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Pembrolizumab vs Placebo as Post Nephrectomy Adjuvant Therapy for Patients with Renal Cell Carcinoma: Randomized, Double-Blind, Phase 3 KEYNOTE-564 Study
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KEYNOTE-564 Study Design
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Participant Disposition
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Baseline Characteristics
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DFS by Investigator, ITT Population
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DFS by Investigator in Subgroups, ITT Population
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Summary of Safety Results, As-Treated Population
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Summary and Conclusions
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Health‐Related Quality‐of‐life Analysis From the Phase 3 CLEAR Trial of Lenvatinib Plus Pembrolizumab or Everolimus vs Sunitinib for Patients With Advanced Renal Cell 
Carcinoma

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



Introduction

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

Abstract #4502



Efficacy Summary

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

Abstract #4502



Study Design
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Conclusions
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Efficacy endpoints
Primary:
– PFS per RECIST 1.1
– OS
Secondary:
– ORR per RECIST 1.1
– DCR per RECIST 1.1
– Duration of Response 

(DOR) per RECIST 1.1
– Adverse Events
– PFS Rate (12, 18 and 24 

months)
– OS Rate (12, 18, and 24 

months)
– Time to True 

Deterioration (TTD) of the 
FKSI-DRS

– Least Squares (LS) Mean 
Change From Baseline to 
Week 54 in the EORTC 
QLQ-C30 

Sunitinib 50 mg orally 
once daily
(N=429)

Key Eligibility Criteria
• Advanced/metastatic RCC
• No prior systemic therapy for 

advanced RCC.
• Karnofsky performance status (KPS) 

≥ 70%

Exclusion criteria
• Prior treatment with immune 

checkpoint inhibitors, anti-VEGF, or 
anti-mTOR

• CNS metastatses
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1:1

Pembrolizumab 200 
mg IV (q3 weeks) + 
Axitinib 5 mg orally 

BID.
(N=432)

Pembrolizumab (pembro) plus axitinib (axi) versus sunitinib as first-line therapy for advanced 
clear cell renal cell carcinoma (ccRCC): Results from 42-month follow-up of KEYNOTE-426.

www.ClinicalTrials.gov (NCT02194842)

ASCO Annual Meeting 2021, Abstract#4500

First Author: Brian I. Rini



• Median duration of follow-up was 42.8 mo (range, 35.6-50.6). 
• Compared with sunitinib, pembro + axi improved OS (median: 45.7 vs 40.1 mo; HR, 0.73 [95% 

CI, 0.60-0.88]; P<0.001) and PFS (median: 15.7 vs 11.1 mo; HR, 0.68 [95% CI, 0.58-0.80]; P<0.0001). 

• The 42-mo OS rate was 57.5% with pembro + axi vs 48.5% with sunitinib; 
the 42-mo PFS rate was 25.1% with pembro + axi vs 10.6% with sunitinib. 

• For pembro + axi vs sunitinib, ORR was 60.4% vs 39.6% (P<0.0001); CR rate was 
10.0% vs 3.5%; 

• Median DOR was 23.6 mo (range 1.4+ to 43.4+) vs 15.3 mo (range, 2.3-
42.8+).

• Subsequent anticancer therapy was administered to 47.2% of pts in 
pembro + axi arm vs 65.5% of pts in sunitinib arm. 

• No new safety signals were observed. 

Pembrolizumab (pembro) plus axitinib (axi) versus sunitinib as first-line therapy for advanced 
clear cell renal cell carcinoma (ccRCC): Results from 42-month follow-up of KEYNOTE-426.

www.ClinicalTrials.gov (NCT02194842)

ASCO Annual Meeting 2021, Abstract#4500



Phase 3 study of 177Lu-PSMA-617 in patients with metastatic castration-resistant prostate cancer (VISION)
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177Lu-PSMA-617 targeted radioligand therapy<br />
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Open-label study of protocol-permitted standard of care ± 177Lu-PSMA-617 in adults with PSMA-positive mCRPC
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Prespecified endpoints: alternate primary, <br />key secondary and other secondary
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To reduce effect of drop-out on radiographic endpoints, primary analyses used different sets
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Baseline characteristics were well balanced across treatment arms and the two analysis sets
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Primary endpoints: 177Lu-PSMA-617 prolonged OS<br />
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177Lu-PSMA-617 prolonged OS in the rPFS analysis set<br />
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Overall survival was generally consistent across <br />prespecified stratification factor subgroups
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Primary endpoints: 177Lu-PSMA-617 improved rPFS<br />
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177Lu-PSMA-617 improved rPFS in the OS analysis set<br />
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rPFS was generally consistent across <br />prespecified stratification factor subgroups
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Treatment-emergent adverse events grouped as topics of interest: no unexpected or concerning safety signals
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Treatment-emergent adverse events grouped as topics of interest: no unexpected or concerning safety signals

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

Abstract #LBA4



Treatment-emergent adverse events grouped as topics of interest: no unexpected or concerning safety signals
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VISION study conclusions
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Efficacy end points
Primary:
– OS
– rPFS
Secondary:
– Biochemical PFS
– Adverse Events

