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Adjuvant Therapy

Int-High-M1NED Renal Cell Carcinoma
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* denotes statistical significance. P-value boundary for OS at IA3 was 0.0072 
(1-sided) per Lan-DeMets O’Brien-Fleming spending approximation α-spending

function. As this key secondary endpoint was formally met, any future OS 
analyses will be descriptive only.

Data cutoff date: September 15, 2023.

Pembro
(N = 496)

Placebo
(N = 498)

Events, n 55 86

Median, mo (95% CI) NR (NR–NR) NR (NR–NR)

Median follow-up was 57.2 months (range, 47.9–74.5)

HR 0.62 (95% CI 0.44–0.87); P =.002*

KEYNOTE 564 OS: Why we use Adjuvant Therapy



Treatment Post Adjuvant Immunotherapy: 
Early Real World Evidence in 92 Patients

El-Zarif et al 
Eur Urol 2024

39% VEGF
28% VEGF IO
13% IO IO
20% Local Tx

More bone mets
in relapse <3m
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Are we
changing the biology

of relapse with 
adjuvant therapy?



BELZUTIFAN

https://www.welireghcp.com/advanced-renal-cell-carcinoma/mechanism-of-action

https://www.welireghcp.com/advanced-renal-cell-carcinoma/mechanism-of-action/


This product is currently under evaluation by European health authorities and is not registered to date

Choueiri et al, ASCO GU 2026
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Implications of LITESPARK 022

• Addition of belzutifan improves DFS, now FDA approved
• Patient selection

• Do we use this in everyone, do we use this in high risk, do we use it in the 
healthy, do we wait for overall survival benefit?

• Could biomarkers help us?
• ctDNA not sensitive enough currently
• KIM 1 under evaluation

• If we use belzutifan in the adjuvant setting can we use it in the 
metastatic setting?



Personalized Vaccines in RCC
- Personalized cancer vaccine
- Creates anticancer immune response
- Median of 34.7 months, 9/9 pts remained 

cancer-free



Personalized Vaccines
V940-004  
INTerpath-004

Key Inclusion Criteria (N≈272)

 clear cell or papillary RCC 
 Intermediate-high-risk, high-risk, or M1 NED RCC :

 Intermediate-high-risk RCC: pT2 Gr4, N0, M0; 
pT3 Gr3/4, N0, M0

 High-risk RCC: pT4, N0, M0; pT any stage, 
N1, M0

 M1 NED RCC ( ≤2 years from nephrectomy)

Primary Endpoints

 DFS

Secondary Endpoints
 OS,   DMFS, Safety

R

V940 (mRNA-4157)  IM Q3W (up to 9 doses) + 
Pembrolizumab 400 mg IV Q6W (up to 9 doses; up to ~54 weeks) 

Placebo IM Q3W (up to 9 doses) + 
Pembrolizumab 400 mg IV Q6W (up to 9 doses; up to ~54 weeks)

Study Details | NCT06307431 | A Study of Adjuvant Intismeran Autogene (V940) and Pembrolizumab in Renal Cell Carcinoma (V940-004). | ClinicalTrials.gov

https://clinicaltrials.gov/study/NCT06307431?term=NCT06307431&viewType=Card&rank=1


Conclusions
• Adjuvant therapy is evolving and patient selection remains an art
• More personalized approaches to come
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