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Prostate cancer: current and future/optimal management

ÅmHSPC

ïUp-front intensification is appropriate for almost all 

ïChoosing between chemo, ARTA, radiation to primary, or multiple

ÅWhat does PEACE-1 add? 

ÅOligometastatic prostate cancer

ïConsiderations for metastasis-directed therapy

ÅmCRPC

ïImplications of new mHSPC landscape on sequencing

ïNew targets: Pi3K/AKT, PARP, 177Lu-PSMA

ÅAdvanced immunotherapy



Early chemotherapy improved survival in metastatic 

hormone sensitive prostate cancer (HSPC)

STAMPEDE (James et al, Lancet 2016; 

387:1163-77)

CHAARTED (Sweeney CJ et al. NEJM 

2015; 373:737-46)



Early abiraterone improves survival in mHSPC

Fizazi K et al. NEJM 2017 
DOI:10.1056/NEJMoa1704174

LATITUDE 2 of 3 high risk 

features:

- Gleason 8-10

- 2+ bone metastases

- Visceral metastases

STAMPEDE:

Hi risk localized if 2/3: 

Gleason 8-10   T3/T4   PSA 

>40

Biochemically recurrent if 

PSA >4 and PSA DT <6 mo

James ND et al. NEJM 2017; 
DOI: 10.1056/NEJMoa1702900



AR antagonists in mHSPC: 

ENZAMET, ARCHES and TITAN

Å Up-front enzalutamide increased 3 

year OS from 72% to 79% in 

ENZAMET1, HR 0.67.  

ï Bicalutamide allowed in control arm

ï No apparent advantage for enza after 

docetaxel;   toxicity was noted

ÅTITAN2 found improved OS at 24 

months for apalutamide in 

mHSPC (82.4% vs 73.5%) 

compared to placebo

Tanya Dorff, MD
1. Davis ID et al. NEJM 2019; 381:121-31

2. Chi KN et al. NEJM 2019; 381:13-24



Next step: individualization of treatment selection?

Å No difference between abiraterone and docetaxel for 

mHSPC during overlapping accrual on STAMPEDE1

ï If markers predict less response, could those patients be 

selected, or targeted with different intensification?

Å SPOP mutation associated with enhanced response to 

abiraterone in CRPC2

Å Basal subtype progresses earlier with apalutamide in 

nmCRPC3

Å KMD5D expression was associated with resistance to 

docetaxel in CHAARTED4

1. Sydes MR et al. Ann Oncol 2018;29:1235

2. Boysen G et al. Clin Cancer Res 2018; 5585

3. Feng FY et al. JAMA Oncol 2021; 7:1005

4. Komura K et al. PNAS 2016; 113:6259



STAMPEDE: radiation to the prostate primary 

Improved survival

- Only in low volume subset

- Patients did not receive 

intensified systemic therapy 

Parker CC et al. Lancet 2018

http://dx.doi.org/10.1016



Abiraterone improves survival even after XRT to 

primary OR docetaxel up-front: PEACE-1

Stratified by: 

ECOG

Bone vs visceral mets

Type of castration 

Docetaxel (yes/no)

ENDPOINTS

rPFS

OS

Fizazi K et al. 2021 ASCO annual meeting, 

abstr 5000



Metastasis directed therapy in oligomet prostate CA

ORIOLE2 also showed benefit for MDT

1. Ost P et al. J Clin Oncol 2018; 36:446-53.

2. Phillips R et al. JAMA Oncol 2020; 6:650-9.

Delayed time to ADT compared to 

observation1 (STOMP)



Does metastasis-directed therapy impact overall survival?

SABR COMET 

(all cancers) 

Median OS improved for 

addition of SBRT to all 

metastatic sites on top of 

standard therapy

Palma DA et al. Lancet 2019; 

doi.org/10/1016/S0140-

6736(18)32487-5



How to incorporate for Oligomet?

Oligomet

ÅWhich imaging modality? 1

ÅHow many lesions?

ÅWhat form of radiation?

Up front or at Oligoprogression?

ÅExtend the utility of 1st line agent2

ïMed time to next treatment initiation 

13.5 months

1. Lecouvet FE et al  Lancet Oncol 2018; 19:e534-545

2. Deek MP et al. Eur Urol 2021; 4:447-455


