 2088; ®Rihi B
ke Glardensehtun o1 2 SR GHT UM



SEQUENCIATION AFTER FIRST LINE

Different 2L clinical scenarios according to 1L

LET'S CONTINUE WITH 22L AFTER PREVIOUS 10-BASED
COMBINATIONS.
FROM RETROSPECTIVE TO PROSPECTIVE TRIALS.

Activity from MKI
If any PD1 monotherapy 1L, CTLA-4i rescue?

Any role in keeping PD1/PDL1 axis'blockade?
* GUARD

%®» CONSORTIUM
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SEQUENCIATION AFTER FIRST LINE

CTLA-4 inhibitor PD-1 inhibitor VEGFR - TKI

Checkmate 214: Nivolumab + Ipilimumab (vs Sunitinib)

Keynote 426: Pembrolizumab + Axitinib (vs Sunitinib)

CLEAR: Pembrolizumab + Lenvatinib (vs Sunitinib)

Checkmate 9ER: Nivolumab + Cabozantinib (vs Sunitinib)

COSMIC 313: Nivolumab + Ipilimumab + Cabozantinib (vs Nivolumab + Ipilimumab + Placebo)

€ MERCK
At a pre-specified interim analysis, the combination regimens did not meet the dual primary endpoints of progression-

free survival (PFS) and overall survival (OS) for the first-line treatment of patients with RCC compared to KEYTRUDA

Merck and Eisai Provide Update on Phase * RENTORCH: Toripalimab + Axitinib (vs Sunitinib). Asian population.

3 LITESPARK-012 Trial Evaluating First- plus LENVIMA. The safety profiles of the combination regimens were consistent with those observed in previously
él”te Cim\fx/irltahtfg Treat?;nts‘fgr‘(‘:ertam reported studies evaluating the individual medicines and the KEYTRUDA plus LENVIMA combination. A full evaluation e ETTER 100: Benmelstobart + Anlotinib (VS Sun|t|n|b). Asian population.
en I van N
C:rcemofna (RCO) ancednenalte of the data from this study is ongoing, and Merck and Eisai will work with investigators to share the results with the
3 _)26 scientific community. q G U A R D
e e g r e e ——— —
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Rini BI, et al. J Immunother Cancer. 2022 Dec;10(12):e005445; Rini BI, et al. N Engl J Med. 2019 Mar 21;380(12):1116-1127; Griinwald V, et al. Front Oncol. 2023; 13: 1223282; Choueiri TK, et al. N Engl J Med. 2021 Mar 4;384(9):829-841; Choueiri TK, et al. N
EnglJ Med. 2023 May 11;388(19):1767-1778; Yan XQ, et al. Ann Oncol. 2024 Feb;35(2):190-199.



SEQUENCIATION AFTER FIRST LINE

AFTER 10 + 10 OR 10 + VEGFR-TKI COMBOS (antiangiogenics)

Phase ll, single arm Primary endpoint Previous Previous

studies VEGFR-TKI treatment lines

CABOPOINT 88 ORR Cohort A 31.8% > 1L 29.5% 109 m NR

Cabozantinib (60 + 28) BICR (1.2% CR) (95% CI 5.5 —19.4)

BREAKPOINT 30 SLP 26% 1L 37.9% 83m 13.8 m

Cabozantinib (0% CR) (95%C1 3.9 - 17.4) (95%Cl 7.7 - 29.0)

AXITINIB 40 SLP 70% >3L 45% 8.8m NR
(3%CR) (95% Cl 5.7-16.6)

INMUNOSUN 21 ORRRECIST 1.1 47.7% 1L 19% 5.6 m 23.5m

Sunitinib by investigator (0% CR) (95% Cl 3.1 - 8.0) (95% Cl 6.3 - 40.7)

10-PAZ 62 SLP 43.5% 1-2 L 14.5% 6.5 m 213 m

Pazopanib (3.2% CR) (95% Cl, 3.7-9.2) (95% Cl, 14.9 - NE)

LITESPARK 003, 52 ORRRECIST 1.1 46% 1-2 L 31% 13.8 m 26.7 m

COHORT 2 by investigator (4% CR) (95% 1C 9.2-19.4) (95%IC 20.0-41.1)

Belzutifan +

Cabozantinib

#guardsymposium2026 ‘ G U A R D

S @GuardConsortium ' CONSORTIUM

Albiges L, et al. Procopio G, et al. Tumori. 2023 Feb;109(1):129-137; Ornstein MC, et al. Lancet Oncol. 2019 Oct;20(10):1386-1394; Grande E, et al. ESMO Open. 2022 Apr;7(2):100463; Powles TB, et al. Ann Oncol 2020; 31
(4s): S564; Choueiri TK, et al. Ann Oncol. 2023; 34 (suppl_2): S1254-S1335; Albiges L, et al. ESMO 2024..



