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Study	 Agents	 N	 Indica9on	 HR	(95%	CI)	 ∆OS	(mo)	

TAX-3273	 DOC/P	vs	mito/
P	 1,006	 mCRPC,	symptoma<c	or	not	 0.76	(0.62-0.94)	 +2.9		

TROPIC5	 CABA/P	vs	
mito/P	 755	 mCRPC	(post-DOC)	 0.70	(0.59-0.83)	 +2.4	

COU-
AA-3026	 ABI/P	vs	P	 1,088	

mCRPC	(pre-DOC),		
mild/no	symptoms	-	No	visceral	
mets	

0.81	(0.70-0.93)	 +4.4	

COU-
AA-3017	 ABI/P	vs	P	 1,195	 mCRPC	(post-DOC)		 0.74	(0.64-0.86)	 +4.6	

PREVAIL8	 ENZA	vs	pbo	 1,717	
mCRPC	(pre-DOC)	
mild/no	symptoms	,	11%	
visceral	mets	

0.71	(0.60-0.84)	 +4.0	

AFFIRM9	 ENZA	vs	pbo	(or	
P)	 1,199	 mCRPC	(post-DOC)		 0.63	(0.53-0.75)	 +4.8	

ALSYMPCA10	 Radium-223	vs	
pbo	 921	 mCRPC	(post-DOC	or	unfit	for	

DOC)	 0.70	(0.55-0.88)	 +2.8	

Phase	III	Trials	Showing	an	OS	Advantage	
in	Metasta<c	Prostate	Cancer	
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Esistono	diversi	pazien<	con	una	diversa	storia	
naturale….quindi!	
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La	prima	linea	in	Italia	nel	2016	
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… nel 2017 mCRPC… ormonoterapia 
o chemioterapia… questo è il 

problema! 



Elemen<	da	considerare	nel	decision	making,	
presen<	e	….	

•  Durata	della	risposta	alla	ormonoterapia	di	prima	linea	
•  Comorbidità	
•  PSA	DT	
•  GS	–	PSA	pre-trahamento	
•  PS	ECOG	
•  Burden	tumorale	
•  ALP-HB	
•  Presenza	di	dolore	
•  Metastasi	viscerali	
	
				



•  Coesistenza	di	cloni	AR-	/	AR+	
•  Amplificazione	del	AR	WT	
•  Istologia	neuroendocrina	ab	inizio	
•  Resistenze	primarie	e	secondarie	agli	ARTA		

– CYP17A1,	AKR1C3,	GR	and	PR	
– ARV7	e	tuhe	le	varian<	di	splicing	
– HSD3B1	
– Mutazioni	e/o	perdita	di	RB1,	TP53	and	PTEN	
–  	alterazione	germinale	BRC	1-2	MMR	

				

Elemen<	da	considerare	nel	decision	making,	
….futuri…		



Prospective Validation of AR-V7 

Presented By Emmanuel Antonarakis at 2016 ASCO Annual Meeting 



Un	potenziale	meccanismo	di	resistenza	alla	ADT	potrebbe	

essere	correlato	ad	un	polimorfismo:		

(1245A	→	C)	nel	gene	HSD3B1.	Questo	gene	codifica	per	

l‘isoenzima	3β-idrossisteroide	deidrogenasi-1	(3βHSD1),	che	è	

il	catalizzatore	chiave	responsabile	della	conversione	degli	

androgeni	surrenalici	precursori	in	diidrotestosterone	

L’incidenza	di	tale	mutazione	è	variabile	da	26	al	36%	dei	

pazien<	
JWD	Hearn,	G	AbuAli,	CA	Reichard,	et	al.	HSD3B1	and	resistance	to	androgen-depriva<on	therapy	in	prostate	cancer:	a	retrospec<ve,	mul<cohort	study	
Lancet	Oncol	(2016)	published	online	Aug	26	



Resistenza	primaria	agli	ARTA	post	docetaxel		



JWD	Hearn,	G	AbuAli,	CA	Reichard,	et	al.	HSD3B1	and	resistance	to	androgen-depriva<on	therapy	in	prostate	cancer:	a	retrospec<ve,	mul<cohort	study	
Lancet	Oncol	(2016)	published	online	Aug	26	



1.	Tannock	et	al.	Lancet	Oncol	2013;	14:760-8;	2.	Mezynski	&	De	Bono	Annal	Oncol	2012.	23:	2943–2947;	3.	Schweizer	MT	et	al.	
Eur	Urol	2014;	66:646-52;	4.	Azad	et	al.	The	Prostate	2014;	74:1544-1550;	5.	De	Bono	et	al.	ASCO	GU	2015	(abstract	184);	6.	

