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Overview

▪ Adjuvant

KeyNote 564 update for OS (ASCO GU24)

▪ Metastatic Front Line

CheckMate 214 – good risk cohort with 99-month FU (ASCO GU24)

▪ Salvage Therapy

Sustained PD1/PDL1 blockade in PD1/PDL1 refractory patients 

(CONTACT-03 and TiNivo-2)
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Adjuvant IO Therapy in RCC: 1 positive followed by 3 negative trials

Neo/adjuvant Nivo: HR: 0.97; p = 0.43

Atezo: HR 0.93; p = 0.49
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Nivo/Ipi: HR 0.92; p = 0.53 

Choueiri NEJM (2024) 390:1359; Bex ESMO 2022; Allaf ESMO 2022; Motzer ESMO 2022

Atezo 

Pembro: HR 0.72 (95% CI 0.59-0.87) 

Nivo Nivo+Ipi

KeyNote 564 IMmotion010

PROSPER CheckMate 914
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Adjuvant IO for RCC:  Summary

▪ Continued disease-free survival benefit vs placebo was observed with further 
follow-up

▪ FDA-approval of adjuvant pembrolizumab November 17, 2021

▪ Discordant phase III trials of adjuvant IO therapy created uncertainty for best 
practice

▪ Adjuvant pembrolizumab significantly prolonged OS versus placebo
− 38% reduction in risk of death with adjuvant pembrolizumab versus placebo
− Survival benefit seen across key clinical subgroups

▪ KeyNote 564 is the first study to show a statistically significant and clinically 
meaningful survival benefit with adjuvant therapy in RCC

▪ See Choueiri, TK et al. NEJM (2024) Apr 18; 390(15): 1359-1371.
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Can We Develop A More Potent Immunotherapy-Based Adjuvant 
Treatment Regimen Based on the Success of Pembrolizumab?

Study Name Phase Treatment Status

LITESPARK-002 III

Pembrolizumab plus Belzutifan 

vs

Pembrolizumab plus placebo

Completed accrual April 2024

V940-004 II

Pembrolizumab plus V940 
(personalized mRNA cancer vaccine)

vs
Pembrolizumab plus placebo

Will open at FHCC ~ 4 months
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Efficacy Outcomes for IMDC Favorable Risk ccRCC With 
Front-Line IO Regimens

Regimen Follow Up ORR PFS OS

Nivo + Ipi1

CheckMate 214

99.1 mo median 30% vs 52% 12.4 vs 28.8 mo
HR=1.76

77.9 vs 66.7 mo
HR = 0.82

Pembro + 

Axitinib2

KeyNote 426

42.8 mo median 69% vs 50% 20.7 vs 17.8 mo
HR=0.76

NR vs NR
HR=1.17

Nivo + Cabo3

CheckMate 9ER

55.6 mo median 66% vs 44% 21.4 vs 12.8 mo
HR=0.72

52.9 vs 58.9 mo
HR = 1.10

Pembro + Len4

CLEAR

49.8 mo median N/A 28.6 vs 12.9
HR=0.50

NR vs 59.9 mo
HR 0.94

1Motzer ASCO GU 2024 abstract 363. 2Rini et al. ASCO 2021 abstract 4500.
3Bourlon, MT et al. GU Ca Symp 2024 Abstract 362; 4Motzer, RJ et a. ASCO GU 2023, abstract 4502
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Kidney Cancer NCCN Guidelines v1.2025
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https://www.nccn.org/guidelines/guidelines-detail?category=1&id=1440
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CM214 8-yr Follow up:  Summary

▪ CM214 results represent the longest follow-up in a phase 3 trial of a checkpoint 

inhibitor combination therapy in first-line aRCC

▪ The hazard ratio for OS with NIVO+IPI vs SUN has improved over time in the 

favorable risk patients

▪ Responses to NIVO+IPI were deep and durable in the overall study population; 

patients had notably improved DOR and more CRs with NIVO+IPI over SUN 

regardless of risk group.

▪ Optimal therapy for favorable risk patients based on an OS outcome remains 

unclear and encourages patient-specific customization.
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Should we continue PD1/PDL1 blockade in the salvage setting?

▪ Single arm datasets suggest provocative activity for PD1/TKI combinations in 

PD1 refractory RCC

− Nivolumab/tivozanib1

− Pembrolizumab/lenvatinib2

▪ Randomized prospective studies evaluating IO/TKI synergy in the IO refractory 

setting  

− CONTACT-03 (ASCO 2023)

− TiNivo-2 (ESMO 2024)

1Albiges et al. Ann Oncol. 2021; 2Lee et al. Lancet Oncol. 2021
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Choueiri et al. ASCO 2023
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Median Follow up 15.2 mo

Choueiri et al. ASCO 2023

22



Fred Hutch Cancer Center

Choueiri et al. ASCO 2023

23



Fred Hutch Cancer Center

Choueiri et al. ASCO 2023
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Safety Summary

Pal, SK et al. Lancet (2023) 402:185-95
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TiNivo-2: Study Scheme
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▪ Press Release July 18, 2024:

– The primary endpoint (PFS) was not met

– Tivozanib monotherapy (control arm) results provide clinically meaningful 

efficacy and safety data following front-line ICI combinations

– Safety results reinforce tivozanib is well-tolerated

▪ Data to be presented at ESMO 2024

TiNivo-2 First Look
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Salvage PD1/PDL1 Blockade for RCC:  Summary

▪ No emerging synergy signal for IO/TKI combinations in PD1/PDL1 refractory disease

▪ PD1/PDL1 “rechallenge” should be avoided in clinical practice without new positive 

data

– Did not improve clinical outcomes

– Higher toxicity

▪ Await more complete TiNivo-2 analysis

– PD1 vs PDL1 blockade

– IO rechallenge after a delay

▪ Recall CTLA-4 blockade (NIVO + IPI) has clinical activity in the PD1/PDL1 refractory 

patient population
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Beckermann, KE and BI Rini. Lancet (2023) 402:160-1
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Thank you for your attention

UW Medicine and 
Fred Hutchinson Cancer Center
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