SEQUENCIATION AFTER FIRST LINE

ROLE OF VEGFR TKI — CABOPOINT TRIAL

Overall (N = 88) Cohort A (n = 60) Cohort B (n = 28)
__ Screening ORR 29.5% ORR 31.7% ORR 25.0%
(95% ClI, 20.3-40.2)? (95% CI, 20.3-45.0)? (95% CI, 10.7-44.9)
__  Preveamentperios JECECLCE BOR (n = 82)° BOR (n = 57) BOR (n = 25)°
e » 1.2% (n = 1) 4.0% (n = 1)
Cohort A Cohort B 1
Patients with disease Patients with disease
progression after progression after
CPI+CPI therapy CPI+VEGF-targeted End of
ipilimumab+nivolumab) therapy
(ipi treatment
Follow-up period Follow-up period
Up to 18 months after Up to 18 months after 0 = 0 = 520% (n=13
the date that the last the date that the last e Rl sl 50.9% (n = 29) ( )
patient received patient received
their first dose their first dose
of cabozantinib of cabozantinib Et':::l;:f

20.0% (n = 5)

i i 17.1% (n = 14)

Baseline was defined as the date of cabozantinib initiation. Cabozantinib was initiated in the 15 days after the screening visit
Figure adapted from Albiges et al. 2022.°
CPI, checkpoint inhibitor, VEGF, vascular endothelial growth factor.

15.8% (n = 9)

PR

#guardsymposium2026
> @GuardConsortium

Albiges L, et al. Presented at ASCO GU 2023




SEQUENCIATION AFTER FIRST LINE
ROLE OF VEGFR TKI - CABOPOINT TRIAL

Median PFS (IQR)

Cahort AF 10.9 (5.5-15.4)
Cahort B= 8.3 (5.4—-16.4)

1.0 =
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SEQUENCIATION AFTER FIRST LINE
LITESPARK-005 PHASE Iil CLINICAL TRIAL

Welireg is a cancer medicine used to treat:

e adults with advanced clear cell renal cell carcinoma (a type of kidney cancer) that has worsened despite two or
more previous treatments, including a PD-(L)1 inhibitor and at least two types of VEGF-targeted medicines.
‘Advanced’ means that the cancer has started to spread;

e adults with von Hippel-Lindau (VHL) disease who need treatment for associated, localised (confined to one area
of the body) renal cell carcinoma, central nervous system haemangioblastomas (a type of brain cancer) or
pancreatic neuroendocrine tumours (a type of pancreatic cancer), and who cannot have surgery or other local
treatments. VHL disease is a genetic condition that causes tumours and cysts to grow in certain parts of the
body.

Welireg contains the active substance belzutifan.

» The study was considered positive if either Other Secondary Endpoints Include:

of the dual primary endpoints was met « DOR per RECIST 1.1 by BICR
- Safety
#guardsymposium2026 q G U A R D
Rini B, e @ffYasKerpgontium %@ CONSORTIUM

Choueiri T et al. NEJM 2024



SEQUENCIATION AFTER FIRST LINE
LITESPARK-005 PHASE Il CLINICAL TRIAL

ITT Ongoing Treatment
Characteristic (N=374) (N=372) (n = 54)
Age, median (range), yrs 62 (22-90) 63 (33-87) 64 (44-79)
Male, % 79.4 76.3 81.5
KPS score?, %
90/100 63.6 64.5 81.5
70/80 36.1 35.2 18.5
IMDC risk categories, %
Favorable 21.7 226 31.5
Intermediate 66.3 65.1 59.3
Poor 12.0 12.4 9.3
Sarcomatoid features present, % 11.2 8.3 11.1
Prior nephrectomy, % 69.8 69.6 83.3
No. prior VEGFR-TKIs, %
1 49.7 21.1 46.3
2-3 20.3 48.9 23.7
No. prior lines of therapy®, %
1 12.0 14.0 16.7
#guardsymposium?2( 2 42.2 44.6 44.4
Rini Bc@BuyasgRepsontiui 45.2 40.5 S

Choueiri T et al. NEJM 2024

TIUM



SEQUENCIATION AFTER FIRST LINE
LITESPARK-005 PHASE Il CLINICAL TRIAL

Belzutifan Everolimus
(N = 374) (N =372)

Primary Endpoint: PFS per RECIST 1.1 by BICR

| [ Betautian | Evoroimus [ s 35
% d (95% CI) (18.6-27.3) (1.9-5.9)
No VHL addicts Events 82.4% 75.0%
80 : ' .
Median, mo (95% Cl) 5.6 (3.8-6.5) 5.6 (4.8-5.8) Estimated difference B
70 in % (95% CI) 19.2 (14.8-24.1)
_ 60- HR (95% CI) 0.75 (0.63-0.88)
f,} 50- Confirmed best objective response, %
[T
401 CR 3.5% 0
7 PR 19.3% 3.5%
20
10+ ‘ ] T | SD 38.2% 65.9%
0 L DL L DL ; LEELE LA DL DL I. LI DL LA LA DL DL LA | PD 34 .D% 21501"‘0
O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Months Not evaluable? 1.3% 2.4%
No. at Risk
Belzutifan 374 218 156 135 113 91 74 61 5 50 39 27 16 10 5 0 No assessment? 3.7% 6.7%
Everolimus 372 226 113 70 41 26 21 12 9 7 6 3 0 0 0 0

