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* What we know about subsequent therapies in KN264, CLEAR and CM-9ER
 What the guidelines suggest?

* What about the alternative TKI and what is the most used?

* How to do better and what are the alternative strategies?

* Where are we going?

 Limits of the available and future data.

A
#guardsymposium2025 - GUARD
@GuardConsortium » CONSORTIUM



KN 4261 CM9ER? CLEAR3
Axitinib+Pembro Cabozantinib-Nivo Lenva+Pembro

Patients

Follow up median (mos) 43.0 67.6 49.8

Discontinued TX 349/429 (81%) 299/320 (93%) 297/352 (84%)

Received Subsequent Tx 58% 43% 51%
Anti-PD(L)1 22% 36% 16%
VEGF(R) inhibitors 88% 79% 46%
Anti-CTLA4 2% 10% 3%
Other 32% 37% 6%

Number of lines*

>1 - 40% 34%

' >2 - 11% 9%
> - A% 6%

*Among all treated pts

g 1. Plimack ER, et al. Eur Urol. 2023;84(5):449-454. [
#guardsymp05|um2025 2. Motzer RJ, ASCO-GU2025; abstract number 439. - . G U A R D
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@GuardConsortium 3. Motzer RJ, et al. J Clin Oncol. 2024;42:1222-1228.



Suggestions from guidelines

ESMO guidelines
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Lenvatinib—pembrolizumab [, A; MCBS 4]°
Axitinib—pembrolizumab [I, A; MCBS 4]°
Cabozantinib—nivolumab [I, A; MCBS 1]

Ipilimumab-nivolumab [I, C; MCBS 4]*

Lenvatinib—pembrolizumab [I, A; MCBS 4]°
Axitinib—pembrolizumab [I, A; MCBS 4)*
Cabozantinib—nivolumab [1, A; MCBS 1]"

Sunitinib [, C]
Pazopanib [l, C]
Tivozanib [Il, C]

Ipilimumab—nivolumab [I, A; MCBS 4]°
Axitinib-toripalimabe [I, C]

AVEGFR systemic therapy that has not been given previously [1, B]
Cabozantinib [II, B]
Axitinib [Ill, B]
Lenvatinib—everolimus [lll, B]
Pazopanib [N, B]
Sunitinib [Ill, B]
Tivozanib [l B]
Belzutitan® [lll, B]

AVEGFR systemic therapy that has not been given previously [lll, B]
Belzutifan® [1, B]
Everolimus [Il, C]

Powles T, Albiges L, Bex A, et al. Ann Oncol. 2024;35(8):692-706



NCCN guidelines

PLEASE NOTE thet use of this NCCM Content is governed by the End-User License Agreement, and you MAY NOT distribute this Content or use it with any artificial intelligence model or tool
Primed by Roberto lacovelli on 6212025 10:38:18 AM. Copyright © 2025 National Comprehensive Cancer Network, Inc. All Rights Reserved.

National - - - o
comprehensive NCCN Guidelines Version 3.2025 HECHLGudelnes Index
gy 2 Kidney Cancer Discussion

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 Regimens Other Recommended Regimens Useful in Certain Circumstances
Therapy History Status
10 Therapy Naive * None » Axitinib + pembrolizumabP * Axitinib

* Cabozantinib * Everolimus

* Cabozantinib + nivolumab®-© * Pazopanib

* Everolimus + lenvatinib * Sunitinib

* Ipilimumab + nivolumab®4 » Tivozanibf

* Lenvatinib + J)emhrolizumabh » Belzutifan (category 2B)

* Nivolumab® » Bevacizumab¥ (category 2B)

* Axitinib + avelumab® (category 3)

Prior 10 Therapy * None * Axitinib * Axitinib + pembrolizumabb
* Belzutifan® « Cabozantinib + nivolumab®¢
* Cabozantinib * Everolimus
» Everolimys + lenvatinib » Ipilimumab + nivolumab®:9
* Tivozanib * Lenvatinib + pembmlizumahb
* Pazopanib
* Sunitinib

*» Bevacizumab¥ (category 2B)
* Axitinib + avelumab® (category 3)

#guardsymposium2025 .‘ G U A R D
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Sunitinib

Tivozanib

D |0-based combo when 15 line
. TKI single agent when 15t line
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s Fvidence from RCT
-——p Evidence from prospective studies
-=====:>  Evidence from retrospective studies

