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De novo oligomets: a unique treatment opportunity
• Untreated primary

• Untreated metastatic disease 

• Limited distribution

• Prolonging OS or achieving cure is probably most feasible 
when attempted early – before lethal treatment-related 
biology emerges



AR-directed therapy improves OS in M1 Disease
• Data is the best level evidence that we have in medicine: mutually 

supportive well conducted phase III randomized prospective trials
Trial Population Regimen Primary 

Endpoint
HR

Stampede
James NEJM 2017

M0 and M1 ADT vs. ADT/AAP OS 0.63 

(0.52-0.76)

Latitude
Fizazi NEJM 2017

M1, High Risk ADT vs. ADT/AAP OS 0.62

(0.51-0.76)

Enzamet
Davis, NEJM 2019

M1, All comers ADT vs. ADT/Enza OS 0.67

(0.52-0.86)

Titan
Chi NEJM 2019

M1, All comers ADT vs. ADT/Apa OS 0.67

(0.51-0.89)



Mixed data re: docetaxel: oligomets are a subset 
of “low-volume/low risk”

Study Population HR

STAMPEDE M0 and M1 HR=0.78 (0.66-0.93); P=.006

CHAARTED Total pop HR=0.73 (0.59-0.89); P<.0018

High volume HR=0.63 (0.50-0.79); P<.0001

Low volume HR=1.04 (0.70-1.55); P=.86

Getug 15 Total pop HR=0.88 (0.68-1.14); P=.3

High volume HR=0.78 (0.56-1.09); P=.14

Low volume HR=1.02 (0.67-1.55); P=.9

Sweeney C, Annals of Oncology 27, 2016

Sweeney CJ, N Engl J Med 373:737-746, 2015

James ND The Lancet 387:1163-1177, 2016

Fizazi K N Engl J, 2017



Lung              Brain             Bone

Rafii, Nat Cell Biol, 2010; Kaplan, Nature, 2006; Comen, Norton, Massague, Nat Rev Oncol 2011; Kim, Cell, 2009
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The primary may be an active participant in tumor self seeding and 
generating metastatic disease





WGS reveals the cross pollination of 
metastatic disease (mCRPC)

Gundem, Nature 2015

Mets were often more similar to each other than the primary
Similar mets were often in geographic proximity (interclonal cooperativity)



RT to the primary: STAMPEDE

• Built on Horrad data (small study 
that only was suggestive) 

• SOC +/- RT to primary

• Powered to assess low volume 
disease independent of the larger 
treatment group

• Weekly vs. daily RT schedules

• ADT was SOC (18% received 
doce)Low volume: n=819 (1694)

Parker, Lancet, 2018



Confirmatory studies are pending
Study N Population Treatment Endpoint

PEACE-1
NCT01957436

1156 De Novo M1, 
all comers

Comparator: SOC (ADT +/- doce)
SOC + AAP
SOC + RT
SOC + AAP/RT

OS

SWOG 1802
NCT03678025

1273 De novo, all 
comers

SOC +/- RP or EBRT OS

TRoMbone
ISRCTN15704862

50 1-3 osseous 
lesions 
(standard), no 
visceral

SOC +/- RP Feasibility

G-RAMPP
NCT02454543

452 1-4 osseous 
mets, no PET, 
no visceral

SOC +/- RP Cancer 
specific 
survival



Metastasis directed therapy vs. none

O’Shaughnessy, J Urol 2016; Tsumura, et al, Prostate, 2018; 

Is CRPC-free survival relevant at all?



Protocol N Population Treatment Endpoint

VA (USA)
NCT03298087

28
(ph 2)

1-5 mets on 
imaging (PSMA 
permitted)

RP, ADT x 6 mo’s, SBRT, 
sRT if >pT3a

PSA<0.05 at 6 mo’s post T 
recovery

ARTO (Italy)
NCT03449719

174
(Rand 
ph 2)

<3 metastatic 
sites

SOC local therapy, AAP 
+/- SBRT

PSA failure rate at 6 mo’s
(>50% from baseline)

PLATON 
Canadian 
NCT03784755

410
Ph 3

< 5 mets SOC local/systemic 
therapy +/- SBRT to all 
disease sites

FFS

Metacure cohort 
B1
NCT03436654

76
Ph 2

<3 RT 
isocenters

ADT/apa +/- abi, RP, 
SBRT, sRT

Path CR

STAMPEDE Pending N+M1 <5 mets
(no PET)

SOC dealer’s choice, 
surg or RT to prostate +/-
pelvis, +/- SABR to mets

OS

Trials testing RT to metastatic sites and 
treating the primary with systemic therapy
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Trial schema for the 
oligometastatic comparison

STAMPEDE Arm M

Slide courtesy of Nick James 



Conclusions:
• These are a subset of M1 patients with the primary in place

• No justification for denying these patients systemic therapy – level 1 data, confirmed 
many times over

– Duration of therapy remains an open question

• Rationale and data support RT to primary
– Confirmatory studies needed and are underway

• RT to mets
– Anecdotal. Not SOC
– No definitive prospective data
– Need real endpoints that we can interpret

• Feel, function, survive or a validated interim endpoint