#guardsymposium2026 - GUARD
Rini B, e @ffYasKerpgontium %@ CONSORTIUM
Choueiri T et al. NEJM 2024



SEQUENCIATION AFTER FIRST LINE

LITESPARK-005 PHASE Il CLINICAL TRIAL
Primary Endpoint: OS

90 =
Events 67.9% 69.6%
80 =
-0 557_9% Median, mo (95% CI) 21.4 (18.2-24.3) 18.2 (15.8-21.8)
60 = HR (95% CI) 0.92 (0.77-1.10); P=0.18
32
o 50=
@] !
40
30
20- i i
10+ i i
0 L L I L L I I III II Il | I L II L I I II II II L I L L I II
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Months
No. at Risk
Belzutifan 374 347 305 274 254 224 207 189 169 148 111 75 54 31 18 4 0
#guarc Everolimus 372 347 301 270 244 212 188 170 152 128 92 64 38 20 12 5 1 \RD

Rini B e@Fyasgferpgontium
Choueiri T et al. NEJM 2024

W CONSORTIUM



SEQUENCIATION AFTER FIRST LINE

LITESPARK-005 PHASE Il C

#guardsymposium2026

Rini B e@Fyashferpgontium
Choueiri T et al. NEJM 2024

Anemia
Hypoxia
Dizziness
Dyspnea
Fatigue

Nausea

Weight
increased

ADR

Anemia
Hypoxia
Dizziness
Dyspnea
Fatigue

Nausea

Weight
increased

LINICAL TRIAL

Incidence, n (%) Time to onset, median (range), mo
310 (83.3) = 1.0 (0.03-27.4)
53 (14.2) & 1.0 (0.03-21.1)
50 (13.4) 3 2.3(0.03-34.2)
57 (15.3) il 1.9 (0.03-25.8)
120 (32.3) i 1.5(0.03-29.9)
69 (18.5) A 1.4 (0.03-24.0)

22 (5.9) - 3.3(0.5-15.0)
6 1-0 2.0 3.0 4.0 5|0

Incidence, n (%) Duration, median (range), mo
310 (83.3) —B 4.6 (0.1+-47.1+)
53 (14.2) = « 0.5 (0.03-31.9+)
50 (13.4) [ 1.1 (0.03-35.2)
57 (15.3) i 4 3.3 (0.03-39.5+)
120 (32.3) NR (0.1—43.9+)
69 (18.5) k= 1.2 (0.03-38.6)

22 (5.9) = 16.6 (0.6—40.0+)



SEQUENCIATION AFTER FIRST LINE

Phase Il Belzutifan + Cabozantinib LITESPARK-003 (NCT03634540)

Assessments

Key Eligibility Criteria

» Advanced or metastatic
ccRCC

+ Either treatment naive or
has received prior
PD-1/L1 immunotherapy
and <2 regimens for
locally advanced or
metastatic RCC

« ECOGPSOor1

#g
{ @GuardConsortium

Cohort1:
Treatment- naive

belzutifan 120 mg/day +
cabozantinib 60 mg/day
N =50

>

Q8W after week 9 for
12 months and then Q12W
thereafter

Postreatment

» 28-day safety follow-up

* Follow-up visits every
6 months

End Points

Safety and tolerability were evaluated in the first 6 participants
enrolled, irrespective of cohort

If tolerability was established, enrollment continued
If tolerability was not established, dose was reviewed

Primary: ORR

Secondary: PFS, TTR,
DOR, OS, safety/ tolerability,
PK/PD

. - - ARD

S® CONSORTIUM



SEQUENCIATION AFTER FIRST LINE

Phase Il Belzutifan + Cabozantinib LITESPARK-003 (NCT03634540)

100

Table 3. ORR by prior anticancer therapy 2 @
Prior anticancer Line of prior g x
therapy anticancer therapy E i
Immunotherapyl!  1line  2lines S =’
All Immunotherapy  anti-VEGF of prior  of prior g -an
patients  only* therapy>  therapy therapy  }
N=352 n=28 n=24 n=129 n=23 -
ORR, % 3 32 29 K 0 oo
(95% Cl) (18.7-45.1) (15.9-52.4) (126-51.1) (15.3-50.8) (13.2-52.9) 0 10 15 20 2 M 3
Months
Best overall response e
CR 1(2) 1 (4) 0 (0) 1(3) 0(0) g m] mr
T 60
PR 15 {29} E m] T “29] E {E] T m] ﬁ :E 45 af 52 palients (B7%) moid & redicl Eangpel basi o
S0 32 (62) 17 (61) 15 (63) 18 (62) 14 (61) 'g o
PD 36) 114 2(8) 2 1@ S o]
available 1(2) 114) 0{0) 0{0) 1) ; Eﬁﬁ
#guardsymposium2026 o
x @Guar‘dconSOI‘tlum a1 patient with a best response of PD had SD as a target lesion response but PD as a nontanget

McDermott, et al. ESMO 2022
Choueiri T et al. Lancet Oncol 2023

lesion response and developed a new lesion at the first imaging sssessment; 1 paBient with a
100% reduction in tumor size had an initial PR, then continued treatment following PD, and then
subsequently experienced a CR.

