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Clinical case question

• Mr X. 53y old.

• HTA, hematuria, fatigue, 
weight loss.

• Left Renal mass 10,6cm on CT 
scan.

• Left Nephrectomy: pT2 
pN1(1/5) cM0 grade 3 clear
cell RCC, with 20% of 
sarcomatoid component.

What would you propose?

1) Observation

2) Adjuvant Pembrolizumab



Keynote 564 study



Keynote 564 patient population

Failure of TKI 
trials

Brain & bones
mets 

excluded



Keynote 564: what we knew before ASCO GU 24

Choueiri et al,  ASCO GU 2022 Oral presentation



Overall Survival, Intention-to-Treat Population

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

Keynote 564 overall survival (key secondary endpoint)

Choueiri et al, ASCO GU 2024 OA



Updated Disease-Free Survival by Investigator,<br />Intention-to-Treat Population

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse. Choueiri et al, ASCO GU 2024 LBA



Disease-Free Survival by Subgroups

Choueiri et al, ASCO GU 2024 OA



Summary of Updated Safety Findings, <br />As-Treated Population

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse. Choueiri et al, ASCO GU 2024 OA



Subsequent Therapies, Intention-to-Treat 
Population

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

101/210 (48%) 
exposed to PD1 

in all the trial

Choueiri et al, ASCO GU 2024 OA



Some caveats about Keynote 564

Informative 
censoring?

Optimal post 
progression 

therapy?

Consistency
with other

studies?

unequal dropout between the arms of the study during the early follow-up period of 
PFS

> lack information about recurrence for censored patients (5% vs 1%) might impact 
the curves 1

101/210 in the control arm were exposed to ICI at relapse

Bad reason: Drug access availability in some countries discrepancies?

Nivolumab, Ipi/Nivo, Atezolizumab adjuvant trial did not met OS/PFS
significant benefit

Would be of interest to see the datas of early vs delayed use of Pembrolizumab in 
the control arm patitents exposed to Pembro in the metastatic setting 

(early vs delayed and not early vs never)

Need to step back and look closer to dataset

1 Tannock I et al, JCO march 2023 Evaluating Trials of Adjuvant Therapy: Is There Benefit for People With Resected Renal Cancer? Volume 41, Number 15 • https://doi.org/10.1200/JC0.23.00280



What about non clear cell RCC?

No predictive tissue- or blood-based biomarkers to guide therapy selection for patients? Not all patients are 
benefiting from adjuvant pembrolizumab

If disease progression develops following receipt of adjuvant checkpoint blockade, what is the optimal 
front-line treatment strategy for recurrent disease?

Post protocol therapy influence on OS HR ?

Pembro vs placebo in st3 papillary RCC(NCT06146777)

Pending questions after Keynote 564

ctDNA/Epigenomic profiling/methylated DNA (need further validation)

Those trials are needed

Need for better clarification on subsequent therapies



Post pembrolizumab adjuvant progression 
treatment possible algorithm

Refractory patients
Recurrence during and in the 

first 3 months

Early recurrence
Recurrence 3-12months 

after

ICI rechallenge 
(IO/IO or IO/TKI)

Late relapse
>12months after

TKI alone TKI alone

TKI alone



Patient perspectives



Conclusions

First trial to demonstrate an OS benefit in adjuvant treatment of ccRCC

Need for better clarification for pembrolizumab as adjuvant therapy in ccRCC
> early pembrolizumab vs delayed (>< early vs never in the control arm) 

✓ Informative censoring bias
➢ Might influence the magnitude of benefit on OS HR?

Still need to better identify who really need/benefit from adjuvant Pembro and not take all patients on board
(financial and physical toxicity)



Clinical case question
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• HTA, hematuria, fatigue, 
weight loss.

• Left Renal mass 10,6cm on CT 
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cell RCC, with 20% of 
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