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En	2015…

OS ADT + DOC ADT

Median (mOS) Median (mOS) HR (95% CI) P Value

GETUG	15	1 62.1 48.6 0.88	(0.68-1.14) 0.3

CHAARTED	2 57.6 44 0.61	(0.47-0.80) <	0.001

CHAARTED	2
« high	Volume »

49,2 32,2 0,60	(0,45-0,81) 0,0006

CHAARTED	2
« Low Volume »

NR NR 0,63	(0,34-1,17) 0,1398

STAMPEDE	3 60 45 0.76	(0.62-0.92) 0.005

1	Gravis	G	et	al	Europ	Urol 2015					2	SweeneyC	et	al..	NEJM	2015					3	James,	N	et	al	Lancet	2015

Castration	+	docetaxel:		Standard	de	prise en	charge	des	patients	porteurs d’un	
ADK	prostatique métastatique de	novo

Haut	volume	:	 > 4	métastases	osseuses	 dont	une	en	dehors	de	l’axe	ou	métastase	viscérale



mHSPC docetaxel:	Survie

Vale	C	et	al	.	The	Lancet	Oncology.	2016.

Results	based	on	2992	men	/	1271	deaths

9%	absolute	improvement	in	survival	
(from	40%)	at	4	years

Trial name

Overall
STAMPEDE (SOC+ZA +/- Doc)
STAMPEDE (SOC +/- Doc)
GETUG15
CHAARTED

HR=0.77	(0.68,	0.87) p<0.0001

.5 1 2
Favours SOC + docetaxel Favours SOC

HR=0.85	(0.65,	1.10)
HR=0.76	(0.62,	0.93)
HR=0.90	(0.69,	1.81)
HR=0.61	(0.47,	0.80)



Juin	2017…	ESSAI	LATITUDE
Randomized, double-blind, active-controlled, multicentre, phase 3 study

Efficacy endpoints
Primary:
• OS
• rPFS
Secondary:
• Time to next skeletal-

related event
• Time to PSA progression

Abiraterone 1000 mg QD
+ Prednisone 5 mg QD

+ ADT

Placebo 1000 mg QD 
+ Placebo 5 mg QD

+ ADTRa
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Primary 
endpoints

§ OS
§ rPFS

ADT + abiraterone 
1,000 mg q.d.

+ prednisone 5 mg q.d.

ADT + placebos q.d. 

Patients
§ de novo mHNPC

Meets at least 2 of 3 
high-risk criteria
§ Gleason score ≥ 8
§ Presence of ≥ 3 

lesions on bone scan
§ Presence of 

measurable visceral 
lesion

mHNPC, metastatic hormone naive prostate cancer; 
q.d., once daily; rPFS, radiographic progression-free survival.

Fizazi	K,	et	al.	N	Engl	J	Med.	2017;377:352-60.



Juin 2017…	STAMPEDE	 (Abiraterone comparaison).

James	ND,	et	al.	Data	presented	at	ASCO	2017	(abstr and	oral	presentation	LBA5003).	James	ND,	et	al.	N	Engl	J	Med.	2017;377:338-51.

Abi, abiraterone acetate + prednisone or prednisolone; 
pts, patients; RT, radiotherapy; SOC, standard of care.

CaP en	rechute	après	
prostatectomie	radicale	ou	
radiothérapie	avec	≥	1	des	

critères	suivants	:

• PSA	>	4	ng/ml	et	en	
augmentation	avec	PSADT	
<	6	mois

• PSA	≥	20	ng/ml

• Métastatique

• Ganglions	positifs

CaP nouvellement	
diagnostiqué	avec	1	des	

critères	suivants	:

• Métastatique

• Ganglions	positifs
• Plus	de	2	critères	(stades	

T3/4,	PSA	≥	40	ng/ml,	
Score	de	Gleason 8-10)



ADT	+	AAP	dans le	mHSPC
LATITUDE1 STAMPEDE2

de novo high risk M1 M1
OS

Experimental arm
(median), months NR NR

Benefit, months NR
(34.7 to NR) NR

HR for OS 0.62 0.61 

Progression rPFS FFS
Experimental arm
(median), months 33.0 NR

Benefit, months 18.2
(14.8 to 33.0) NA

HR for progression 0.47 0.31 

Not head-to-head comparison studies. NR, not reached.