Sartor	et	al,	abs	5006	ASCO	2016	
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DOC	
therapy	line	 1	 1	 2	 1	 2	 2	 2	

Visceral	
mets	 YES	 Yes	 YES	 YES	 YES	 YES	 NO	

â	PSA		
≥50%	 63.5%	 68,4%	 25.7%	 63.0%	 38.0%	 35.0%	 47%	

Median	
PSA-PFS	
(mths)	

8.1	 5.3	 4.6	 6.7		 4.1		 4.0	 7.6	

OS,	median	
(mths)	 21.2	 24.3	 12.5		 -	 -	 11.7	 NA	

[2-5]	trials	are	retrospec<ve	studies	

Azvità	di	docetaxel	post-abiraterone?	



Azvità	di	docetaxel	post-abiraterone?	
Validità	degli	studi	retrospezvi!!!	

	



Sequenze	ENZA-ABI	/	ABI	-ENZA?	

1.	De	Bono	et	al.	NEJM	2011;364:1995-2005;		
2.	Loriot	Y	et	al.	Ann	Oncol	2013;24:1807-12;		
3.	Noonan	KL	et	al.	Ann	Oncol	2013;24:1802-7	



Systema9c	Review	of	13	Published	Retrospec9ve	
Studies	in	mCRPC	(N=1,016)	

	
Maines	F	et	al.	Crit	Rev	Hematol	Oncol	2015;96:498-506				
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Poor	outcome	when	novel	AR-targeted	agents	are	prescribed	in	
sequence	

%,	[95%	CI]		

ART: novel AR-targeted agent (abiraterone acetate or enzalutamide) 



574 mCRPC pts 
treated with 

CABA 

Retrospec<ve	analysis	of	574	consecu<ve	pa<ents	with	mCRPC	
treated	with	CABA	(aaer	DOC)	in	44	centers	from	6	countries	
(France,	Greece,	Poland,	Spain,	Turkey,	UK)		

FLAC	Interna<onal	Database	(HEGP)	

ART:	novel	AR-targeted	agent	(enzalutamide	or	abiraterone);	HEGP:	Hôpital	Européen	Georges-Pompidou		
*Historical	reference	–	First	recruited	paLents	(ART	were	not	yet	available)	

Delanoy N et al. J Clin Oncol 2017;35 (suppl 6S):abstract 267 (poster presentation) 

DOC à CABA àART (N=124) 

DOC à ART à CABA (N=183) 

DOC à CABA (N=267)* 



FLAC	-	Pa<ent	Profile	at	DOC	
Ini<a<on		

		 DOCàCABAàART	
(N=124)	

DOCàARTàCABA	
(N=183)	

DOCà	CABA	
(N=267)	

		Gleason	8–10	at	diagnosis	 65.3	%	 51.0	%	 55.1	%	
		M1	at	diagnosis		 51.5	%	 33.6	%	 51.9	%	
Pa#ents	characteris#cs	at	DOC	ini#a#on	
		Median	age,	years	 66	 65	 67.5	
		Dura<on	of	response	to	first	ADT	
≤	12	mo	 	23.4	%	 23.0	%	 37.1	%	

		ECOG	PS	2+	 7.5	%	 3.2	%	 15.9	%	
		Pain	 43.7%	 33.5	%	 54.4	%	
		Visceral	mets	 	7.6	%	 	7.0%	 	14.7%	
		PSA	level,	ng/ml	 59.0	 42.0	 60.3	
		Alkaline	phosphatase	≥1.5	N	 36.8	 35.8	 33.1	
		Hemoglobin	<13	g/dl		 47.5	 50.0	 48.2	
Treatment	modali#es	
		Median	number	of	DOC	cycles	 7	 6	 7	
		Median	number	of	CABA	cycles	 7	 6	 6	
		Median	dura<on	of	ART,	mo	 5.9	 4.4	 NR	

Delanoy N et al. J Clin Oncol 2017;35 (suppl 6S):abstract 267 (poster presentation) 



FLAC	-	OS	from	First	DOC	Cycle	
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Delanoy N et al. J Clin Oncol 2017;35 (suppl 6S):abstract 267 (poster presentation) 



FLAC	-	Factors	Influencing	OS	
(Mul<variate	Analysis)	

Criterion	at	sequence	ini9a9on		 HR	[95%	CI]	 P	value	

Dura<on	of	
response		
to	first	ADT	

≤12	mo	
>12	mo	

Ref	
0.52	[0.40;	0.67]	

<0.001	

Clinical	progression	 No	
Yes	

Ref	
1.51	[1.16;	1.97]	

0.002	

Baseline	PSA	(log	
10)	 1.35	[1.14;	1.60]	 <0.001	

Sequence	aÄer	DOC	
	

CABA	only	
CABAàA

RT	
ARTàCA

BA	

Ref	
0.60	[0.42;	0.84]	
0.88	[0.68;	1.14]	

0.012	

Delanoy N et al. J Clin Oncol 2017;35 (suppl 6S):abstract 267 (poster presentation) 



FLAC	-	Conclusions	

•  This	large	retrospec<ve	cohort	suggests	that	
pa<ents	receiving	3	life-extending	therapies	
(DOC,	CABA	and	a	novel	AR-targeted	agent)	
have	a	longer	OS	benefit		than	DOCàCABA	
only	