Patients remaining in response (%)

100 =
30
80
?D_
&0 -
504
40
30
20
10

Bl

Dwration of response

o

Median 18-6 months (95% 0 8-3-22-8)
T

T T T
4] 5 10 15 20

beratrisk 16 15 11 ] 3
sensored)  (0) (1) (2) (5) )

Progression-free survival { %)

B
100+
g0
80|
204
50_
50
40
30
204
10

—

3

i‘_\_\L

‘_‘._,_

Progression-free sunvival

34 events (32 progressad, two diad) !

Median 13-8 months (95% C19-2-19-4) I‘
12-month estimate: §6-2% (95% C| 40-5-69-2)

o

1
25

(9

T T

Li] Y 10 1r5 20 25

beratrisk 52 35 25 19 10 1
ensored)  (0) (6) (9) (9} 13) (18)

Cverall survival (36)

C
100
90+

—

/

Overall survival

26 (50-0%) of 52 patients died

Median 24-1 months (95% C1 20-0-37-4)
12-month estimate 76-5% (95% C1 62.3-85-9)

30

(18)

T T T T
] 5 10 15 20 5 30

T

Time since baseline (months)

35



SEQUENCIATION AFTER FIRST LINE

LS 011

Key Eligibility Criteria

Belzutifan 120 mg orally QD

+
« Karnofsky Performance Status score 270% Lenvatinib 20 mg orally QD

* Unresectable, locally advanced or metastatic clear cell RCC

« <2 prior systemic regimens

* Progression on/after anti-PD-(L)1 mAb as 1L or 2L therapy
or progression <6 months of the last dose of adjuvant
anti-PD-(L)1 mAb

* Prior VEGFR-TKI was permitted

Cabozantinib 60 mg orally QD

Stratification Factors Dual Primary Endpoints: Other Secondary Endpoints Include:
« IMDC prognostic score:a 0 vs. 1-2 vs. 3-6 . (F;I;S per RECIST 1.1 by BICR . ;)C;Rt per RECIST 1.1 by BICR
. . a e y

* Line of treatment for prior anti-PD-(L)1: 1L,
adjuvant, neoadjuvant-adjuvant vs. 2L Key Secondary Endpoint:

« Geographic region: North America vs. - ORR per RECIST 1.1 by BICR Exploratory E.“dpf""t? |“C!Ud91
western Europe vs. rest of world « Time to deterioration in patient-
reported outcomes

#guardsymposium2026 ' G U A R D

2 @GuardConsortium CONSORTIUM
Motzer R et al. ASCO GU 2026 @



SEQUENCIATION AFTER FIRST LINE

LS 011

Characteristic, n (%)

Median age (range), years
Sex
Male
Female
KPS score
90 or 100
70 or 80
Geographic region
North America
Western Europe
Rest of world
IMDC prognostic risk categories
Favorable (score 0)
Intermediate (score 1-2)
Poor (score 3-6)
Prior lines of therapy
Adjuvant only
1
2
)
Number of prior VEGFR-TKIs
0
1
2

#guardsymposium2026

3 @GuardConsortium
Motzer R et al. ASCO GU 2026

Motzer R et al. Lancet 2026

Belzutifan + Lenvatinib (N = 371)

63.0 (30-85)

273 (73.6)
98 (26.4)

276 (74.4)
95 (25.6)

64 (17.3)
221 (59.6)
86 (23.2)

84 (22.6)
226 (60.9)
61 (16.4)

15 (4.0)

252 (67.9)

100 (27.0)
4(1.1)

158 (42.6)
203 (54.7)
10 (2.7)

Cabozantinib (N = 376)
62.5 (30-86)

292 (77.7)
84 (22.3)

277 (73.7)
99 (26.3)

63 (16.8)
216 (57.4)
97 (25.8)

95 (25.3)
215 (57.2)
66 (17.6)

18 (4.8)

251 (66.8)

107 (28.5)
0

165 (43.9)
205 (54.5)
6 (1.6)

100
904
80
704
60
50
40+
304
20

Progression-free survival, %

10+

112 months 1 24 months Belzuti(aq * | cabozantinib
. . Lenvatinib N = 376)
; ; (N =371) =
E E Events, n (%) 232 (62.5) 273 (72.6)
E E Median, mo 14.8 10.7
' 55.0% | (95% Cl) (11.2-16.6) (9.2-11.1)
'
) 1
- ! A HR 0.70, 95% CI 0.59-0.84,
5% 1-sided P =.00007*
1
'
l

No. at Risk
Belzutifan +
Lenvatinib S78
Cabozantinib 376

5 10 15 20 25 30 35 40 45 50
Months
292 204 151 117 61 39 19 8 1 0
279 166 102 78 33 10 2 0 0 0
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LS 011

