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Prostate cancer

Hormone sensitive metastatic disease



Should we use doublet or triplet 
systemic therapy in upfront 
mHSPC?
THE PEACE 1 trial datas in 2021



PEACE 1: trial design



PEACE 1: population



rPFS in the overall cohort
SOC: ADT
+- RT
+- Docetaxel

rPFS in patient receiving docetaxel as 
SOC +- RT

pre-planned hierarchical testing strategy

Fizazi et al, ASCO 2021

PEACE 1: results



PEACE-1 secondary endpoints: CRPC-Free Survival

Fizazi. ASCO 2021. Abstr 5000.

Outcome
Abiraterone + SoC (±

Radiotherapy)
SoC (± Radiotherapy)

CRPC-free survival in overall population (n = 583) (n = 589)

▪ Median CRPC-free survival, yr (95% CI) 3.8 (3.1-4.5) 1.5 (1.4-1.6)

▪ Events 276 453

▪ HR (95% CI) 0.40 (0.35-0.47); P <.0001

CRPC-free survival in ADT + docetaxel 
population

(n = 355) (n = 355)

▪ Median CRPC-free survival, yr (95% CI) 3.2 (3.0-4.5) 1.4 (1.3-1.6)

▪ Events 156 268

▪ HR (95% CI) 0.38 (0.31-0.47); P <.0001



PEACE-1 secondary endpoints: Clinical PFS

Fizazi. ASCO 2021. Abstr 5000.

Outcome
Abiraterone + SoC (±

Radiotherapy)
SoC (± Radiotherapy)

Clinical PFS in overall population (n = 583) (n = 589)

▪ Median clinical PFS, yr (95% CI) 4.3 (3.3-4.8) 2.1 (1.8-2.4)

▪ Events 262 379

▪ HR (95% CI) 0.54 (0.46-0.63); P <.0001

Clinical PFS in ADT + docetaxel population (n = 355) (n = 355)

▪ Median clinical PFS, yr (95% CI) 4.1 (3.0-NE) 1.9 (1.6-2.1)

▪ Events 145 217

▪ HR (95% CI) 0.50 (0.40-0.62); P <.0001



Overall Survival for PEACE 1 trial

Fizazi et al, ESMO 2021

OS (overall population)

SOC+ABI (n=583)

OS (overall population)

SOC (n=589)

Median, y (95% CI)

HR (95%CI)
P value

5,7 (5,1-NE)

0,82 (0,69-0,98)
0,030

4,7 (4,3-5,3)

OS with abiraterone in the ADT + 
docetaxel (+- RT) population

SOC+ABI (n=583)

OS with abiraterone in the ADT + 
docetaxel (+- RT) population
SOC (n=589)

Median, y (95% CI)

HR (95%CI)
P value

NE (4,5-NE)

0,75(0,59-0,85)
0,017

4,4 (3,8-4,9)

Adjusted on stratification parameters (RT, PS, type of castration,metastatic burden



PEACE 1: High Volume vs Low volume rPFS & OS data

rPFS
Median (years)

rPFS
HR

OS
Median (years)

OS
HR

High volume
Abi+ADT+Doce +-RT
(n=225)

4,1 (2,7-NE) 0,47 (0,36-0,60)
P value <0,0001

5,1 (3,8- NE) 0,72 (0,55-0,95)
P value 0,019

High Volume
ADT+doce +-RT
(n=231)

1,6 (1,4-2,0) 3,5 (3,2-4,0)

Low volume 
Abi+ADT+Doce +- RT
(n=129)

NE (3,1-NE) HR:0,58 (0,39-0,87)
P value 0,006

NE (NE-NE) 0,83 (0,50-1,38)
P value 0,66

Low volume 
ADT+Doce +- RT
(n=122)

2,7 (2,5-NE) NE (4,7-NE)

Fizazi. ESMO 2021. Abstr 5000.



Subsequent therapy

Treatment beyond progression ADT + docetaxel population

Fizazi et al, ESMO 2021



PEACE 1: Safety

Fizazi et al, ESMO 2021



PEACE 1 Monday morning question

The question before was:
Chemotherapy or Abiraterone?

