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SEQUENCIATION AFTER ADJUVANT TREATMENT

2 months and 29 days after IO adjuvant 1 year and 3 months after IO adjuvant
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Tippu Z et al. Eu Urol Focus 2021
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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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AFTER TKI MONOTHERAPY
Study 
design

Treat 
line

Control arm DCR (CR + PR + SD) PD PFS OS

Everolimus1 Phase III 2nd – 5th Placebo 0 + 1 + 63% 19% 4,9 vs 1,8 m 
(HR 0,33)

14,7 vs 14,3 
(HR 0,87)

Axitinib2 Phase III 2nd Sorafenib 0 + 19 + 50% 22% 6,7 vs 4,7 m 
(HR 0,66)

20,1 vs 19,2 
(HR0,97)

Nivolumab3 Phase III 2nd – 3rd Everolimus 1 + 24 + 34% 35% 4,6 vs 4,3m 
(HR0,88)

25 vs 19 m 
(HR0,73)

Cabozantinib4 Phase III 2nd – 3rd Everolimus 0 + 17 + 65% 12% 7,4 vs 3,8m 
(HR0,66)

21,4 vs 16,5m (HR0,66)

Lenvatinib + 
Everolimus5

Phase II 2nd Lenvatinib vs 
Everolimus

2 + 33 + 47% 4% 14,6 vs 7,4 vs 5,5 m 
(HR 0,66 and HR0,40)

25,5 vs 18,4 vs 17,5m 
(HR0,55 and HR0,74)

Tivozanib6 Phase III 3rd-4th Sorafenib 0 + 18 + 55% 21% 5,6 vs 3,9 m 
(HR 0,73)

16,4 vs 19,7 m 
(HR 0,99)

1Motzer RJ, et al. Lancet 2008; 2Rini BI, et al. AXIS. Lancet 2011; 3Motzer RJ, et al. NEJM 2015; Escudier B, et al. ESMO 2022; 4Choueiri TK, et al. NEJM 2015; 5Motzer RJ, et al. Lancet Oncology, 2016; 6Rini B, et al. Lancet
Oncology 2020
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Different 2L clinical scenarios according to 1L

LET´S CONTINUE WITH ≥2L AFTER PREVIOUS IO-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?

Novel strategies?
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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)

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; Grünwald 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 
Engl J Med. 2023 May 11;388(19):1767-1778; Yan XQ, et al. Ann Oncol. 2024 Feb;35(2):190-199.

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

• RENTORCH: Toripalimab + Axitinib (vs Sunitinib). Asian population.
• ETTER 100: Benmelstobart + Anlotinib (vs Sunitinib). Asian population.
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Phase II, single arm 
studies

N Primary endpoint Previous 
VEGFR-TKI

Previous 
treatment lines

ORR PFS OS

CABOPOINT
Cabozantinib

88 
(60 + 28)

ORR Cohort A 
BICR

31.8% ≥ 1L 29.5% 
(1.2% CR)

10.9 m
(95% CI 5.5 – 19.4)

NR

BREAKPOINT
Cabozantinib

30 SLP 26% 1L 37.9% 
(0% CR)

8.3 m 
(95%CI 3.9 - 17.4)

13.8 m 
(95%CI 7.7 - 29.0)

AXITINIB 40 SLP 70% ≥ 3L 45% 
(3%CR)

8.8 m 
(95% CI 5.7–16.6)

NR

INMUNOSUN
Sunitinib

21 ORR RECIST 1.1 
by investigator

47.7% 1L 19% 
(0% CR)

5.6 m 
(95% CI 3.1 - 8.0)

23.5 m 
(95% CI 6.3 - 40.7)

IO-PAZ
Pazopanib

62 SLP 43.5% 1-2 L 14.5% 
(3.2% CR)

6.5 m 
(95% CI, 3.7-9.2)

21.3 m 
(95% CI, 14.9 - NE)

LITESPARK 003, 
COHORT 2
Belzutifan + 
Cabozantinib

52 ORR RECIST 1.1 
by investigator

46% 1-2 L 31% 
(4% CR)

13.8 m 
(95% IC 9.2-19.4)

26.7 m 
(95%IC 20.0-41.1)

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.. 