100+
oA Estimated difference
12.4% (95% Cl 5.3-19.3)
I
60+
-~
g CR=5.4%
CR=1.1%
40+ —_—
PR=47.2%
20+ PR=39.1%
0 14 |
Belzutifan + Cabozantinib
Lenvatinib
#guardsymposium2026

3 @GuardConsortium
Motzer R et al. ASCO GU 2026

Motzer R et al. Lancet 2026

Overall survival (%)

Number at risk
(censored)
Belzutifan-lenvatinib

Cabozantinib

HR 0-85 (95% C| 0-68-1-05)
p=0-061 (one-sided)

371
(0)
376
(0)

345
(1)
355
(3)

10

311
(2)
307
(4)

15

|
20

25 30 35 40 45 50

Time since randomisation (months)

273
(2)
271
(4)

246
(8)
225
(13)

148 82 47 14 3 0
(85) (133) (164) (196) (206) (209)
136 76 36 9 4 0

(73) (121) (149) (175) (180) (184)

*® GUARD
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SEQUENCIATION AFTER FIRST LINE

0 response adaptive strategy (CTLA-4 addition or PD-1 inhibition rechallenge)

Trial & Primary Endpoint & N ORR PD-1i Criteria CTLA4-i addition N; ORR to CTLA4-i
NS A I 2 34% (6.5%) Part A SD/PD (N= 34) 11.5% (3%) Part B
?Ahlilg/l\cllgil-zy(e?rgc:ff nivolumab (N=12) 21;L1172%‘:A> DS N/A (re-PBTinh]
scieing PR/ PN 57) 2L 1% SD/PD (N=57) % 0)
TITAN & ORR full analysis set (N=207) ;t ig;‘; EEE cz;;:; SD/PD (N=108) ;t 22;‘: EEE 2;‘:;
FRACTION RCC & ORR, DoR, PFS at 24w (N = 46) N/A PD to PD-1 inh (N=46) 17.4% (0)

In the first line, adding CTLA-4 to PD-1 inhibitor upfront achieves better antitumor efficacy compared to adding CTLA-4 as a rescue agent to PD-1

progression.
In the second line, CTLA-4 inhibitor is able to rescue few patients progressing to PD-1 inhibitor (difficult to select which patients).

#guards m 0sium2026
Alonsg, Gor 0a7]. ES 24. Atkins IMB, et al. J Clin Oncol 2022;40:2913-23; McKay RR, et al. J Clin Oncol. 2020 Dec 20;38(36):4240-4248; Grimm MO, et al. Lancet Oncol. 2023 Nov;24(11):1252-1265; Choueiri TK, et al. J Immunother Cancer; ﬂov;l :

Guard onsortium



SEQUENCIATION AFTER FIRST LINE
CONTACT-03

a Key eligibility criteria )
« Advanced/metastatic clear cell or non—clear cell® Atezolizumab 1200 mg IV g3w

RCC with or without a sarcomatoid component e + Cabozantinib 60 mg daily PO

= Radicgraphic progression on or after prior ICI
treatment
= |Cl as adjuvant, 1L or 2L (single agent or in N=522 - -
combination with ancther permitted agent) Cabozantinib 60 mg dally PO
o = |Cl]in the immediately preceding line of therapy _,.t"

( Stratification factors i rF'Til‘I’lﬂl'ﬁl’ endpoints R
- IMDC risk group : I{;gependent centrally-assessed PFS©
0vs 1-2 vs 23
» Histology Key secondary endpoints
Dominant clear cell without sarcomatoid vs * Investigator-assessed PFS®
dominant non-clear cell without sarcomatoid vs * ORR (per central review and per investigator)®
any sarcomatoid® » Duration of response (per central review and per
* Most recent line of ICI investigator)©
\_ Adjuvantvs 1L vs 2L J \_* Safety

S
#guardsymposium2026 1 &%é&%‘%
>{ @GuardConsortium u < § 3



SEQUENCIATION AFTER FIRST LINE

TiNivo: Tivozanib 1.5mg/24h (3/1) + Nivo 480 mg Q4W

TiNivo-2: Phase 3 Study TIVO-1: Tivozanib 1.5 mg/24h (3/1)

TIVO-3: Tivozanib 1.5 mg/24h (3/1)

Tivozanib
Locally advanced or metastatic clear- 0.89 ma PO. D1-21 .
cell RCC after progression on 1 or 2 ' Niv%lun*;ab %%’“5
:gjln.as of therapy, one of which was an 480 mg IV, D1 - PFSby IRR
. N=171
« Progression during or following =6 ?ec@ogdary
weeks of treatment with ICI
. « PFS by INV
» Progression no longer than 6 . . . ORR
months prior to randomization. Tivozanib . DOR
- Measurable disease (RECIST v1.1) B D N
- ECOG PS: 0or 1 N=172 y y
28-Day Cycles®
Stratification Factors Key Considerations
« IMDC risk category + Reduced dose of tivozanib in combination arm was agreed with regulatory
- Prior therapy (ICl as most recent therapy or not) authorities due to potential risk of higher rate of grade 3/4 hypertension

« Prior therapy (ICl as most recent therapy or not)
« Testif ICl break impacts outcome (reset the immune system?)

