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ADT have been the gold standard treatment in 

ADVANCED NON METASTATIC RECURRENT PC

PROSTATE CANCER IN 2023
1. New developments in High Risk localised PC & BCR setting



1. INTENSIFYING TREATMENT IN High Risk 
localised PC & BCR SETTING

Pre-specified subgroup analysis for High-
risk M0 from 2 STAMPEDE trials

High-risk M0 defined on CONVENTIONAL IMAGING:

• Synchronous
• N0: at least 2/3 criteria of T3-T4, GG4-5, PSA≥40 ng/dl
• N1

• Metachronous
• PSA≥4 ng/dl with a doubling time <6 months or PSA≥20 ng/dl (ADT 

interval ≥12 months and total treatment ≤12 months)

Attard G. Et al. The lancet 2022

ABI+ADT VS ADT



Attard G. Et al. The lancet 2022

MFS
OS

Attard G. Et al. The lancet 2022

AA IS THE NEW SOC IN HRPC PATIENTS THAT MEET 
STAMPEDE INCLUSION  CRITERIA

RELAPSED PATIENTS UNDER-REPRESENTED

1. INTENSIFYING TREATMENT IN High Risk       
      localised PC & BCR SETTING

ABI+ADT vs ADT
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1. INTENSIFYING TREATMENT IN High Risk 
localised PC & BCR SETTING



Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

Similar trials with Enza, Daro,…

ATLAS: a Phase 3 Trial evaluating the efficacy of Apalutamide in pts with Localised or 
Locally Advanced CaP receiving primary RT



Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

PEACE-2: European Phase III Trial of Cabazitaxel and 
Pelvic Radiation in high-risk localised prostate cancer

Anna Patrikidou

ADT

+ Cabazitaxel

+ RXT (prostate)
Primary end points:

• cPFS (HR: 070)

ADT
+ Pelvic radiotherapy
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•Patients with 

high-risk 

localized prostate 

cancer with at 

least two risk 

factors among:

•T3-T4

•Gleason 8-10

•PSA>20 ng/mL

•1050 patients
2x2 design

Study sponsor: Unicancer

Androgen deprivation 
therapy (ADT) x 3 years

+ RXT (prostate)

ADT

+ Cabazitaxel

+ Pelvic radiotherapy

PI K Fizazi – P Blanchard



PRIMORDIUM 
TRIAL

1. INTENSIFYING TREATMENT IN High Risk 
localised PC & BCR SETTING

PET-PSMA
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2. ADT is mandatory in metastatic PC and must 
be continued throughout the disease

BUT… ADT alone is SUBOPTIMAL and should be COMBINED with other 
agents

James ND. Eur Urol 2015

STAMPEDE trial: 
control group

(ADT +/- Bicalutamide +/-RT)
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3. ADT alone in metastatic PC is INFERIOR TO 
ADT+DOCETAXEL 

Phase III trials: ADT + Docetaxel vs ADT alone

What are we learning from long term follow-up of 
CHAARTED: Overall Population

Median Follow-up: 
53.7 months

Median Follow-up 
28.9 months

13 months / HR 0.61 10 months / HR 0.73

Sweeney et al NEJM 2015, Kyriakopolous et al JCO Jan 2018; 

What are we learning from long term follow-up of 
CHAARTED: Overall Population

HR: 0.73 (95%CI 0.59-0.89)
P=0.0018

CHAARTED trial Overall Survival: All Patients

5-yr survival:
A 37%
C 49%

HR 0.81
95% CI 0.69 – 0.95
P = 0.009
Non-PH 0.016

494/724 (68%) Arm A events | 225/362 (62%) Arm C events

RMST difference at 
120 months:
6.0 months 
95% CI   (0.7-11.4)
P = 0.028

. Sweeney et al. NEJM. 2015, . James et al. Lancet. 2016 (updated  ESMO 2019)