1.  RiniB, et al. Lancet. 2011;378:1931-9. 7. Rini B, et al. Lancet Oncol. 2020;21:95-104.
. 2. Choueiri TK, et al. N Engl J Med 2015;373:1814-182. Some other retrospective studies:
#g ual“dsympOSIle2025 3. Procopio G, et al. Tumori. 2023;109:129-137. 1 Auvray M, et al. Eur J Cancer 2019;108:33-40;
@Guapdconsoptium 4. GrandeE, et al. ESMO Open. 2022;7:100463. 2. Shah AY, et al. Eur J Cancer 2019;114:67-75;
5. LeeCH, et al. Lancet Oncol. 2021;22:946-958. 3 Wiele AJ, et al. The Oncologist 2021;26:1-7;
6. 4

Choueiri TK, et al. Lancet. 2024;404:1309-1320. Cerbone L, et al. Clin Genitourin Cancer. 2022;20:80-87.



e BREAKPOINT! CANTATAZ CONTACT-033
) 3 3

Phase
Patients 31 221 vs. 223 263 vs. 259
Study arms cabo Cabo+CB839 vs. cabo+P Cabo+Atezo vs. cabo
IMDC* (%) 17/53/30 17/67/ 16 19/65/ 16
Prior O (%) “experimentalarm only 100 62 vs. 62 100 vs. 100

10-10 63 29 vs. 29 31vs. 27

10-TKI 26° NA vs. NA 14vs. 11*
PFS median (mos) 8.3 9.2vs.9.3 10.6 vs. 10.8
HR (95%Cl) HR: 0.94 (0.74 — 1.21) HR: 1.03 (0.83 — 1.28)
OS median (mos) 13.8 22.2vs. 24.8 25.7 vs. NE
HR (95%Cl) HR: NA HR: 0.94 (0.70 - 1.27)
ORR (%) 38 31 vs. 28 41 vs. 41

Cabozantinib achieved a median PFS of 9-10 months and ORR of 30-40%

$Axi-avelumab 3%; Lenva-pembro 23%; * Only Axi-pembro.

#guardsymposium2025 1. Procopio G, et al. Tumori. 2023;109:129-137. L £ G U A R D

R 2. Tannir NM, et al. JAMA Oncol. 2022;8:1411-1418.
@GuardConsortium 3. PalS, etal. Lancet. 2023;402(10397):185-195. D



IC50 on VEGFR can explain main activity of TKis:

VEGFR2 0.035

IC50 (nM)?

Initial dose 800 50 800 10 1.5 60/40 20 100
(mg)

There is evidence in clinical practice supporting sequencing of TKls by IC50:
* Axitinib works well after sunitinib (AXIS?)

* Cabozantinib works well after sunitinib (METEOR?), and better to sunitinib (CABOSUN?#)

https://www.selleckchem.com/ 3

1.
#guardsymposium2025 2. RiniB, etal. Lancet. 2011;378:1931-9. - GUARD
@GuardConsortium 3. Choueiri TK, et al. N Engl J Med 2015;373:1814-182 a D CONSORTIUM
4, Choueiri TK, et al. Eur J Cancer. 2018:94:115-125. )
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Mechanism of resistance after lenv vs.cabo:

NS
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Mechanisms of resistance to cabozantinib

Secretion of non-VEGF
angiogenic factors
by PEAAC

Actrwation of FGFJFGFR1

Mechanisms of resistance to lenvatinib

Riactivation of inhibited
pathways by ETS-1

Y

Activation of EGFR-
PAKZ-ERK pathway

Autophagy

9+@

Epithedisl 1o
Mezenchymal transition

=

®

Acquisition of
stemness markers

I

Increased drug efflux
promoted by G5H

Santoni M, et al. Cancer Treat Rev. 2025 Feb:133:102881.



67 yo female; ECOG=0, IMDC=1

22-JAN-2024 CT: see image on T10 + adrenal gland
(13 mm)

12-FEB-2024 Starts Lenvatinib + Pembrolizumab x 4

27-MAY-2024 CT: increase of the adrenal lesion (30
mm) + new pancreatic lesion (5 mm). Stable the
bone lesion.

27-MAY-2024 Starts Cabozantinib 60 mg...

11-JUN-2025 CT: CR on pancreas; PR on adrenal
gland (8mm); SD on T10.