Tl Y F LR B

3 @GuardConsortium U CONSORTIUM
Choueiri T, et al. ESMO 2024



SEQUENCIATION AFTER FIRST LINE

BASELINE CHARACTERISTICS

CONTACT-03 (2020-2021)

TINIVO-2 (2021 - 2023)

Number of patients

522

343

Experimental arm

Cabozantinib 60 mg/24h + Atezolizumab 1200 mg iv g3w

Tivozanib 0.89 mg/24h 3/1 + nivolumab 480mg

Control arm Cabozantinib 60 mg/24h Tivozanib 1.34 mg/24h
Median follow up, months 15.6 11.8
Sarcomatoid pheatures, N (%) 25 (10) -
IMDC Favorable, N (%) 49 (19) 30(18)
Intermediate, N (%) 172 (65) 114 (67)
Poor, N (%) 41 (16) 27 (16)
Previous treatment Adjuvant, N (%) 1(<1) 25 (15%)
1L Metastatic, N (%) 144 (55) 111 (65%)
2L Metastatic, N (%) 118 (45) 60 (35%)

1L treatment

Ipilimumab + nivolumab 80 (31%)
Sunitinib 77 (29%); Pazopanib 36 (14%)
Axitinib + pembrolizumab 36 (14%)

Ipilimumab + nivolumab 63 (39%); Nivolumab 6 (4%)
Sunitinib or Pazopanib 11 (6%)
TKI + 10 60 (35%)

2 L treatment

Nivolumab 104/119 (87%)

Cabozantinib/Sunitinib 38/65 (22%);
Nivolumab 11/65 (6%)

VEGFR-TKI treatment 0L, N(%)
#guardsymposium2026 1L, N(%)
> @GuardConsortium 2L, N(%)

93 (35%)
166 (63%)
4 (2%)

53 (31%)
96 (56%) Most recent tI‘&ay@U%R @%)
22 (13%) % CONSORTIUM

Pal SK, et al. Lancet. 2023 Jul 15;402(10397):185-195; Choueiri TK, et al. ESMO 2024; Choueiri TK, et al. Lancet. 2024; Published Online September 13, 2024.
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U \[V(O

e oo Progrssio s st 1 e PFS (BICR ITT) 100 ITT Population PFS (BICRITT)
Events, n/N (%)  survival, months (95% CI) since ization, (95% Cl)
= Atezolizumab-cabozantinib group  171/263 (65) 106 (9:8-12:3) 44 (38-50)
== Cabozantinib group 166/259 (64) 108 (10-0-12'5) 48 (41-54) 30 _
100 - Tivozanib + Nivolum
‘;E )
2 - i PFS events, n (%) 118 (69) 112 (65)
z x 60
& 80+ o Median PFS (95% CI), mo 57(4.0,7.4) 7.4 (586, 8.2)
g - Stratified HR (95% CI) 1.10 (0.84, 1.43); p=0.49
& o -
£ m 40
i 60 - e
2 o
s 4
2 20
=
@ 40
o
&
< 0 + Censored
7]
8 204
=
E T T T T T T T T T
) . . 0 3 6 9 12 15 18 21 24
04 Stratified HR for progression or death, 1-03 (95% Cl, 0-83-1-28); P=0-78 Number at Tims sinca randomizalion {months}
T T T T T T T T T T T T ) ”
0 2 4 6 8 10 12 14 16 18 20 2 Tivozamigk Nivolumab 17 1 7 6 1 1 1 0
Tivozanb 47 82 8 5 b ® 0
Time since randomization (months) - = a "
Number at Risk . “ Y i - T ] ]
Atezolizumab-cabozantinb group 263 253 226 188 158 133 100 68 43 22 7 6 Median follow up was 11.8 months for the tivozanib + nivolumab cohort and 12.5 months for tivozanib monotherapy
Cabozantinib group 259 242 216 183 153 130 109 7 52 34 12 8
1001 OS (ITT) I
0s (ITT)
80
80 (n=172)
08 events, n (%) 53 (31) 57 (33)
60 Median O3 (95% CI}, mo 17.7 (15.1, NR) 221 (15.2, NR)
3_.5 60 § HR (95% CI) 1.00 (0.68, 1.46); p=0.0868
o —
2
2 [7:]
g o
K 40
B -
s 40
L
5 Median overall Overall survival at 1 year since + Censored
Events, niN (%) survival (95% CI) randomization, % (95% CI) 20
20 = Atezolizumab-cabozantinib group  89/263 (34) 257 (21'5-NE) 79 (73-84)
== Cabozantinib group 87/259 (34) NE (21-1-NE) 76 (71-81)
0 4
o Stratified HR for death, 0:94 (35% Cl, 070-127); P=0'69 Overall survival data are nol matire.
T T T T T T T T T T At data cutoff, 33% of events had
0 2 4 6 8 10 12 14 16 18 20 22 occumed,

T T T T T T T T T T T
Time since randomization (months) Q 3 6 '] 12 15 18 21 24 27 30 33 l A R D
Number at Risk