AFTER IO + IO OR IO + VEGFR-TKI COMBOS (antiangiogenics) 
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Albiges L, et al. Presented at ASCO GU 2023

ROLE OF VEGFR TKI – CABOPOINT TRIAL
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ROLE OF VEGFR TKI – CABOPOINT TRIAL

Albiges L, et al. Presented at ESMO 2024
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Rini B, et al. ESMO 2024
Choueiri T et al. NEJM 2024
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Rini B, et al. ESMO 2024
Choueiri T et al. NEJM 2024
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Rini B, et al. ESMO 2024
Choueiri T et al. NEJM 2024

No VHL addicts

VHL addicts
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Rini B, et al. ESMO 2024
Choueiri T et al. NEJM 2024
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Rini B, et al. ESMO 2024
Choueiri T et al. NEJM 2024
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Phase II Belzutifan + Cabozantinib LITESPARK-003 (NCT03634540)
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Phase II Belzutifan + Cabozantinib LITESPARK-003 (NCT03634540)

McDermott, et al. ESMO 2022
Choueiri T et al. Lancet Oncol 2023
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LS 011

Motzer R et al. ASCO GU 2026
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Motzer R et al. ASCO GU 2026
Motzer R et al. Lancet 2026
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Motzer R et al. ASCO GU 2026
Motzer R et al. Lancet 2026
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IO response adaptive strategy (CTLA-4 addition or PD-1 inhibition rechallenge)

ORR PD-1i Criteria CTLA4-i addition N; ORR to CTLA4-i

HCRN GU16-260 (A) & TFS (N=128)

Trial & Primary Endpoint & N

OMNIVORE (A) & 
% PR/CR 1-year off nivolumab (N=12)

OMNIVORE (B) & %SD/PD with NIVO 
achieving PR/CR with IPI (N = 57)

TITAN & ORR full analysis set (N= 207)

FRACTION RCC & ORR, DoR, PFS at 24w (N = 46)

34% (6.5%) Part A SD/PD (N= 34) 11.5% (3%) Part B

1L 17% 
≥ 2L 12% PD (N=3) N/A (re-PD1 inh)

1L 17% 
≥ 2L 12% SD/PD (N=57) 4% (0)

1L: 28% (CR 2%)
2L: 18% (CR 0%) SD/PD (N=108) 1L: 36% (CR 7%)

2L: 32% (CR 6%)

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). 

Alonso Gordoa T. ESMO 2024. Atkins MB, 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. 2022 Nov;10(11):e005780.
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CONTACT-03

Choueiri T et al. ASCO 2023
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TiNivo: Tivozanib 1.5mg/24h (3/1) + Nivo 480 mg Q4W
TIVO-1: Tivozanib 1.5 mg/24h (3/1)
TIVO-3: Tivozanib 1.5 mg/24h (3/1)

Choueiri T, et al. ESMO 2024
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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 q3w 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 (%)
Intermediate, N (%)
Poor, N (%)

49 (19)
172 (65)
41 (16)

30 (18)
114 (67)
27 (16)

Previous treatment Adjuvant, N (%)
1L Metastatic, N (%)
2L Metastatic, N (%)

1 (<1)
144 (55)
118 (45)

25 (15%)
111 (65%)
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 + IO 60 (35%)

2 L treatment Nivolumab 104/119 (87%) Cabozantinib/Sunitinib 38/65 (22%); 
Nivolumab 11/65 (6%)

VEGFR-TKI treatment 0L, N(%)
1L, N(%) 
2L, N(%)

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

53 (31%)
96 (56%)
22 (13%)

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.

Most recent therapy Non ICI: 49 (29%)
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PFS (BICR ITT)

OS (ITT)

CONTACT-03 TINIVO-2
PFS (BICR ITT)

OS (ITT)

Choueiri TK, et al. ESMO 2024; Pal SK, et al. Lancet. 2023 Jul 15;402(10397):185-195. 
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Choueiri TK, et al. ESMO 2024
Pal S et al. Lancet 2023

CONTACT-03 TINIVO-2

CONTACT-03
Cabo (60 mg QD) arm

(n=259)

TiNivo-2
Tivo (1.34 mg QD*) 

arm (n=172)
Select Any Gr TEAEs, %
Diarrhea 71 36
Nausea 36 27
Asthenia 29 20
Fatigue 24 40
Anemia 19 9
Hypertension 34 40
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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.
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Hahn A et al. Ann Oncol 2026
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Powles T et al. Ann Oncol 2024
EAU guidelines 2026

ESMO and EUA Guidelines
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NCCN Guidelines

NCCN V2.2026
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IO + IO

IO + TKI

Clinical trials (evaluating triplets): 
IO +/- IO +/- TKI +/- HIF2a 

TKI 
NIVOLUMAB**

CABOZANTINIB*

CABOZANTINIB / TIVO/ BEL/ OTHER TKI

CABOZANTINIB* / TIVO/ BELZU/ TKIs/ LENVATINIB + EVEROLIMUS* / OTHER

TKI Cabozantinib

CABOZANTINIB

NIVOLUMAB

CLINICAL TRIAL

CLINICAL TRIAL

CLINICAL TRIAL
OTHER TKI: 
LEN + EVE, AXI, TIVO

OTHER TREATMENT: BEL, LEN + EVE, AXI

CLINICAL TRIAL

CLINICAL TRIAL

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

*If not in 1st line with nivolumab o pembrolizumab CLINICAL TRIAL

OTHER TKI

** nivolumab + ipilimumab

IO (adj)
TKI +/- IO/ According to time to relapse and type of relapse



¡Gracias!