ADT
(± Docetaxel)

ADT 
+ Abiraterone
(± Docetaxel)

Patients (n=1173)
Key eligibility
– De novo mCSPC
– ECOG performance status 

0 or 1
Exclusion criteria
– Prior cytotoxic 

chemotherapy or 
biological therapy for PC
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A phase 3 trial with a 2x2 factorial design of abiraterone acetate plus prednisone and/or local 
radiotherapy in men with de novo metastatic castration-sensitive prostate cancer (mCSPC): First 
results of PEACE-1.

www.ClinicalTrials.gov: (NCT02567409)

ADT 
+ Radiation 

(± Docetaxel) 

ADT 
+ Abiraterone + 

Radiation
(± Docetaxel)

Presenting Author: Karim Fizazi
Hypothesis: To investigate the clinical benefit of adding docetaxel, abiraterone acetate or radiation therapy to ADT 
in de novo mCSPC patients.

ASCO Annual Meeting 2021: Abstract #5000



• Median age was 67, high volume 57%; median follow-up 3.5 years
• rPFS:

• significantly improved with abiraterone in the overall population (HR: 0.54 (0.46-0.64), p<0.0001; 
medians: 2.2 vs 4.5 years) 

• and in ADT+ docetaxel arms (HR: 0.50 (0.40-0.62), p<0.0001; medians: 2.0 vs 4.5 years)

• Other outcomes favored abiraterone arm & arms that included docetaxel
• Safety signals as expected

PEACE-1: First Results and Conclusions

Conclusions: Adding abiraterone to ADT + docetaxel significantly improved rPFS in de
novo metastatic prostate cancer, with about 2.5 years of absolute benefit in medians,
and no meaningful additional short-term toxicity (no significant OS benefit yet)

ASCO Annual Meeting 2021: Abstract #5000



Efficacy endpoints
Primary:
– rPFS
Secondary:
– OS
– Prostate cancer specific 

survival 
– First symptomatic skeletal 

event 
– Safety

Enzalutamide 
160 mg QD

Key Eligibility Criteria
• Progressive mCRPC by PCWG 2
• Prior docetaxel allowed
• WHO performance status 0 or 1
Exclusion criteria
• Brain and/or Visceral metastases
• Prior treatment with NHT, 

radionuclides, hemibody external 
radiation
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1:1
N=253

Ra-223 50kBq/kg 
monthly for 6 mos + 

Enzalutamide 
160 mg QD

Decreased fracture rate by mandating bone protecting agents in the EORTC 1333/PEACEIII trial 
combining Ra223 with enzalutamide versus enzalutamide alone: An updated safety analysis.

www.ClinicalTrials.gov (NCT02194842)

ASCO Annual Meeting 2021: Abstract #5002

Presenting Author: Silke Gillessen

Hypothesis: To investigate the fracture rates after mandating bone protecting agents in mCRPC patients 
receiving enzalutamide with or without Ra223



EORTC 1333/PEACEIII trial : An updated safety analysis.

Received Bone Protecting Agents No Bone Protecting Agents

Enza+Ra223
(N=82)

Enza
(N=87)

Enza+Ra223
(N=36)

Enza
(N=32)

At 1 year 2.8 (0.5-8.8) 3.9 (1.0-10.1) 37.1 (21.3-53.0) 15.8 (5.6-30.7)

At 1.5 years 2.8 (0.5-8.8) 3.9 (1.0-10.1) 45.9 (28.6-61.6) 22.3 (9.6-38.2)

Cumulative incidence (%) of fractures (95% CI).

ASCO Annual Meeting 2021: Abstract #5002

Conclusions: In the absence of bone protecting agents (BPA), the risk of fracture is increased
when Ra223 is added to enzalutamide. In both arms, the risk remains almost abolished by a
preventive continuous administration of BPA, thus stressing the importance of complying to
international recommendations in terms of giving BPA to patients with mCRPC

www.ClinicalTrials.gov (NCT02194842)



Avelumab first-line (1L) maintenance for advanced urothelial carcinoma (UC): Analysis of 
clinical & genomic subgroups from the JAVELIN Bladder 100 trial (abstract 4520; Powles et al.)
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JAVELIN Bladder 100: ASCO 2021 New Data

Study/Short 
Title

Abstract Title Authors Session/Abstract

JAV Bladder 
100 Additional 

Subgroups

Avelumab first-line (1L) maintenance for advanced 
urothelial carcinoma (UC): analysis of clinical and 

genomic subgroups from the JAVELIN Bladder 100 trial

Powles T, Petrylak DP, Park SH, Sridhar SS, Caserta C, 
Theiry-Vuillemin A, Lee HL, Bellmunt J, Yamamoto Y, 

Aragon-Ching JB, Huang B, Ching K, Davis C, di Pietro A, 
Loriot Y, Grivas P

Poster Discussion
Session Title: Poster Discussion 
Session, Genitourinary Cancer—
Kidney and Bladder On-Demand 
Session
Abstract #: 4520