Number at risk Time since randomization (months
Atezolizumab-cabozantinib group 263 259 240 229 215 207 196 157 127 91 50 31 Tivozanib+Nivolumab 171 157 13@ 117 57 a7 7 1t i} ) SO RTl U M
Cabozantinib group 259 247 235 221 207 195 182 145 113 88 50 22

Tivozanib 172 158 146 122 &7 a0 3 2 1 1 0
Choueiri TK, et al. ESMO 2024; Pal SK, et al. Lancet. 2023 Jul 15;402(10397):185-195.
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JUN A v \ VU
RECIST 1.1 per central review?
Atezo + Cabo Cabo Tivozanib + Nivolumab Tivozanib
(n=259) (n=254) (n=171) (n=172)
Confirmed objective response, n, (%) 105 (40.5) 104 (40.9) ORR, n (%), [35% C] 33 (19.3)[13.7, 26.0] 34 (19.8)[14.1,26.9]
[95% Cl] [34.5, 46.8] [34.8,47.3] CR, n (%) 1(0.6) 1(0.6)
Complete response, n (%) 0 2(0.8) PR, n (%) 32 (18.7) 33 (19.2)
Partial response, n (%) 105 (40.5) 102 (40.2) SD, n (%) 74 (43.3) 81 (47.1)
Stable disease, n (%) 131 (50.6) 121 (47.6) PD. n (%) 49 (28.7) 43(25.0)
o NE, n (%) 15 (8.8) 14 (8.1)
Progressive disease, n (%) 11 (4.2) 18 (.1))
mDOR, mo (95% Cl) 15.77 (5.65-NR) 9.66 (3.71-NR)
Not evaluable or missing, n (%) 12 (4.6) 16 (6.3)
Ongoing response at data cutoff, n/N (%)°  53/105 (50.5) 55/104 (52.9) CONTACT-03 TiNivo-2
Cabo (60 mg QD) arm Tivo (1.34 mg QD)
Median duration of response (range), mo 12.7 (2.1+to 22.9+) 14.8 (2.3+ to 25.6+) (n=259) arm (n=172)
Select Any Gr TEAEs, %
Diarrhea 71 36
Nausea 36 27
Asthenia 29 20
Fatigue 24 40
#guardsymposium2026 Anemia 19 9
GuardConsorti X
A @CQuardGoneantiey Hypertension 34 40

Choueiri TK, et al. ESMO 2024
Pal S et al. Lancet 2023
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Atezolizumab plus cabozantinib versus cabozantinib Ti b ol ivol b ti b th .
monotherapy for patients with renal cell carcinoma after IVOZanib plus nivolumab Versus tivozanib monotherapy in

progression with previous immune checkpoint inhibitor Patients with renal cell carcinoma fO”DWing an immune

treatment (CONTACT-03): a multicentre, randomised, checkpoint inhibitor: results of the phase 3 TiNivo-2 Study
open-label, phase 3 trial

Toni K Choueiri, Laurence Albiges*, Philippe Barthélémy, Roberto lacovelli, Sheik Emambux, Javier Molina-Cerrillo, Benjamin Garmezy,

Sumanta Kumar Pal, Laurence Albiges, Piotr Tomczak, Cristina Sudrez, Martin H Voss, Guillermo de Velasco, Jad Chahoud, Anastasia Mochalova Pedro Barata, Arnab Basu, Maria T Bourlon, Helen Moon, Ruﬁut’[e Ratta. Rana B |'L-"|LKU}|'. Alexander CIIIE'}?FLMI--RUHTE'. Hans Harmmers,
Giuseppe Procopio, Hakim Mahammedi, Friederann Zengerling, Chan Kim, Takahiro Osawa, Martin Angel, Suyasha Gupta, Omara Khan, . ) . .

Daniel ¥ C Heng, Edgar Braendle, Kathryn E Beckermann, Bradley A McGregor, Robert | Motzer*

Guillaume Bergthold, Bo Liu, Melania Kalaitzidou, Mahrukh Huseni, Christian Scheffold, Thomas Powles, Toni K Choueiri

CONTACT 03 & TINIVO-2 limit the role for continuing/rechallenging PD-1/PD-L1 inhibition
after progression in advanced RCC, but these studies highlight the role of TKI in treatment
sequence according to current clinical practice.

#guardsymposium2026 q G U A R D

> @GuardConsortium h CONSORTIUM
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A multicenter randomized phase |l trial of lenvatinib + everolimus versus cabozantinib in patients with metastatic

clear-cell RCC (mccRCC) that progressed on PD-1 immune checkpoint inhibition (ICI) (LenCabo)

Hahn A et al. Ann Oncol 2026

PFS Curve ORR by RECIST n (%)
et 8mocy-+| T y RECISTn (%
i . @9 everalimus 5 mg/day
- 100]
N =90 R . Cabozantinib Lenvatinib + -
Key eligibility criteria AN - Lenvatinib + everolmus everolimus Cabozantinib
« mccRCC
« Prior PD-1 or PD- &= Objective
= 20(52.6 17 (38.6
LT ICI Cabozantinib 60 mg/day E response { ) ( )
« -2 prior g ooe0
treatments o
n Median PFS
LEM/EVE 157 m _
0261 i85 103 m Stable disease 15(39.5) 24 (54.5)
; i HR 0 51
Stratification factors Friman endpolnt 98% C1020.089
« IMDC risk group Secondary endpoints 0.001__ . . i . Proaressive
« Prior receipt of + ORR by RECIST 9 5 12 8 4 9 3(7.9) 3(6.8)
VEGFTT + Safety Time fram randomization (maonths) disease
« 05
#guardsymposium2026 q G U A R D
3 @GuardConsortium h CONSORTIUM




SEQUENCIATION AFTER FIRST LINE
ESMO and EUA Guidelines

Advanced and metastatic ccRCC

! !