STAMPEDE trial

HR: 0.81 (95%CI 0.69-0.95)
P=0.016



PROSTATE CANCER IN 2023

1. New developments in High Risk localised PC & BCR setting

2. In mHSPC ADT is mandatory in metastatic PC and must be continued throughout 

the disease

3. ADT alone in metastatic PC is INFERIOR TO ADT+DOCETAXEL 

4. ADT alone in metastatic PC is INFERIOR TO ADT+NOVEL HORMONAL AGENTS



4. ADT alone in metastatic PC is INFERIOR TO 
ADT+NOVEL HORMONAL AGENTS

LATITUDE: ADT+ABI

Fizazi et al. NEJM. 2017, James et al. NEJM. 2017, Davis et al. NEJM 2019, Armstrong A. et al. JCO 2022;40, Kim. et al. JCO 2021.

STAMPEDE: ADT+ABI

ENZAMET: ADT+ENZA ARCHES: ADT+ENZA TITAN: ADT+APA
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Heterogeneity in population included in trials

5. HOW TO SELECT between ADT+ NOVEL 
HORMONAL AGENTS OR DOCE?



ADT+ novel 
hormonal agents 

have a better 
toxicity profile

DOCETAXEL

ABIRATERONE APALUTAMIDE ENZALUTAMIDE

5. HOW TO SELECT between ADT+ NOVEL 
HORMONAL AGENTS OR DOCE?



ADT+NHA are the prefered 

treatment option based on oral 

administration & a more favorable 

toxicity profile

5. HOW TO SELECT between ADT+ NOVEL 
HORMONAL AGENTS OR DOCE?
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6. Is more better? TRIPLET THERAPY in 
mHSPC



NO DATA OF TRIPLET THERAPY VS ADT+NOVEL 
HORMONAL AGENTS

 (both are recommended option in mHSPC)

ADT + DOCE is INFERIOR to TRIPLET THERAPY

6. Is more better? TRIPLET THERAPY in 
mHSPC
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7. How to SELECT between TRIPLET vs 
DOUBLET THERAPY in mHSPC

Burden of metastatic disease & timing of presentation have a 
prognostic value

VOLUME/RISK PRIOR THERAPY



DE NOVO HV DE NOVO LV

RELAPSED HV RELAPSED LV

Characteristics HR

DE NOVO 
HV

HR: 0.63; 95% 

CI, 0.49 to 0.81; P 
, .001 

DE NOVO 
LV

HR 0.72; 95% 

CI, 0.36 to 1.46; P 
= .37; 

RELAPSED 
HV

HR: 0.86; 95% 

CI, 0.52 to 1.42; P 

= .55; 

RELAPSED 
LV

HR 1.25; 95% CI, 

0.60 to 2.60; P = 
.55 

Only De Novo HV Benefit fron Docetaxel+ADT Kyriakopoulos et al. JCO 2018

DOCETAXEL (Chaarted)

7. How to SELECT between TRIPLET vs 
DOUBLET THERAPY in mHSPC



PEACE-1
LOW-VOLUME disease HIGH-VOLUME disease

ARASENS

7. How to SELECT between TRIPLET vs 
DOUBLET THERAPY in mHSPC



STAMPEDE (ABIRATERONE)

NOVEL HORMONAL THERAPIES BENEFIT 
INDEPENDENT OF DISEASE VOLUME

NOVEL HORMONAL THERAPIES 
BENEFIT INDEPENDENT OF TYPE

ENZAMET trial

7. How to SELECT between TRIPLET vs 
DOUBLET THERAPY in mHSPC
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8. Role of local treatment- RT to the primary 
tumor in mHSPC

Significant survival benefit in
low-volume patients



8. Role of local treatment- RT to the primary 
tumor in mHSPC
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ABI + RT to the primary tumor in LOW-VOLUME  mHSPC INCREASES 
rPFS & time to GU symptoms but there is not benefit in OS

