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RATIONALE: ANALOGY WITH OTHER TUMORS
§ Breast
§ CRC
§ Testis
§ Renal

3‒ Polcari AJ et al. Int J Urol. 2009 Mar;16(3):227-33.

RATIONALE: ANALOGY WITH N1 PC
§ Munich 

Cancer 
registry
Ø RP independent 

prognostic factor

§ RT SR
Ø Consistent benefit 

RT

4
‒ Engel J et al. Eur Urol. 2010 May;57(5):754-61
‒ Ventimiglia E et al. Eur Urol Oncol. 2019 May;2(3):294-301

RATIONALE
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§ Primary tumor = mother of 
all evil

Ø Premetastatic niche
• TDSF
• Exosomes

ØMaintenance of met’s
• Cytokines, chemokines

‒ Akhtar et al. Adv Anat Pathol 2019
‒ Gueron et al. Prostate Cancer Prostatic Dis 2012

LOCAL TREATMENT M1 PC: RETROSPECTIVE
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§ SEER database 2004-2010

§ Selection bias present
• Age: No LT > BT > RP
• PSA: No LT > BT > RP

No LT BT RP
5y OS (%) 22.5 52.6 67.4
5y CSM (%) 51.3 38.7 24.2

Culp et al. Eur Urol 2014
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RP FOR Σ0 M1 PC: PROSPECTIVE
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Ø LoMP1: safety
analysis

Ø RP if
§ resectable and fit
§ desired by patient

Ø Selection bias 
confirmed

Ø Less local events
Ø Morbidity RP ≈ 

high-risk RP

Poelaert et al. Urology 2017

RP FOR OLIGO M1 PC: PROSPECTIVE
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§ ≤ 3 bone met’s
§ PSA <1ng/ml after 6mo ADT
§ Matched-control
§ Less local symptoms (surgery-free survival)
§ (marginal) better survival data

Heidenreich et al. J Urol 2014

RADIOTHERAPY FOR M1 PC: RCT
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HORRAD trial
‒ PSA >20 ng/ml (median 142)
‒ bone met’s
‒ RT: 70 Gy to prostate bed

Results:
‒ Better PSA PFS (15 vs 12 mo)
‒ No ∆ OS (47 vs 45 mo)
‒ But separation after 5y
‒ < 5 bone met’s: HR 0.68 (0.42-1.10)

Boevé et al. Eur Urol 2019

RADIOTHERAPY FOR M1 PC: RCT
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STAMPEDE
§ Overall population

(n=2061)
Ø No difference

§ High-volume (n=1120)
Ø No difference

§ Low-volume (n=819)
Ø Survival benefit (≈Horrad <5 bone

met’s)

§ No difference in local
events

Parker et al. Lancet 2018

WHY LIMITED/NO RESPONSE IN HVD?
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10 patient with WGS of primary tumor and metastasis
Ø Metastatic to metastatic spread in 8/10 cases
Ø The later, the more likely

Gundem et al. Nature 2015

KNOWELDGE GAPS
̶ RCT in low volume M1 PC

ØRP vs SOC
ØRT vs RP (cf SEER; local events?)

̶ RCT in high volume M1 PC: 
ØRP vs SOC

̶ Can we cure M1 PC: LT + MDT?
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‒ TROMBONE

‒ LoMP 2
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LOMP-2
Incl: eligible for LT (<T4 on MRI)

Primary endpoint: 
̶ Feasibility of randomization

Secondary endpoints: 
̶ CRPC free survival 
̶ CSS
̶ OS 
̶ Acute and late toxicity due to the local 

treatment: 
̶ QoL
̶ Skeletal related event (SRE)
̶ Local event (LE)
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CAN WE CURE M1 PCA?
̶ 31-3-17: cT3b N1 M1a 

§ WHO 5
§ iPSA 140

̶ 2-5-2017: RALP + PLND 
pT3b R1 N1

§ WHO 5 
§ Postop PSA 24.2

̶ WPRT + RPRT + ADT (till
04/2019)

̶ 11/2019: 
§ PSA < 0.01
§ No incontinence
§ Complete ED
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CONCLUSION
̶ Low volume disease: SOC includes RT

̶ Cytoreductive surgery: RCTs needed

̶ Combination LT + MDT: explore!
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