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AP-HP	:	Les	résultats	préliminaires	de	l’étude	Bacloville	tendent	à	démontrer	pour	les	pa;ents	
alcoolo-dépendants	inclus	dans	cet	essai	un	effet	du	baclofène	à	fortes	doses	dans	la	réduc;on	de	
la	consomma;on	d’alcool	
	
Promue	par	l’AP-HP,	sur	un	financement	PHRC,	complété	par	un	mécène,	l’étude	Bacloville,	
mulLcentrique,	randomisée	et	menée	en	double-aveugle,	vise	à	comparer	l’efficacité	et	la	sûreté	du	
baclofène	à	fortes	doses	à	celles	d’un	placebo	chez	des	paLents	alcoolo-dépendants	suivis	en	ville.	
CeVe	étude	est	ainsi	le	fruit	d’une	collaboraLon	entre	la	faculté	de	Médecine	Paris	Descartes,	l’AP-HP	
et	des	médecins	généralistes.	Les	premiers	résultats	ont	été	présentés	par	le	Pr	Philippe	Jaury,	
invesLgateur-coordonnateur	de	l’essai,	le	3	septembre	2016	lors	du	congrès	mondial	d’alcoologie[1].	
L’essai	clinique	a	permis	d’inclure,	de	mai	2012	à	juin	2013,	320	paLents	volontaires	âgés	de	18	à	65	
ans,	ayant	présenté	des	troubles	liés	à	la	consommaLon	d’alcool	ces	3	derniers	mois	et	ne	prenant	
pas	de	traitement	de	sevrage	ou	de	prévenLon	des	rechutes	depuis	au	moins	deux	semaines.	Il	ne	
leur	a	pas	été	demandé	d’arrêter	toute	consommaLon	d’alcool.	
D’après	les	résultats	préliminaires	d’analyse	du	critère	principal,	il	y	a	56,8%	de	succès	chez	les	
paLents	prenant	du	baclofène	contre	36,5%	dans	le	groupe	de	paLent	prenant	le	placebo.	Le	succès	
étant	défini	par	une	absLnence	ou	une	consommaLon	médicalement	correcte	au	12ème	mois	de	
traitement.	
Les	analyses	secondaires,	portant	notamment	sur	la	tolérance	et	l’innocuité	du	traitement,	n’ont	pas	
encore	été	effectuées	et	seront	importantes	pour	interpréter	complètement	les	résultats	de	ceVe	
étude.	Il	conviendra	donc	de	terminer	l’analyse	des	données	sur	les	critères	secondaires	idenLfiés	
dans	le	protocole	d’études.	
En	foncLon	des	résultats	définiLfs	obtenus,	l’étude	Bacloville	pourrait	être,	après	l’étude	allemande	
Baclad,	le	2ème	essai	meVant	en	évidence	une	supériorité	du	baclofène	comparé	au	placebo.	
[1]		“Word	congress	on	alcohol	and	alcoholism”	-	ISBRA	(InternaLonal	Society	for	Biomedical	
Research	on	Alcoholism)	ESBRA	(European	Society	for	Biomedical	Research	on	Alcoholism).	
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DECLARATION	OF	INTERESTS		

-		Bouchara-RecordaL	
-		Ethypharm	
-  NovarLs	
-		Polpharma	
-		Sanofi	
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BACLOVILLE			
•  Bacloville	is	a	mulLcentric,	pragmaLc,	therapeuLc,	randomized,	

double-blind		trial	in	primary	care	assessing	the	efficacy	and	safety	
of	high	dose	baclofen	versus	placebo	during	1	year.		