N Y
Favourable-risk disease Intermediate- or poor-risk disease 3
Standard of Care Alternative
Lenvatinib—pembrolizumab [I, A; MCBS 4]° O
Axitinib-pembrolizumab [1, A; MCBS 4]° Lenvatinib—pembrolizumab [1, A; MCBS 4]* Cabozantinib [3]
Cabozantinib-nivolumab [1, A; MCBS 1]° Axitinib-pembrolizumab [1, A; MCBS 4° . Any VEGF-targeted therapy
Ipilimumab—nivolumab [I, C; MCBS 4]° Cabozantinib-nivolumab [I, A; MCBS 1]° Prior TKI+IO
Sunitinib [1, C] Iilimumab-nivolumab I, &; MCBS 4] Prior 0+10 that has not been used
Pazopanib [I, C] Axitinib—toripalimabe [1, C] previously in combination
Tivozanib [II, C] ith 10 [4]
Wi
. Nivolumab [1b o
Prior TKI .. B Axitinib [2b]
AVEGFR systemic therapy that has not been given previously [I, B] Cabozantinib [1b]
Cabozantinib [Il, B]
Axitinib [ll, B]
Lenvatinib-everolimus [lll, B]
Pazopanib [IIl, B]
Sunitinib [Ill, B] Sl ; ;
Seent Several prior lines including Belzutifan [1b]
Belzutifan® [Il, B] 10 and TKI

AVEGFR systemic therapy that has not been given previously [lll, B]
Belzutifan® [I, B]
Everolimus [Il, C]

#guardsymposium2026

GUARD
S @GuardConsortium k G RTIUM
] Hospltal Univ:

Powles T et al. Ann Oncol 2024 SdudM;:;d Ramon y Ca?;‘i Adium

EAU guidelines 2026




SEQUENCIATION AFTER FIRST LINE
NCCN Guidelines

PRINCIPLES OF SYSTEMIC THERAPY FOR STAGE IV OR RELAPSED DISEASE

SUBSEQUENT THERAPY FOR CLEAR CELL HISTOLOGY (IN ALPHABETICAL ORDER BY CATEGORY)

Immuno-oncology (10) Preferred Other Recommended Useful in Certain Circumstances
Therapy History Status
10 Therapy Naive * None « Axitinib + PembrolizumabP:¢ * Axitinib

» Cabozantinib * Everolimus

« Cabozantinib + Nivolumab®-d « Lenvatinib

* Everolimus/Lenvatinib * Pazopanib

« Ipilimumab + NivolumabP-® * Sunitinib

* Lenvatinib + J’embrolizumabb’c * Tivozanib

« Nivolumab® * Belzutifan (category 2B)

» Bevacizumab9 (category 2B)

Prior 10 Therapy * None * Axitinib * Everolimus

« Belzutifanf * |pilimumab + NivolumabP€

e Cabozantinib
* Everolimus/Lenvatinib
e Tivozanib

* Lenvatinib

* Pazopanib

* Sunitinib

« Axitinib + Pembrolizumab®-¢ (category 2B)

* Bevacizumab9 (category ZEL

* Cabozantinib + Nivolumab®-* (category 2B)

* Lenvatinib + Pembrolizumab®:¢ (category 2B)

#guardsymposium2026
@GuardConsortium

CONSORTIUM
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NIVOLUMAB** CABOZANTINIB CLINICAL TRIAL
TKI OTHER TKI:
CABOZANTINIB* NIVOLUMAB LEN + EVE, AXI, TIVO

*If not in 1st line for int/poor risk

CABOZANTINIB / TIVO/ BEL/ OTHER TKI OTHER TREATMENT: BEL, LEN + EVE, AXI
CLINICAL TRIAL CLINICAL TRIAL
OTHER TKiI
|O + TKI CABOZANTINIB* / TIVO/ BELZU/ TKIs/ LENVATINIB + EVEROLIMUS* / OTHER

*If not in 1st line with nivolumab o pembrolizumab

CLINICAL TRIAL

CLINICAL TRIAL

10 (adj)
TKI +/- 10/ According to time to relapse and type of relapse
Clinical trials (evaluating triplets): Tkl Cabozantinib
10 +/- 10 +/- TKI +/- HIF2a CLINICAL TRIAL *% GUARD

** nivoldimEBIHARARASOruum ®» CONSORTIUM
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