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mCSPC	with	OS	as	Primary	Endpoint	



					*the	95%	CI	for	the	OS	HRs	crossed	1	



Evidences supporting the role 
of local treatment in mCSPC  









	

	

•  “Low-volume”	(CHAARTED)	
		–	Exclusion:	Either	of	the	following:	(a)	≥4	bone	mets	on	bone	scan,	with	≥1		
					outside	the	vertebral	bodies	or	pelvis	or	(b)	visceral	mets	
	

•  “Low-risk”	(LATITUDE)	
		–	Exclusion:	Any	two	of	the	following:	(a)	≥3	bone	mets	on	bone	scan,		
					(b)	Gleason	score	≥8,	or	(c)	Visceral	mets	

 

OligometastaDc	state	and	“Disease	Burden”	

Kyriakopolous et al. JCO 2018 
Hoyle et al. Eur Urol 2019 



…NO !	

Is	Low	Volume/Low	Risk	=	OligometastaDc?	





Median	PSA	=	142	ng/ml;	67%	of	pa9ents	had	>	5	bone	metastases		

Boevè et al. Eur Urol. 2018 

2018 



New	MetastaDc	Burden	ClassificaDon		
(with	ConvenDonal	Imaging)	

	

	
	

•  High-burden		
			–	All	the	others	
 

•  Low-burden		
				–	NRLN	or	≤	3	or	fewer	bone	metastases	±	NRLN	regardless	of	axial	or	extra	axial		
							loca9on	and	without	any	visceral	metastasis	

Ali et al. JAMA Oncology 2021 



20%	prostate	cancer	pa9ents	





Median	follow	up:	51	months	
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•  The	benefit	of	the	combinaDon	of	DOC	or	ARTA	is	
uncertain	in	the	subset	of	men	developing	metastaDc	
disease	aWer	iniDal	local	treatment*	

					*the	95%	CI	for	the	OS	HRs	crossed	1(GETUG-AFU15,	CHAARTED	and	ENZAMET)	



•  75%	of	paDents	with	recurrence	aWer	primary	therapy	
have	≤3	involved	sites*	

*Singh D, et al. Int J Radiat Oncol Biol Phys. 2004;58:3-10. 
 Schweizer MT,et al. Ann Oncol. 2013;24:2881-2886. 
 Sridharan S, et al. Radiother Oncol. 2016;121:98-102.	
 De Bruycker A, et al. BJU Int. 2017;120:815-821. 



What are the data supporting 
ablative therapy in mCSPC?  
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Target = 
0.50 

Ost et al. JCO 2018 

Ost et al. JCO 2018 



Ost et al. JCO 2018 

Ost et al. JCO 2018 





PSMA-targeted	PET-CT	aWer	randomizaDon	 45%	had	lesions	not	included	in	RT	fields	

Phillips et al. JAMA 2020 



Prostate	to	
Metastases	

Metastasis	
to	

Metastases	





2017 





Courtesy Dr. K. Pienta 

PSA	value	 PSMA	results	

0.2-0.49	ng/mL	 30%	Posi9ve/70%	Nega9ve	
0.5-0.99	ng/mL	 60%	Posi9ve/40%	Nega9ve	
1.0-3.9	ng/mL	 80%	Posi9ve/20%	Nega9ve	
>	4	ng/mL	 90%	Posi9ve/10%	Nega9ve	
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2019 



Which	paDents	could	benefit	adding	RT	to	ADT	?	

Smith MR et al. J Clin Oncol 2013;31:3800-06	



How	long	SBRT	is	repeatable		
with	the	aim	of	delaying	systemic	therapy	?		

Ryan CJ et al, Lancet Oncol 2015 
Beer TM et al, Eur Urol 2017 
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How	long	SBRT	is	repeatable		
with	the	aim	of	delaying	systemic	therapy	?		

CT	and	Bone	scan	nega9ve,	PET-CT	posiDve	

More	than	one	year	between	each	treatment	 Smith MR et al, NEJM 2018 
Hussain M et al, NEJM 2018 

Fizazi K et al. NEJM 2019 
 



Statement 3.1 
In an asymptomatic or minimally symptomatic oligometastatic mCRPC patient, with a PSA doubling time > 6 months, time 
to castration resistant phenotype > 12 months, oligometastasis detected by metabolic imaging, radiotherapy with radical 
intent to metastatic sites could be offered as alternative to androgen receptor target agent to differ systemic treatment 

Agreement: 91% 
 Median: 8 

2019 

	D’Angelillo et al. CROH 2019 



New	OpportuniDes	in	mCRPC	
	

•  TheragnosDcs:	¹⁷⁷Lu-PSMA-617	

•  Precision	Medicine:	PARPi	
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RECOMMENDATION FROM THE PROSTATE CANCER CLINICAL 
WORKING GROUP 3 (2016): 

 
In cases in which multiple sites of disease continue to respond but one                     
to two sites grow, focal therapy such as radiation or surgery could be 
administered to the resistant site(s) and systemic therapy continued.  

   
       

	
	
	
	



	Berghen et al. Eur Urol. 2019 
median	NEST-free	survival	of	16	mo		



2020 

Deek et al. Eur Urol Oncol 2020 



2021	

2019	



Primary	endpoint:	postponement	of	the	start	of	next-line	systemic	treatment	(NEST)	



Open	Issues	in	OligometastaDc	Disease	
	

ü  Does	MTD	impact	clinical	outcomes	in	both	synchronous	and	
metachronous	or	progressive	disease	?	

	
ü What	are	valid(ated)	endpoints?	
			–	Survival	

			–	Time	to	polymetasta9c	progression	
			–	Time	to	systemic	therapy 



Variable	DefiniDons	of	OligometastaDc	
Disease	in	RepresentaDve	Trials	



•	Molecular	imaging	
•	ctDNA	
•	CTCs	
•	DTCs	
•	Exosomes	
•	Seed	vs.	soil:	Biology	of		
			tumor	+	metasta9c	niche	?	
	

OligometastaDc	Prostate	Cancer:	Future	PerspecDves	

Integra9on	of	clinical	and	molecular	features	

Goals	
of	care
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