#guardsymposium2025

@GuardConsortium Santoni M, et al. Cancer Treat Rev. 2025 Feb:133:102881.




Efficacy

Overall Response Rate (%
range

Median Progression free 4.1 months {1.2-16.1)
] survival (range

1 8.1 months [0.8-22.5)
‘ l ) Median Overall Survival (range

ﬂ :m'l'ﬂ'llﬂ'l'l'ﬂ 0 1 T T T 1
0 200 400 600 0 200 400 600 800
Time (days) Time (days)

Cabo after Len PFS Cabo after Len OS

8

Probability of Survival
S

Probability of Survival
(S
]

Single center retrospective study of 22 pts with aRCC who received CABO after LEN+PEM

#guardsymposium2025 . I
-Sil l. , 433- :
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What happened after PD to cabo?
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Failure and OS were 2.8 months
and 7.7 months, respectively.
No difference in either TTF or OS
among patients treated with
cabozantinib for less than 6
months versus more than 6

00 months
a 10 20 30 40 [} 18 a0 b 1] ] &0 ]
Time to Treatment Failure with cabozantinib 08 systemic treatment after cabozantinib (menths)
Duerall (n = 56) Axitinib (n = 18) ICI (n = 18) Everolimus (n = 16) |  Others (n = 4)

[TFF 28 :?u}% C119-37) | 57mo(95% Cl0.4-11.0) | 25mo(95% CI1.6-3-3) | 2.3 mo (95% Cl2.1-2.4)

0s 7,7 mo (95%C| 4,4-10.8) | 9.7 mo (95% Cl:21-17.9) | 6.3 mo (95%CI: 1.9-10.8) 7.4 mo (95% CI: 6.2-8.5) 4 mo (95%Cl: 1.5-6.5)

PR=0RR 4(7.1%) 2 (11.1%) 2 (11.1%) 0 (0%) 0(0%)

SD 18 (32.1%) 6 (33.3%) 4(22.2%) 4 (25%) 1(25.0%)

PD 24(42.9%) 4(22.2 %) 10 (55.5%) 10 (62.5%) 3 (75%)

Not Assessed 10 (17.9.2%) 6 (33.3%) 2 (11.1%) 2 (12.5%) 0(0%)

#Xg;g:::&%?\igmlﬁizs Cerbone L, et al. Clin Genitourin Cancer. 2022;20:80-87.. e %HSQR_IRIU%



* Looking at new TKiIs
* Increasing 2L TKI efficacy by IO continuation

* Looking at new mechanisms of action (HIF2a inhibitors)

#guardsymposium2025

@GuardConsortium Santoni M, et al. Cancer Treat Rev. 2025 Feb:133:102881.



Can we improve TKls and response after
me—mlB post TKI in STELLAR-01 study®: Zanzalintinib (XL092) is an orally active, ATP-competitive inhibitor of multiple

receptor tyrosine kinases (RTKs) including MET, VEGFR2, AXL and MER.

A.Tumor Response per RECIST v1.1 by Investigator
B. Best Percent Change From Baseline in Target Lesions per RECIST v1.1 by Investigator

Overall Prior Cabozantinib? Prior VEGFR-TKI®
Yes CaboIncluded  Cabo Excluded 100 7 ¢cRCC Cohort (N=32)
‘IUO_ A
> 90_ BD |
PR £
] i 57 - -
g 70 ¥ 60
% 60+ .g
= 901 m PR 3 0
©
E 404 v sD E
c  30- PD -
104 s
1%
0 : 2
ccRCC Cabo-exposed Cabo-naive Any Prior Prior non-cabo £
(N=32) (n=17) (n=14) VEGFR-TKI VEGFR-TKI e
(n=26) (n=8) ®
ORR, % (95% CI) 38 (21-56) 24 (7-50) 57 (29-82) 35 (17-56) 63 (25-92) E
L%
DCR, % (95% Cl) 88 (71-97) 94 (71-100) 86 (57-98) 92 (75-99) 100 (63-100) E
mTTR (range), mo 19(1.8-93) 1.8(1.8-2.1) 19(1.9-9.3) 19(1.8-9.3) 19(1.9-93) 50 Prior cabo use ::MD: risk " *+ Zanzalintinib ongoing
-80 " @ No avorable # Radiegraphic PD best
mDOR (95% Cl), mo | 7.4 (33-NE) NE (3.7-NE) 7.4 (3.3-NE) NE (3.3-NE) NE (3.3-NE) B Yes | Intermediate  response to zanzalintinib
*Prior cabozantinib exposure was unknown for one patient. *These subgroups are not mutually exclusive. “DCR is defined as =100~ Unknown P Poor +
proportion of patients with a best overall response of confirmed CR/PR or any single best response of SD. MNP T Ea T T E e i E e

2 @GuardConsortium

#guardsymposium2025 1. Pal S, IKCS North America 2023. ‘ k G U A R D



What we know about 10-continuation?