JAV Bladder 
100 Tx-free 

Interval

Avelumab first-line (1L) maintenance for advanced 
urothelial carcinoma (UC) in the JAVELIN Bladder 100 
trial: subgroup analysis by duration of treatment-free 
interval (TFI) from end of chemotherapy to start of 

maintenance

Sridhar SS, Powles T, Loriot Y, Climent Duran MA, Gupta 
S, Tsuchiya N, Bamias A, Ardizzoni A, Ullen A, Huang B, 

Nuno C, Laliberte RJ, di Pietro A, Sternberg CN, Grivas P

e-Poster Presentation
Session Title: Poster Session: 
Genitourinary Cancer—Kidney and 
Bladder
Abstract #: 4527

JAV Bladder 
100 End of 
Next-line 
Therapy

Avelumab first-line (1L) maintenance plus best 
supportive care (BSC) vs BSC alone for advanced 

urothelial carcinoma (UC): analysis of time to end of 
next-line therapy in JAVELIN Bladder 100

Grivas P, Park SH, Voog E, Kopyltsov E, Gurney H, Borges 
Muniz DQ, Rolland F, Als AB, Valderrama BP, Wang J, 

Costa N, Laliberte RJ, di Pietro A, Powles T, Bellmunt J

e-Poster Presentation
Session Title: Poster Session: 
Genitourinary Cancer—Kidney and 
Bladder
Abstract #: 4525
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JAVELIN Bladder 100 clinical and TCGA subgroups 
Abstract 4520, Powles T et al.
Forest plot of OS based on BICR in subgroups of interest

*HRs and CIs were calculated using a Cox proportional hazards model. 
†Stratified by best response to 1L chemotherapy (complete or partial response vs stable disease) and metastatic disease site (visceral vs nonvisceral). 
‡Post chemotherapy.
1L, first line; BICR, blinded independent central review; BSC, best supportive care; HR, hazard ratio; OS, overall survival; PFS, progression-free survival; TCGA, The Cancer Genome Atlas. 
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JAVELIN Bladder 100 clinical and TCGA subgroups 
Abstract 4520, Powles T et al.

OS in patients with PD-L1+ tumors who 
received 1L gemcitabine + carboplatin

PFS in patients with PD-L1+ tumors who 
received 1L gemcitabine + carboplatin

1L, first line; BSC, best supportive care; HR, hazard ratio; NE, not estimable; OS, overall survival; PFS, progression-free survival.
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JAVELIN Bladder 100 treatment-free interval analyses 
Abstract 4527, Sridhar SS et al.

OS by duration of TFI before maintenance

Ave, avelumab; BSC, best supportive care; HR, hazard ratio; NE, not estimable; OS, overall survival; TFI, treatment-free interval.
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JAVELIN Bladder 100 time to end of next-line therapy 
Abstract 4525, Grivas P et al.

Time to end of next-line therapy in patients with PD-L1+ or PD-L1− tumors

Time to end of next-line therapy was defined in all patients as the time from randomization until discontinuation of next treatment received after first progression, as assessed by investigator, or death from any cause, whichever occurred first; 
patients who did not die or receive next-line therapy were censored at last follow-up.

Ave, avelumab; BSC, best supportive care; HR, hazard ratio.



KEYNOTE-052 Study Design
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Best Percentage Change From Baseline in Target Lesions: Overall Populationa
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Adverse Events
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Conclusions
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Therapy Advances in Metastatic Urothelial Cancer (mUC)
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Advanced Urothelial Ca Treatment Algorithm

PETROS GRIVAS http://clicktoeditURL.com

Disease State Setting Preferred Option Standard Options 

Metastatic, no prior 
chemotherapy

Cisplatin-eligible Cisplatin/gemcitabine f/b avelumab
maintenance

Cisplatin-based combination 
chemotherapy f/b avelumab
maintenance

Metastatic, no prior 
chemotherapy

Cisplatin-ineligible Gemcitabine/Carboplatin
(PD-L1 low tumors in fit patients) 
f/b avelumab maintenance

Gemcitabine/Carboplatin f/b 
avelumab maintenance
Pembrolizumab
Atezolizumab
Single agent chemotherapy

Metastatic, prior platinum 
chemotherapy or relapse within 
1 year of perioperative cisplatin-
based therapy

Pembrolizumab
OR

FGFRi (tumors with FGFR2/3 
alterations)

Atezolizumab
Nivolumab

Metastatic, prior chemotherapy 
& immunotherapy

Antibody drug conjugate (EV; SG)
OR

FGFRi (tumors with FGFR2/3 
alterations)

Taxane (US)
Vinflunine (EU)

Clinical trials are critical throughout 
disease spectrum & treatment settings!

Petros Grivas



Eυχαριστώ 
Patient and families!

 Collaborators, sponsors, institutions, foundations, colleagues, research, 
admin & clinical staff: Teams! @PGrivasMDPhD
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