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Oligometastatic 
Prostate Cancer

Life expectancy <5 years
Not all sites treatable

Life expectancy >5y 
All sites treatable

Observation +/- 
Intermittent ADT

Primary controlled
ADT contraindication
Long indolent course

Patient preference

No Systemic Therapy+SBRT

Primary Intact

Primary 
controlled

2 yr ADT + 2nd Gen ARPI > intermittent (Q9 mo)
Fractionated RT primary / SIB LNs + SBRT other mets

LN+

LN-

LN+

LN-
Intermittent ADT + 2nd ARPI (Q9 mo)

SBRT other mets

2 yr ADT + 2nd Gen ARPI > intermittent (Q9 mo)
Fractionated RT primary / SIB LNs + SBRT other mets

Intermittent ADT + 2nd ARPI (Q9 mo)
Fractionated RT LNs + SBRT other mets
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Should we treat? WOLVERINE-XMET Collaboration

LHSC COMET: 16

MDACC 
EXTEND Intermittent: 87
EXTEND Continuous: 96 

GENT STOMP: 62

FLORENCE ARTO: 157

JHU ORIOLE: 54
MILAN RADIOSA: 102



Randomization Schema

5 Trials:
n=472 oligometastatic 

prostate cancer patients

MDT+SOC: 
n=248

SOC: n=224
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Median FU: 41 months

1 Trial:
n=102 oligometastatic 

prostate cancer 
patients

MDT+ADT: n=51

MDT: n=51
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Median FU: 31 months



Progression Free Survival

Cox Regression (Stratified by Trial): 
MDT (vs SOC) HR: 0.45 (95% CI: 0.35-0.58), P <0.001

Median: 14.9 mo
Median: 32 mo

Trial Level Analysis:
Random effects model P<0.001



Radiographic Progression Free Survival

Cox Regression (Stratified by Trial): 
MDT (vs SOC) HR: 0.59 (95% CI: 0.46-0.76), P <0.001

Trial Level Analysis:
Random effects model P=0.004

Median: 21 mo
Median: 35 mo



Freedom from Castration Resistance

Cox Regression (Stratified by Trial): 
MDT (vs SOC) HR: 0.58 (95% CI: 0.37-0.91), P =0.02

Trial Level Analysis:
Random effects model P=0.019

Median: 72 mo
Median: 63 mo

Castration Sensitive Subset Only (n= 257)



Overall Survival

Cox Regression (Stratified by Trial): 
MDT (vs SOC) HR: 0.64 (95% CI: 0.40-1.01), P =0.057

Trial Level Analysis:
Random effects model P=0.051

48 mo: 75%
48 mo: 87%
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2012-2015: 62 recurrent with ≤3 
extracranial metastasis

Metastasis directed therapy

Surveillance

Median FU 3 yrs

Ost JCO 2017

Initial staging:
1. Choline PET
2. MRI of the prostate/fossa



ORIOLE
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with up 1-3 metastatic lesions, 
hormone naïve for metastatic 

disease

Metastasis directed therapy

Surveillance

Median FU 3 yrs

Phillips JAMA Onc 2020

Primary outcome: PCWG3 progression (PSA, RECIST, 
or symptomatic decline) at 6 months

Initial staging:
1. CT c/a/p
2. Bone Scan



STOMP Results

Ost JCO 2017



Oriole Results

Phillips JAMA Onc 2020



STOMP-ORIOLE Combined Analysis

Deek JCO 2023

Long-term analysis with median FU of 52.5 Months 



WOLVERINE: Subgroups

Benefit of MDT vs no MDT
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Prostate Cancer RT: STAMPEDE Arm H
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2013-2016: 2061 de novo 
metastatic prostate cancer

Prostate RT 55 Gy/20 or 36 Gy/6 
weekly + lifelong ADT

Lifelong ADT

Median FU 6.5 yrs

Parker Lancet 2018

Pretreatment Bone scan and MRI or CT scan 
(unsure what is being scanned)



STAMPEDE Arm H: Primary Outcome



STAMPEDE Arm H: Low Metastatic Burden



STAMPEDE Arm H: Subgroup Analysis

Ali et al. Jama Onc 2021

• Significant improvement in OS 
with <= 3 bone metastases.

• Survival improved in patients with 
non-regional lymph node (NRLN) 
only disease but not in patients 
with visceral mets.