The question now is:
Who will still needs chemotherapy upfront?

FIT patients with high 
volume disease 

Patients with poor PSA 
decline after 1 month of 
Abiraterone? 

Arasens & Enzamet OS 
are coming to help to 
address the question

One size fits all 
approach?



A New Class of Effective Therapy for 
Men with Metastatic Castration-
Resistant Prostate Cancer: Lutetium 
PSMA





TheraP clinical trial results on PFS

Hoffman et al, ASCO 2020



VISION phase 3 trial 

But Enza or Abi were not excluded





VISION: Safety

Sartor et al, NEJM 2021



Lutetium PSMA (Monday morning) September 
2025? morning question

Where does it fits best in the treatment landscape?

After 1 hormonal 
agents and 1 or 2 
chemotherapy?

Logistical aspect may be 
an issue and will need 
time

When will we use 
Ra223?

20% set to received a second taxane post 
protocole

No data in pts with HHR 
genes alterations



Back to basics: Bone protecting 
agents in mCRPC
ASCO 2021: Decreased Fracture Rate by Mandating Bone Protecting Agents in the 
EORTC 1333/PEACEIII Trial Combining Radium-223 with Enzalutamide Versus 
Enzalutamide Alone: An Updated Safety Analysis

Gillessen et al, Abstract 5002  ASCO 2021





ERA 223 trial results



ERA 223 trial results
UNBLINDED prematurely on the recommendation of the IDMC 
because more fractures and deaths were observed in the AAP + 
radium-223 group 

Smith el al, Lancet 2018



PEACE 3 trial

Amendment after ERA223 results: Bone protecting agents mandatory in each arms



Impact of ERA 223 on study design PEACE3

14 
march 
2018

April 
2018

Urgent safety letter: MANDATORY use of BPA and delayed 
initiation of Ra 223

BPA, at the SRE preventing dose, should be used in BOTH 
arms of the trials

For patients starting BPA prior to randomisation, a minimum 
of 6wk should exist between the start date of BOA and start 
date of Ra 223

All skeletal events that occurred after 14 march 2018 should 
be promptly reported to pharmacovigilance



PEACE 3 trial

Gillessen et al, Abstract 5002, ASCO 2021



Bones fractures and cumulative incidence in 
peace 3 (%)

Gillessen et al, Abstract 5002, ASCO 2021



Urothelial cancer



The new compounds in UC 
everyone should now know 

ANTIBODY DRUG CONJUGATE



A (old) new way of delivering chemotherapy: 
Antibody drug conjugates

Mullard A. Maturing ADC pipeline hits 30. Nat rev Drug Discov 2013



ADC Targeted Ag Payload Linkage

Enfortumab Vedotin Nectin-4
Monomethyl auristatin E

MMAE
protease cleavable linker

Tisotumab Vedotin Thromboplastin MMAE protease cleavable linker

ASG 15 ME SLITRK6 MMAE protease cleavable linker

Sacituzuman 

Govitecan
Trop-2 SN38 Hydrolisable cleavable linker

RC 48

Disitamab Vedotin
Her-2 MMAE cathepsin cleavable linker

A new way of delivering chemotherapy: 
Antibody drug conjugates



EV 301 phase III trial post platinum & CPI

Docetaxel,     
paclitaxel or 
vinflunine





EV 201 phase II trial in second line post CPI



EV 201 phase II trial in second line post CPI



Phase 1/2 trial EV103: EV & Pembrolizumab in first line 
cisplatin ineligible mUC

Hoimes et al, ESMO 2019

13% CR
71 % ORR

n=45 Most common 
grade 3 AEs (>5%): 
°Diarrhea
°Fatigue
°Rash

Most common 
adverse reaction:
°Peripheral 
neuropathy
°dysgueusia
° nausea
°diarrhea
°rash

° alopecia



EV 302 phase 3 trial is recruitingCOMBO



Adjuvant therapy in UC?
Checkmate 274 trial



Nivolumab as adjuvant therapy
CHECKMATE 274 trial 

New



Disease free survival

FDA 
approved in 
August 2021



Non Urothelial tract recurrence free survival

Bajorin et al, NEJM 2021



Safety profile of adjuvant nivolumab

Bajorin et al, NEJM 2021



Conclusion on Adjuvant Nivolumab

Adjuvant 
studies

Atezolizumab/ Imvigor 010   n=800.               DFS negative

Pembrolizumab/ Ambassador  n=739              DFS ?