1.	Fizazi	K,	et	al.	N	Engl	J	Med.	2017;377:352-60. 2.	James	ND,	et	al.	N	Engl	J	Med.	2017;377:338-51.	



Réduction similaire du	risque
de	décès dans les	études	AAP
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ADT	+	AAP 597 565 529 479 388 233 93 9

602 564 504 432 332 172 57 2

ADT	+	AAP,	NR

ADT	+	placebos,	34.7	months

ADT	+	placebos

HR	0.62,	95%	CI	0.51–0.76
p <	0.0001

No.	of	events:	406	(48%	of	852)
ADT	+	AAP:	169
ADT	+	placebos:	237

LATITUDE 1: OS STAMPEDE 2: OS in M1 patients

1.	Fizazi	K,	et	al.	N	Engl	J	Med.	2017;377:352-60. - 2.	James	ND,	et	al.	N	Engl	J	Med.	2017;377:338-51.	

HR 0.61, 95% CI 0.49–0.75



Effet AAP	+	ADT	sur	la	Survie
Globale des	patients	mHSPC

Trial name
AAP + ADT 

events/patients
AAP + ADT 

events/patients HR (95% CI)
Weight 

%

STAMPEDE 150/500 218/502 0.61 (0.49–0.75) 46.34

LATITUDE 169/597 237/602 0.62 (0.51–0.76) 53.66

Overall 319/1,097 455/1,104 0.62 (0.53–0.71)

14% absolute improvement in survival at 3 years

Results based on 2,201 men/774 events

Favours AAP + ADT Favours ADT

0.25 0.5 1.0

Rydzewska LHM,	et	al.	Eur J	Cancer.	2017;	84;88-101



OS	benefit	consistently	 favorable	across	subgroups…

Rydzewska LHM,	et	al.	Eur J	Cancer.	2017;	84;88-101



Age	des	patients	au	diagnostic	de	mHSPC

Median age, 
years

ECOG PS 0, 
n (%)

GETUG-AFU151 63 181 (99)

CHAARTED2 64 277 (69.8)

STAMPEDE, 
Doc arm3

65 
(includes M0 

disease)
461 (79)

STAMPEDE, 
AAP arm5,6

67
(includes M0 

disease)
745 (78)

LATITUDE, 
AAP arm7, 8 68 326 (55)

Age at diagnosis of metastatic 
prostate cancer : 74 ans 4 

.
SEER, Surveillance, Epidemiology, and End Results.

1.	Gravis	G,	et	al.	Lancet	Oncol.	2013;14:149-58.	2.	Sweeney	CJ,	et	al.	N	Engl J	Med.	2015;373:737-46.	3.	James	ND,	et	al.	Lancet. 2016;387:1163-77.	4.	Scosyrev E,	et	al.	Cancer.	
2012;118:3062-70.	5.	James	N,	et	al.	Data	presented	at	ASCO	2017	(abstr and	oral	presentation	LBA5003).	6.	James	ND,	et	al.	N	Engl	J	Med.	2017;377:338-51.	7.	Fizazi	K,	et	al.	N	Engl	J	
Med.	2017;377:352-60.8.	Rydzewska LHM,	et	al.	Eur J	Cancer.	2017;	
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Latitude	:	Critères	secondaires
et	exploratoires pré-spécifiés
Fizazi K,	et	al.	New	England	J	Med.	207	June	4	[Epub ahead	of	print]

Cette	présentation	peut	contenir	des	données	hors	AMM	susceptibles	
de	ne	pas	être	validées	par	les	autorités	de	santé	française.