WOLVERINE: Subgroups

De novo disease is an area of greater uncertainty, trial enrollment is encouraged

Benefit of MDT vs no MDT



Oligometastatic 
Prostate Cancer

Life expectancy <5 years
Not all sites treatable

Life expectancy >5y 
All sites treatable

Observation +/- 
Intermittent ADT

Primary controlled
ADT contraindication
Long indolent course

Patient preference

No Systemic Therapy+SBRT

Primary Intact

Primary 
controlled

2 yr ADT + 2nd Gen ARPI > intermittent (Q9 mo)
Fractionated RT primary / SIB LNs + SBRT other mets

LN+

LN-

LN+

LN-
Intermittent ADT + 2nd ARPI (Q9 mo)

SBRT other mets

2 yr ADT + 2nd Gen ARPI > intermittent (Q9 mo)
Fractionated RT primary / SIB LNs + SBRT other mets

Intermittent ADT + 2nd ARPI (Q9 mo)
Fractionated RT LNs + SBRT other mets



RADIOSA
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2019-2023: 102 metachronous 
pts with 1-3 bone or LN 

metastases

SBRT to all sites + 6 months ADT

SBRT to all sites

Median FU 31 mo

Marvaso Lancet Oncol 2025



RADIOSA Results

• 6 month ADT improved primary 
endpoint of clinical progression 
free survival (~radiographic 
progression free survival)

• Endpoints such as overall survival 
and castration resistance free 
survival immature

Marvaso Lancet Oncol 2025



EXTEND Intermittent ADT Prostate Cancer Basket

Major Inclusion Criteria

● Histologic diagnosis of prostate cancer

● ≤5 metastases

● ≥2 months of prior HT (either GNRH agonist/antagonist +/- 2nd generation HT)

●  Untreated primaries were allowed, but must be treated regardless of randomization

Oligometastatic
Prostate Cancer

R

MDT

≥ 2 mo HT

6mo HT

6mo HT

Resume HT

Resume HT

Progression

ProgressionStratification
- Metastatic lesions (1-2 vs 3-5)
- Prior lines of systemic therapy (0-1 vs >1)
- 2nd Generation HT 
- Duration of prior HT (<3 vs ≥3 mo)

Combined Therapy

Hormone Therapy-Alone

Tang JAMA Onc 2023



Primary Endpoint: Progression Free Survival

Primary analysis occurred at 41 events

Median follow: 22.1 mo
Stratified Log Rank: P<0.001
HR = 0.25 (95% CI: 0.12-0.55)

Median PFS 
Hormone therapy-only: 15.8 mo
Combined therapy: not reached

Hormone therapy-only
Combined therapy

N at risk (Events)
Hormone therapy-only

Combined therapy

Tang JAMA Onc 2023



Secondary endpoint: eugonad progress free survival
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Stratified Log Rank: P=0.025

Hormone therapy-only
Combined therapy

Time-to-event analysis starting from eugonad 
testosterone (>150 ng/dL) to progression

N at risk (Events)
Hormone therapy-only

Combined therapy

Tang JAMA Onc 2023



WOLVERINE: Subgroups Analysis (CSPC Only)

Benefit of MDT 
vs no MDT

Prognosis in 
patients 
receiving MDT
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PEACE V-STORM
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2018-2021: 196 metachronous 
pts with 1-5 PET(choline/PSMA)  

LN metastases

ENRT + 6mo ADT

MDT + 6mo ADT

Median FU 50 mo

Ost Lancet Oncol 2025



PEACE V-STORM Results

• Primary endpoint 
metastasis free survival 
improved with ENRT

• Toxicity not worse with 
ENRT, toxicity 
associated with fossa 
radiation

Ost Lancet Oncol 2025



Future Phase 3 Trials

Courtesy of Pierre Blanchard



Conclusions

• Although phase 3 trials have not reported, aggregated phase 2 data 
suggests that MDT produces benefits among most endpoints, without 
substantial adverse events.

• In de novo patients: High level evidence support treating the primary in 
patients with oligometastatic/low volume prostate cancer patients. Limited 
data treating metastases, but suggestion of benefit exists.

• In metachronous patients: Several phase II trials suggest improvement in 
outcomes with treatment of metastatic sites. 

• Hormone therapy is generally given to patients with oligometastatic 
disease, favoring intermittent ADT. 

• Elective LN radiation improves locoregional control over MDT without 
substantially more adverse events.



Thank you!
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