•  With	insLtuLonal	and	private	sponsor.	
•  Bacloville	was	designed	as	a	pragmaLc	risk	reducLon	study.	
•  The	study	began	in	May	2012	and	the	last	parLcipant	(320)	was	

included	in	June	2013.			
•  The	primary	compleLon	date	was	September	2014	(final	data	

collecLon	date	for	primary	outcome	measure).	
•  Data	base	was	locked	in	October	2015.	
•  Here	are	presented	preliminary	results	:	some	baseline	paLents	

characterisLcs	,	the	flow	chart	and	the	primary	outcome.		
•  Secondary	efficacy	outcomes,	safety	and	tolerance	are	not	

available.	
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OBJECTIVES	(1)	
PRIMARY:		
•  effecLveness	of	one	year	treatment	of	baclofen	compared	

to	placebo	on	the	reducLon	of	alcohol	consumpLon.	
•  The	primary	endpoint	is	the	percentage	of	paLents	in	each	

group	with	a	low	risk	alcohol	consumpLon	or	absLnent	12	
months	aser	treatment	iniLaLon,	

•  according	 to	 the	 paLent-reported	 alcohol	 consumpLon	
(diary).	

•  	 A	 low	 risk	 alcohol	 consumpLon	 being	 (according	 to	 the	
WHO)	a	MDC	(Mean	Daily	ConsumpLon)	between	1	and	20	
g	for	women	and	between	1	and	40	g	for	men.	
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OBJECTIVES	(2)	
SECONDARY	:	
•  	Total	alcohol	consumpLon	during	the	12th	month.	
•  	Average	monthly	alcohol	consumpLon.	
•  	Numbers	of	absLnence	and	heavy	drinking	days.	
•  	Craving	:Visual	Analogic	Scale	and	OCDS	Scale	.	
•  	SF-36,	HAD	(anxiety).	
•  	DSM-IV	for	alcohol	dependence.	
•  	Laboratory	variables.	
•  	Alcohol	consumpLon	evaluated	by	the	physician	during	

the	12th	month.	
•  	CharacterizaLon	of	the	populaLon	responding	to	

baclofen.	
•  	DeterminaLon	of	the	opLmal	dose	of	baclofen.	
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OBJECTIVES	(3)	

SAFETY	AND	TOLERANCE:	
•  	Adverse	events	(MedDRA	classificaLon).	
•  	Biological	tolerance.	
•  	HAD	(depression).	
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INCLUSION		CRITERIA	
•  Adult	 paLent	 (18-65)	with	 an	 alcohol	 use	 disorder	 (high	 risk	

alcohol	consumpLon	(WHO)	during	the	past	three	months:	at	
least	two	Lmes	per	month).	

•  Volunteer	 to	 parLcipate	 in	 the	 trial	 and	 having	 given	 his	
wriVen	informed	consent.	

•  PaLent	 having	 no	 treatment	 for	 maintenance	 of	 absLnence	
(acamprosate,naltrexone)	 or	 prevenLon	 of	 relapse	
(disulfiram)	 for	 at	 least	 15	 days	 before	 the	 beginning	 of	 the	
trial.	

•  PaLent	 informed	 about	 the	 possibility	 of	 drowsiness	 due	 to	
the	 treatment,	 the	 associated	 risks	 to	 drive	 vehicles	
(motorized	or	not)	or	use	machines	(including	domesLc	use	or	
recreaLon)	and	the	execuLon	of	tasks	requiring	aVenLon	and	
precision.	
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NON	INCLUSION		CRITERIA	
•  PaLent	taking	already	baclofen	or	having	taken	baclofen.	
•  PaLent	pregnant,	lactaLng,	or	of	childbearing	potenLal	in	

the	absence	of	effecLve	contracepLon.	
•  PaLent	with	severe	psychiatric	pathology	(psychosis,	

including	schizophrenia	and	bipolar	disorders)	that	could	
compromise	the	observance.	

•  PaLent	with	organic	disease	serious	enough	to	forbid		
inclusion	in	the	study	according	to	the	opinion	of	the	
invesLgator.	

•  PaLent	homeless.	
•  PaLent	without	health	insurance.	
•  PaLent	unable	to	properly	fill	the	paLent	diary,	and/or	who	

cannot	commit	to	one	year	of	follow-up.	
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THERAPEUTIC		SCHEDULE	

•  The	drug	was	administered	orally	for	a	maximum	
of	52	consecuLve	weeks.		