CONTACT-03 & TiNIVO-2:

Phase lll CONTACT-03 study TiNivo-2: Phase 3 Study Design

o

Dominant clear cell without sarcomatoid vs

dominant non-clear cell without sarcomatoid vs

any sarcomatoid®

* Most recent line of ICI

Adjuvant vs 1L vs 2L

» Investigator-assessed PFS¢

+ ORR (per central review and per investigator)®

+ Duration of response (per central review and per
investigator)*

\_* Safety J

50% progressed while on first line 10

#guardsymposium2025
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*  Prior therapy (IC| as most recent therapy or not)

Statistical Analysis
» 220 PFS events, statistically powered to detected an
improvement of 4 months in PFS (HR=0.67)

+ Stratified log-rank test with a two-sided 5% significance level

( Key eligibility criteria ) Locally ad g tastatic cl Tivozanib
. ocally advanced or metastatic clear y .
» Advanced/metastatic clear cell or non—clear cell® Atezollzumﬁl? 1200 mg “"’ q3w cell RCC after progression on 1 or 2 0'89NR%E%BJ = %n];m_nts
RCC with or without a sarcomatoid component + Cabozantinib 60 mg daily PO lines of therapy, one of which was an 480 ma IV. D1 . p,:rsyb IRR
« Radiographic progression on or after prior ICI ICI: n=%71‘ seconda 4
treatment + Progression during or following 26 . oS ry
= |Cl as adjuvant, 1L or 2L (single agent or in N=522 - . weeks of treatment with an ICI .
combination with another permitted agent) Cabozantinib 60 mg daily PO +  Time from immediate prior line of SN X CP);SRW INV
\__* Cl inthe immediately preceding line of therapy ) therapy to randomization =6 months 134 mg PO. D1-21 . DOR
» Measurable disease (RECIST v1.1) : g__”,é - . Safetvitolarabili
é a e N . ECOGPS:0or 1 n= y o
Stratification factors Primary endpoints
- IMDC risk group ' lIEI;ge[:hen-:ilenl centrally-assessed PFSt 28-day cycles®
Ovs 1-2vs 23 Stratification Factors Key Considerations
» Histology Key secondary endpoints +  IMDC risk category + Reduced dose of tivozanib in combination arm was agreed with regulatory

authorities due to potential risk of higher rate of grade 3/4 hypertension
+  Prior therapy (ICl as most recent therapy or not)
+ Testif ICI break impacts cutcome (to resensitize the immune system
to ICI therapy)

71% progressed while on 10
65% had just 1 previous Tx

1. Pal S, et al. Lancet. 2023;402:185-195.
2. Choueiri TK, et al. Lancet. 2024;404:1309-1320.



What we know about 10-continuation?

CONTACT-03 & TiNIVO-2:

Primary analysis of centrally reviewed PFS
(primary endpoint)

(n=263) (n=259)
PFS events, n (%) 171 (65) 166 (64)
- Median PFS (95% Cl), mo 10.6 (9.8, 12.3) | 10.8(10.0, 12.5)
X 4
i;— 80 12-month PFS (95% Cl), % 44 (38, 50) 48 (42, 54)
.g Stratified HR (95% CI)? 1.03 (0.83, 1.28); P=0.784°
E o
o
=
=
o
o
= 404
o
o
[
&
20 1
0
T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26
Number at risk Time (months)
Atezo + Cabo 263 253 226 188 158 133 100 68 43 2 i 6 2 1
Cabo 259 242 216 183 153 130 109 7 52 34 12 8 5 1

2 Stratified for IMDC risk group. ® Not significant at a=0.02.

2023 ASCO #ASCO23 presenten av: Toni K. Choueiri, MD Choueiri, et al. CONTACT-03 (LBA4500) ASCO
Presetaton s poporyof the uthor and ASCO 2 @Drchoueiri

