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We made some progress over the years! 

IL-2 Ipilimumab + Nivolumab 

Tannir NM, et al. ASCO GU 2024. Abstract 363.
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Viktor Grunwald, ASCO 2024, Abstract #4524



Balancing Endpoints for Selection of Frontline Therapy 

Benefit

Risk

Improved OS 
Improved PFS

Improved response rate 
Limited PD rate 

Durability of response 
Depth of response 
Complete response 

Treatment-free survival 
Improved QOL

Immune-mediated AE
Chronic TKI toxicity

Limited durability of response 
Primary PD rate 

No benefit in QOL



What about triple therapy? 

*One prior systemic adjuvant therapy allowed for completely resected RCC and if recurrence occurred ≥6 months after the last dose of adjuvant therapy; adjuvant PD-1 or PD-L1 inhibitor in combination with 
a CTLA-4 inhibitor not permitted. †Nivolumab given for a maximum of 2 years. ‡Tumor assessment (RECIST v1.1) at week 10, then every 8 weeks through week 50, then every 12 weeks thereafter. 
§Discontinuation of one agent did not mandate discontinuation of all agents.

Cabo 40 mg PO QD

+ Nivo 3 mg/kg IV Q3W 
×4 

+ Ipi 1 mg/kg IV Q3W ×4 

Pbo PO QD

+ Nivo 3 mg/kg IV Q3W 
×4

+ Ipi 1 mg/kg IV Q3W ×4

Tumor assessment every 
8 weeks per RECIST v1.1‡

Treatment until loss of 
clinical benefit or 
intolerable toxicity§

No crossover allowed

R1:1

Cabo 40 mg PO QD

+ Nivo 480 mg IV Q4W†

Pbo PO QD
+ Nivo 480 mg IV Q4W†

Cabo+Nivo+Ipi

Pbo+Nivo+IpiStratification
• IMDC risk
• Region

Advanced RCC (N~840)

• No prior systemic therapy*

• Clear cell component

• Intermediate or poor risk per IMDC 

criteria

• Measurable disease per RECIST v1.1

• Karnofsky Performance Status ≥70%

COSMIC-313 Study Design



Progression-Free Survival: Final Analysis (PITT Population) 
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PFS per RECIST v1.1 by BIRC. Date of the 249th event: Aug 23, 2021



Tumor Response (PITT Population) 

Cabo+Nivo+Ipi
(N=276)

Pbo+Nivo+Ipi
(N=274)

Objective response rate (95% CI), % 43 (37.2–49.2) 36 (30.1–41.8)

Best overall response, n (%)

Complete response 7 (3) 9 (3)

Partial response 112 (41) 89 (32)

Stable disease 119 (43) 100 (36)

Progressive disease 23 (8) 55 (20)

Not evaluable 15 (5) 21 (8)

Disease control rate, % 86 72

Median time to objective response (range), mo 2.4 (1.5–17.1) 2.3 (1.9–16.8)

Median duration of response (95% CI), mo NR (20.2–NE) NR (NE–NE)

Tumor response per RECIST v1.1 by BIRC
Disease control rate = complete response + partial response + stable disease Data cut-off: Jan 31, 2022



Treatment Exposure and Discontinuation

Cabo+Nivo+Ipi
(N=426)

Pbo+Nivo+Ipi
(N=424)

Median duration of exposure of study treatment (range), mo 10.9 (0.2–28.5) 10.3 (0.1–28.1)

Median average daily dose (range) of Cabo or Pbo, mg 23.2 (3.6–40.0) 36.1 (0.8–40.0)

Median Nivo infusions (range) received, no 10 (1–27) 9 (1–27)

Doses of Ipi received, %

4 58 73

3 13 14

2 22 7

1 7 6

Any dose hold due to an AE, % 90 70

Any dose reduction of Cabo or Pbo due to an AE, % 54 20

Treatment-related AE leading to discontinuation, %

Any study treatment 45 24

Cabo or Pbo 28 14

Nivo 26 18

Ipi 30 12

All treatment components (due to the same AE) 12 5
Data cut-off: Jan 31, 2022



Ongoing Clinical Trials

NCT04736706



Second Lone and Beyond 



VEGF TKI in Refractory mRCC 
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Moving systemic therapy earlier in the course.. 

Haas NB et al. Lancet. 2016;387(10032):2008-2016; Ravaud A et al. N Engl J Med. 2016; 375(23):2246-2254;                                                
Motzer RJ et al. J Clin Oncol. 2017;35(35):3916-3923; Gross-Goupil M, et al. Ann Oncol. 2018;29(12):2371-2378;                                  
Tacconi EMC, et al. Onco Targets Ther. 2020;13:12301-12316; Ryan C, et al. J Clin Oncol. 2022;40(17_suppl): Abstract LBA4500.
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*Metachronous pulmonary, lymph node, or soft tissue recurrence >12 months from nephrectomy.
DFS, disease-free survival; EFS, event-free survival; NED, no evidence of disease; RCC, renal cell carcinoma; OS, overall survival; NS, non-significant.
Powles T, et al. Lancet Oncol. 2022;23;1133-1144.; Choueiri TK, et al. ASCO GU 2022. Abstract 290.; 2. NCT03024996. 3. NCT03138512. 4. NCT03055013.
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Choueiri et al. GU ASCO 2024
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Choueiri et al. GU ASCO 2024



• The treatment landscape for advanced renal cell carcinoma has been 

rapidly evolving and patients are living longer and better;

• Both IO/IO and IO/VEGF are suitable frontline treatments for patients;

• Treatment options in the subsequent line space are expanding with the 

introduction of novel targets in development;

• We’re seeing progress in the non-metastatic setting with impact in the 

management of advanced disease

Closing Remarks 
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My take on adjuvant pembro

• It is positive trial, encouraging to see OS data. 

• I discuss it with all my eligible clear cell patients. 

• But might not push it stage T2 G4, especially older with comorbidities. 

• Higher risk III, sarcomatoid. 

• Rarely do metastectomy in my practice. 

• Not for Non- clear cell RCC. 
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