•  For	the	first	3	days,	paLents	received	the	drug	in	
a	dose	of	5	milligrams	three	Lmes	a	day	(it	could	
be	four	Lmes	a	day);	then	the	dose	was	increased	
to	a	maximum	of	300	milligrams	a	day.		

•  It	was	not	asked	to	stop	drinking.	
•  In	case	of	intolerance,	dosage	could	be	
decreased.	
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Enrollment 327 Assessed for eligibility  

7 Excluded 

320 Randomized 

Allocation 
162 Allocated to baclofen 
 

158 Allocated to placebo 
 

49 withdrew prematurely 
from the study including 7 
deaths (5 due to alcohol) 
and  23 lost to follow-up  

53 withdrew prematurely from the 
study including 3 deaths (1 due 
to alcohol) and 28 lost to follow-
up 
 

113 followed-up for 12 months  
  

Follow-Up 

105 followed-up for 12 months  

FLOW	CHART	



Some	characterisLcs	of	the														
paLents	

•  Average	age	=	49	years	old	(23-65).	
•  Male	=	68%.	
•  Mean	daily	alcohol	intake:		
-  12,9	alcohol	unit/day	(baclofen	group).	
-  12,9	alcohol	unit/day	(placebo	group).	
•  Cannabis	(regularly)	:	8,4%	
•  Cocaïne	(regularly):	1,3%	
•  Heroin	(regularly)	:	0,6%	
•  Behavioural	addic:ons	:	7,2%	
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characterisLcs	of	the	paLents	
trajectories		
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•  Exposure	to	family	history	or	trauma	–	% 	 		
-	Alcohol	problems	in	the	family 															61.9%		
-	Trauma	in	childhood	or	adolescence 		31.8%		

•  Trajectories	of	alcohol	use 	 		
-	Age	of	drinking	onset	–median	(IQR) 	16.0	(14.0	–	18.0)	
-	Age	of	first	intoxicaLon	–	median	(IQR) 	17.0	(15.0	–	20.0)	
-	Age	of	regular	drinking	–	median	(IQR) 	25.0	(18.0	–	33.0)	
-	Age	of	loss	of	control		–	median	(IQR) 	33.5	(25.0	–	40.25)	
-	Age	of	awareness	–	median	(IQR) 														37.0	(30.0	–	
45.0) 			

	 		



Main	analysis	of	the	primary	outcome	

•  The	primary	endpoint	is	the	Mean	Daily	ConsumpLon	
(MDC)	during	the	12th	month		with	success	defined	as	
absLnence	or	a	low	level	of	consumpLon.			

•  Analysis	is	done	in	ITT	(Intent	To	Treat).	
•  PaLents	receiving	marketed	baclofen	during	the	study	
follow-up	are	considered	as	failures.	

•  PaLents	deceased	during	the	study	are	considered	
failures	if	their	deaths	can	be	aVributed	to	alcohol	or	
the	study.	

•  In	the	case	of	missing	informaLon	about	paLent	
consumpLon,	data	are	imputed.		
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	ProporLon	of	successes	in	the	two	groups	with	mulLple	
imputaLon.	

	
•  Comparisons	of	baclofen	vs	placebo	taking	
into	account	the	intra-class	correlaLon,	95%	CI	
=	95%	confidence	interval.	

•  Wald	test	for	the	esLmated	combined	risk	
raLo	yields	P	=	0.004.	
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		 Baclofen	
(162)	

Placebo		
(158)	

Absolute	difference	
(95%	CI)	

Risk	ra;os	(95%	CI)	
		

Imputed	
data	

56.8%	 36.5%	 20.3%										
(7.3	;	33.3)	

1.56											
(1.15	;	2.11)	
		



	THANKS	FOR	YOUR	LISTENING	

•  And	many	thanks	to	all	the	paLents,	the	
General	PracLLoners	and	other	invesLgators	
who	parLcipate	to	Bacloville.	

•  Not	to	forget	AUBES	and	JPM.	(+RESAB/
Baclofene	AssociaLon/	Olivier	Ameisen	
AssociaLon)		

•  And	of	course	Pr	Olivier	Ameisen†.	
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