ADT+AA+P
(n = 597)

ADT+placebos
(n = 602)

Hazard Ratio 
(95% CI) P Value*

Secondary end points

Time to pain progression — mo NR 16.6 0.70 (0.58–0.83) < 0.001

Time to PSA progression — mo 33.2 7.4 0.30 (0.26–0.35) < 0.001

Time to next symptomatic skeletal event 
— mo NR NR 0.70 (0.54–0.92) 0.009

Time to chemotherapy — mo NR 38.9 0.44 (0.35–0.56) < 0.001

Time to subsequent prostate cancer 
therapy — mo NR 21.6 0.42 (0.35–0.50) < 0.001

Exploratory end point

Patients with a PSA response (decline ≥ 
50% from baseline) — % 91 67 1.36 (1.28–1.45)* < 0.001

§ The superiority of ADT+AA+P over ADT+placebos was observed for all secondary end points

Fizazi	K,	et	al.	N	Engl	J	Med.	2017;377:352-60



L’ajout d’AAP à	l’ADT améliore la	quantité de	vie	mais
aussi la	qualité de	vie	:	PROs	LATITUDE
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Patients at risk
ADT + AAP

ADT + Placebos

35% Risk Reduction 
for Worst Fatigue Progression

Mean Change From Baseline 
Differed from Cycle 5 Onward

*1 cycle = 28 days. PRO, patient reported outcomes.

Chi	KN	et	al.	Lancet	Oncol.	2018



Tolérance

1-Fizazi	K,	et	al.	N	Engl	J	Med.	2017;377:352-60.
2.	James	ND,	et	al.	N	Engl	J	Med.	2017;377:338-51.	

LATITUDE1 STAMPEDE2

ADT + AAP
(n = 597)

ADT + placebos
(n = 602)

ADT + AAP
(n = 960)

ADT alone
(n = 957)

Any AE, n (%) 558 (93) 557 (93) 943 (99) 950 (99)
AEs grade 3 or 4 374 (63) 287 (48) 443 (47) 315 (33)
AEs grade > 3 , n (%)

Cardiac disorder 20 (4) 6 (1) 92 (10)a 41 (4)a

Atrial fibrillation 2 (0.3) 1 (0.2) NA NA
Myocardial infarction NA NA 10 (1) 9 (1)
Cardiac dysrhythmia NA NA 14 (1) 2 (< 1)

Hypertension 121 (20) 60 (10) 44 (5) 13 (1)
Hypokalaemia 62 (11) 8 (1) 12 (1) 3 (< 1)
ALT increased 33 (5) 8 (1) 53 (6) 4 (< 1)
AST increased 26 (4) 9 (1) 10 (1) 2 (< 1)
Hyperglycaemia 27 (4) 18 (3) NA NA
Any	AE	leading	to	treatment	
discontinuation 73	(12) 61	(10)

AE	leading	to	death 28	(5) 24	(4)

Not head-to-head comparison studies.
a All cardiovascular disorders (including hypertension, myocardial infarction, cardiac dysrhythmia).



Effets additifs de	la	combinaison Abiratérone/	Docetaxel	 au	
stade mHSPC???

Essai PEACE-1	 :	Inclusions	temporairement suspendues

SOC	+
Abiraterone 1000	mg
Prednisone	5	mg	BID

Co-primary	endpoints:	
OS	and	PFS	(HR:	0.75)SOC	+

Local	radiotherapy
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• Patients	with	newly	
diagnosed	
(castration-naïve)	
metastatic	CaP

• 1156	pts planned

Study	sponsor:	Unicancer

SOC

SOC	+
Local	radiotherapy	+
Abiraterone-Pred

Standard	of	Care	(SOC)=	Androgen	deprivation	therapy	(ADT)	+/- docetaxel (Stratification)

ClinicalTrials.gov.	Identifier:	NCT01957436.
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