KNOWLEDGE CONQUERS CANCER

ANNUAL MEETING

Primary Analysis of Centrally Reviewed PFS (primary endpoint)

100 7 ITT Population
80 I Tivozanib + Nivolumab Tivozanib
3 (n=171) (n=172)
3
E’ 60 PFS events, n (%) 118 (69) 112 (85)
[i4 Median PFS (95% CI), mo 57 (40-74) 74(56-92)
5 Stratified HR (95% ClI) 110 (0.84-143); p=0 49
240
77}
L
o
20
0 + Censored
T T T T T T T T T
0 3 6 9 12 15 18 21 24
No. at risk Time since randomization (months)
Tivozanib + Nivolumab 171 118 76 61 17 10 1 1]
Tivozanib 172 120 85 58 22 8 0

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

BARCELONA mo g S HR, hazard ratio; IRR, independent radiology review; ITT, intent to treat; PFS, progression-free survival.
2024 6

Both studies reported no benefit for continuing 10 after progression to previous 10-

combo

#guardsymposium2025 1. PalS, etal. Lancet. 2023;402:185-195.
X @GuardConsortium 2. Choueiri TK, et al. Lancet. 2024;404:1309-1320.
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LITESPARK-005 study:

Kaplan-Meier Estimate of PFS at |IA2

100 1A1
c 90 . . )
(o) 50 Belzutifan  Everolimus  Belzutifan ]
- e 30+
‘(‘6 704 Events 263 (10.3%) 297 (19.8%) 299 (719.9%) 3\'_ .
=t 60 14
= = Median,mo . . - - ) . i
8_ g 504 (95% CI) 56(02-74) 54 (4.1—5.?—?.4_] b4 (41-56) (o) 204

40 .
o 30 HR (95% CI) 0.68 (0.58-0.81) 0.67 (0.57-0.79)
— 20 ]
© o 10+
w 0 - L] L] - L] - 1] - L} 'HZODI L] L - 1] v l. v l. o L} : 35%
> 0 3 6 9 12 15 18 21 24 27 30 33 36 - PR=19.3% PR=3.5%
O No. at Risk Months 0 ! '

Belzutifan 374 238 171 147 1" 74 1 21 15 ' ( Belzutifan Everolimus
Everolimus 372 228 127 84 56 35 22 12 6 3 2 1 0
100= ! PFS Bel Eve
]

50 ' Events /OO0 76.9%
(@] o ' Median, mo 9.1 _
-— ‘ -
- °. 60 ; HR (95% Cl) .34-0.87) 9
E E 404 28.9%, 2
w ﬂ. : L 1 [l T °\°
c 20+ 5
= 15.2% o
= 0 —rTT Tt -—r7T—T71TTTr7TT7T 777 T
i 0 3 6 9 12 15 1 21 24 27 30 33 36

No. at Risk Months R T T
Belzutifan 46 34 27 23 19 15 11 9 7 5 4 2 0 1 prior line 2 prior lines 3 prior lines
Everolimus 52 31 17 11 6 5 4 2 1 0 0 0 0 of therapy oftherapy of therapy

#guardsymposium2025
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Choueiri TK, et al. N Engl J Med. 2024;391:710-721
Albiges L, ESMO 2023.
Albiges L, IKCS-EU 2024.



* Despite the better outcome when used as second line, | am not sure belzutifan can
work better than cabozantinib in 2 line (personal view).

e Belzutifan can be a good choice after cabo-nivo.

* |s the sequence of len-pemb - cabo better than cabo-nivo = belzutifan?
NO DATA!