Nivolumab /  Checkmate 234    n=800            DFS  positive

Need OS data
PD L1 + data
Very convincing

Superior benefit 
in Bladder vs 
UTUC ? 

Benefit of IO 
adjuvant mainly 
following NAC?

IO boosted by prior 
chemo?

Checkmate 274

Javelin Bladder 100

FDA approved



Neoadjuvant: A new SOC?
VESPER phase 3 trial (GETUG)



VESPER design

Pfister et al, ESMO 2021

Neoadj:88%

Adj: 12%



VESPER results

Pfister et al, ESMO 2021

Primary endpoint: PFS
Secondary endpoint: OS

66
%

56
%



VESPER: pathological response

Dose 
intensity 
matter?

In perspective

Pfister et al, ESMO 2021



VESPER: toxicity

Pfister et al, Eur uro 2020



Renal cell carcinoma



Adjuvant therapy in RCC?
Keynote 564 trial

Choueiri et al, ASCO 2021





Keynote 564: results

Choueiri et al, NEJM 2021



Keynote 564: safety

Choueiri et al, NEJM 2021



Other ICI adjuvant trials in progress

Immotion 010 n=764 Atezolizumab vs Placebo

Checkmate 914 n=800 Nivo + Ipi vs Placebo

Rampart Durvalumab + Tremelimumab vs Placebon=1750

Prosper n=766 Nivo/nephrectomy/Nivo vs Nephrectomy



A new drug is coming?
HIF 2 A inhibition in RCC data in 2021



The new most promising drug: Belzutifan

ASCO GU 2021. Choueiri
Kotecha et al, Nature Review Clinical Oncology (2019)  



• n=55

•Median prior line: 3 (2/3:VEGF&PD1 
inhibition)

•Median F up: 27,7 months

• ORR: 25%

• DCR: 80%

•mPFS:14,5 m

• Safety profile:                               ANEMIA 
(any:76%; gr3:27%) HYPOXIA (any:31%; 
gr3:16%)

ASCO GU 2021. Choueiri

HIF 2a inhibition: phase 1/2



HIF2a inhibition  in Combination: phase 1

Median follow up: 11,3m

Mc dermott et al, ESMO 2021; Rini et al, ASCO GU 2019, 
Abs588

V
E
G
F

P
D
1



VEGF/IO combination datas in first 
line in 2021
A new combination and long term follow up datas



Axitinib/pembrolizumab FU 46m

Longest F up data for TKI/IO 

Pembro was given 2 years

Benefit in PFS/ORR/CR 
maintained over time & after 
pembro discontinuation

No new safety signals 

HR: 0,53 at 12m F Up

Rini et al, ASCO GU 2021



Clear trial: study design

Motzer, ASCO GU 2021



CLEAR TRIAL primary endpoint of PFS

Motzer, ASCO GU 2021



CLEAR trial : subgroups

Motzer, ASCO GU 2021



Clear trial: objective response rate



CLEAR TRIAL : OS (secondary endpoint)

Motzer, ASCO GU 2021



Motzer, ASCO GU 2021

CLEAR TRIAL : safety



How should I treat? 

Poor / intermediate prognosis

46



How should I treat in first line

Intermediate or bad prognosis group

PD-1 + CTLA 4

PROS

PD-1 + VEGF

CONS

Axi/pembr
o

Cabo/Niv
o Lenva/P

embro

Improved 
OS

Mature 
Follow up
Available

Durable 
responses

Potential 
to stop 
therapy

QOL during 
maintenance

Lower PFS /response rate HIgher irAE rate

Improved OS
High ORR

Low PD rate
Longer PFS

Lower irAE 
rate

Unclear AE 
attribution

Less mature Follow 
up

Chronic TKI toxicity



Thanks for your attention