Delanoy N et al. J Clin Oncol 2017; 35 (suppl 6S); abstract 267 (poster) 



560 mCRPC  
pts treated 
with DOC, CABA 
and ART 

•  Retrospec<ve	analysis	of	560	consecu<ve	pa<ents	treated		
with	DOC,	CABA	and	one	ART	in	31	centers	in	7	countries		
(France,	Austria,	Greece,	Italy,	Israel,	Spain,	UK)	

CATS	Interna<onal	Database	(HEGP)	

DOC à CABA àART (N=129) 

DOC à ART à CABA (N=390) 

ART à DOC à CABA (N=41) 

Angelergues	A	et	al.	Ann	Oncol	2016;27	(suppl	6):abstract	744P	(poster	presenta<on)	



CATS	-	Pa<ent	Profile	at	Sequence	
Ini<a<on				 DOCàCABAàA

RT	
(N=129)	

DOCàARTàCABA	
(N=390)	

ARTàDOCàCAB
A	

(N=41)	
		Gleason	8–10	at	diagnosis	 63.8	%	 49.1	%	 45.9	%	
		M1	at	diagnosis		 61.7	%	 44.7	%	 57.5	%	
Pa#ents	characteris#cs	at	DOC	ini#a#on	
		Median	age,	yrs	 67	 66	 66	
		Dura<on	of	response	to	first	ADT	
≤12	mo	 	27%	 19%	 27	%	

		ECOG	PS	2+	 4.3	%	 5.5	%	 3.6	%	
			Pain	 47.6%	 41.2	%	 40.5	%	
		Visceral	mets	 	14.1	%	 	7.2%	 	5.3%	
	High-volume	disease	(as	per	
CHAARTED)	 62.5%	 58.2%	 56.0%	

		PSA	level,	ng/ml	 46.4	 46.0	 32.4	
		Alkaline	phosphatase		 103	 101	 98	
		Hemoglobin,	median	 13.2	 12.9	 13.4	
Treatment	modali#es	
		Median	number	of	DOC	cycles	 6	 6	 6	
		Median	number	of	CABA	cycles	 7	 6	 5	
		Median	dura<on	of	ART,	mo	 4.6	 6.0	 7.0	
Angelergues	A	et	al.	Ann	Oncol	2016;27	(suppl	6):abstract	744P	(poster	presenta<on)	
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DOCàCABAàART 	
Median	37.3	mo	
[95%	CI,	32.4-45.2]	

DOCàARTàCABA 
Median 36.0 mo 
[95% CI, 33.45-39.7] 

ARTàDOCàCABA	
Median	30.1	mo	
[95%	CI,	24.3-52.7]	

Angelergues	A	et	al.	Ann	Oncol	2016;27	(suppl	6):abstract	744P	(poster	presenta<on)	



CATS	-	Factors	Influencing	Survival		
(Mul<variate	Analysis)	

Criterion	at	sequence		
ini9a9on	 		 HR	[95%	CI]	 P	value	

	Baseline	PSA	>44	ng/ml	
(median)	

No	
Yes	

Ref	
1.526	[1.135;	2.051]	

0.005	

	Performance	status	
(ECOG)		
	

0-1	
≥	2	

Ref	
2.258	[1.27;	4.014]	

0.006	

	High-volume	disease*	
	

No	
Yes	

Ref	
1.998	[1.104;	3.614]	

0.022	

	Pain		
	

No	
Yes	

Ref	
1.479	[1.091;	2.005]	

0.012	

*Visceral	metastases	and/or	≥4	bone	metastases	(with	≥1	beyond	pelvis	and	vertebral	
column)	
Angelergues	A	et	al.	Ann	Oncol	2016;27	(suppl	6):abstract	744P	(poster	presenta<on)	



Quindi	….Come	scegliere	la	I-II-III	linea….?	
•  Non	esistono	studi	head	to	head	
•  Tuz	i	da<	provengono	da	analisi	retrospezve	
•  In	alcuni	casi	le	sequenze	sono	ricavate	dai	trials	
registra<vi	

•  Nessun	dato	circa	la	capacità	da	parte	della	
chemioterapia	di	rever<re	le	resistenze	ARV7	
correlate	

•  Necessità	di	ozmizzare	la	ges<one	del	Paziente	
DMT	

•  Ricorrere	sempre	ad	una	valutazione	biochimica	e	
strumentale	anche	in	fase	avanzata	con	frequenza	
regolare		

	



65	aa,	in	trafamento	con	LHRH	per	M1	Pca	
importante	rivalutare	il	Paziente	

11/2010	
PSA	1.5	ng/ml	

08/2010	
PSA	42	ng/ml	

RISPOSTA	DISCORDANTE		



Grazie per l'attenzione!!!! 
e…..  

soprattutto molto DMT 

cabazitaxel	 abiraterone	

enzaluta
mide	

Oggi	cosa	prendo….	

Radium	223	 taxotere	