#guardsymposium2025 - GUARD
@GuardConsortium @» CONSORTIUM



Belzutifan and other HIF2a inhibitors

Casdatifan the newest among the HIF inhibitors:

KEY | — At least 1 measurable

Dose Expansion

INCLUSION lesion per RECIST v1.1

— Adequate organ and
CRITERIA marrow function

2L+ ccRCC

Dose Escalation
—

Casdatifan mono
50 mg BID capsule

PATIENTS WITH ADVANCED SOLID TUMORS
Casdatifan monotherapy

2L+ ccRCC
Casdatifan mono
50 mg QD capsule

2L+ ccRCC

Casdatifan mono
100 mg QD tablet

#guardsymposium2025
{ @GuardConsortium

N = ~30 per cohort

2L+ ccRCC
Casdatifan mono 150 mg QD

Post-lIO ccRCC
Casdatifan 100 mg QD +
Cabozantinib 60 mg QD

Favorable-risk 1L ccRCC
Casdatifan mono 100 mg QD

1L ccRCC
Casdatifan 100 mg QD +
Zimberelimab 360 mg Q3W

Post-lIO ¢ccRCC
Casdatifan mono 100 mg QD

Choueiri TK, ASCO-GU 2025

e
PRIMARY

OUTCOMES:
AEs
DLTs

SECONDARY
OUTCOMES:
ORR?
PK/PD

EXPLORATORY
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PFS
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Biomarkers
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=3 SD » Ongoing treatment
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Pharmacological and Efficacy Characteristics of

HIF-2a Inhibitors

Maximum EPO

Median PFS Dose for

Dosihg N ORR(%) PD (%)

Suppression (months) Expansion
Belzutifan
(MK-6482)12 14h  ~60% at 120 mg 3 120mg QD 746 23% 34% 5.6 120 mg QD
Casdatifan
(AB521)> 24 h ~82% at 100 mg 1 100mg QD 27 33% 15% Not reached 100 mg QD
~ 0, i
NKT21524 38 d 727oiatihigher Variable 100  20% 28% 7.4 Not specified
dose levels
DFF3325 ~85d Variable* 1 ot 40 5% Not * " Not specified Discontinued
established specified

EPO=Erythropoietin; ORR=0Objective response rate; PD=Progressive disease;
PF S=Progression-free survival; h=Hours; D=Days; QD=0Once daily.

2025 ASCO presenTep B: Rana R. McKay, MD, FASCO
ANNUAL MEETING Presentation is property of the author and ASCO. Permission re quired for rex
#guardsymposium2025
@GuardConsortium

"Choueiri et al, Nat Med, 2021; 2Choueiri et al, NEJM, 2024; 3Choueiri et al, ASCO
GU, 2025; 4Jonasch et al, ESMO, 2024; 5Pal et al, Clin Cancer Res, 2025.
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Where we are, where are we going...

What we learnt and what is the future for second line treatment.

CONTACT-03 TiNivo-2 LITESPARK-005 LITESPARK-011 PEAK-1

10 failure 10 failure
N=700 N=700

10 failure 10 failure 10 failure

Casdatifan +
cabozantinib

Cabozantinib

Belzutifan Everolimus Cabozantinib

Tivozanib

Cabozantinib

nivolumab

Primary endpoint: PFS Primary endpoint: PFS Primary endpoint: PFS, OS Primary endpoint: PFS Primary endpoint: PFS

\ \ )\ I
| | |

No way for IO-continuation Belzutifan has activity The new strategy is TKl intensification by
but less than expected HIF2a inhibitor (in cabo naive!).
#guardsymposium2025 ﬂ GUARD

3 @GuardConsortium % CONSORTIUM



e (Cabozantinib was the most used & recommended second line, but no evidence
exists about second line TKI after cabozantinib-nivolumab in 1L.

* Lenvatinib was included lately in the clinical armamentarium and there are few
evidence for cabozantinib activity after lenvatinib.

* LITESPARK-011 wont show what is the 2L outcome to the currently most used TKI-10
combos (i.e.: cabo-nivo & len-pem).

 PEAK-1 will probably support the role of cabo in 2L (alone or in combination).

* If cabozantinib can be highly recommended as second line, there are not algorithms
to predict the possibility to receive 2L (50-60%).

Y
#guardsymposium2025 - GUARD
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* A new TKI is the most reasonable option for patients progressed after TKI-IO.
e Cabozantinib has the strongest data (PFS 9-10 months; ORR 30-40%).

* Two trials suggested no efficacy for 10 continuation with TKI, but IO can be
considered for patients who interrupt treatment for toxicity (better than a TKI?)

* New mechanism of action are urgently required, and HIF2a-inhibitors partially
respond to this need.

* Ongoing trials are evaluating the efficacy of TKI+HIF2a inhibitor compared to TKI
alone.

 New TKI are really welcomed but major “limit” seems to be the greatest activity of
cabozantinib and lenvatinib in first line.
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iGracias!