9. Combination Novel hormonal agents & RT 
to the primary tumor in mHSPC

SOC+RT+ABI
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TREATMENT 
mCRPC

• Symptoms
• Performance status
• Comorbidities
• Cocurrent medications

PREVIOUS 
treatments

DRUG 
factors

• Mechanisms of action
• Administration mode
• Toxicity
• Impact on QOL
• Cost

• Volume of disease
• Sites of metastases
• PSMA status
• Genomic features

10. Dilemmas in TREATMENT SELECTION IN mCRPC

CLINICAL 
factors

DISEASE 
factors



10. TREATMENT SELECTION IN mCPRC: 1st LINE

mHSPC

mCRPC

ADT/ 
ADT+ DOCE

Non HRRm: 

ABI
ENZA

HRRm+ (BRCA): 

ABI+Olaparib
ABI+ Niraparib

ENZA+ Talazoparib

Treatment in mHSPC conditioned mCRPC sequence



PROPEL trial MAGNITUDE trial

ABIRATERONE + OLAPARIB ABIRATERONE + NIRAPARIB

TALAPRO-2 trial

ENZA + TALAZOPARIB

COMBO iPARP+HORMONES IN 1st LINE mCPRC

10. TREATMENT SELECTION IN mCPRC: 1st LINE



PROPEL trial MAGNITUDE trial
ABIRATERONE + OLAPARIB ABI + NIRAPARIB

TALAPRO-2 trial

ENZA + TALAZOPARIB

10. TREATMENT SELECTION IN mCPRC: 1st LINE



10. TREATMENT SELECTION IN mCPRC: 1st LINE

mHSPC

mCRPC

ADT/ 
ADT+ DOCE

Non HRRm: 

ABI
ENZA

HRRm+ (BRCA): 

ABI+Olaparib
ABI+ Niraparib

ENZA+ Talazoparib

ADT +  ARTA

DOCE

In PSMA+: 

177-LUTETIUM

Treatment in mHSPC conditioned mCRPC sequence



PSMAFORE: 177LuPSMA in 1L mCRPC treated with ARPI



10. TREATMENT SELECTION IN mCPRC: 1st LINE

mHSPC

mCRPC

ADT/ 
ADT+ DOCE

Non HRRm: 

ABI
ENZA

HRRm+ (BRCA): 

ABI+Olaparib
ABI+ Niraparib

ENZA+ Talazoparib

ADT +  ARTA

DOCE

In PSMA+: 

177-LUTETIUM

In BRCA mut: 

iPARP: 
Olaparib, 
Rucaparib
(1st option)

Treatment in mHSPC conditioned mCRPC sequence



New data at ASCO GU 2023: TRITON-3

Presented by Alan H. Bryce at ASCO GU 2023

Radiographic PFS-BRCA subgroup: Rucaparib vs DOCE

RUCAPARIB improved rPFS vs DOCE in BRCA mut



10. TREATMENT SELECTION IN mCPRC: 1st LINE

mHSPC

mCRPC

ADT/ 
ADT+ DOCE

Non HRRm: 

ABI
ENZA

HRRm+ (BRCA): 

ABI+Olaparib
ABI+ Niraparib

ENZA+ Talazoparib

ADT +  ARTA

DOCE

In PSMA+: 

177-LUTETIUM

In BRCA mut: 

iPARP: 
Olaparib, 
Rucaparib
(1st option)

ADT+ARTA+ 
DOCE

CABAZITAXEL

In PSMA+: 

177-LUTETIUM

In BRCA mut: 

iPARP: Olaparib, 

Rucaparib

RADIUM-223

Treatment in mHSPC conditioned mCRPC sequence



CRPC FUTURE: IMMUNOTHERAPEUTIC 

APPROACHES

ENHANCING 
ENDOGENOUS 

IMMUNITY

Blocking
 inhibitors 

VACCINES

Stimulating 
effectors

ICI

REDIRECTING 
immune

 EFFECTORS

Engineering 
cellular 

specificities

T-CELL 
ENGAGERS

Colocalizing 
effectors to 

tumors

CAR T 
CELLS



THANK YOU 
anaplatabello@hotmail.com

@AnaPlatabello1

@GuardConsortium
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