
Quando	iniziare	la	terapia	an/coagulante	
nella	fase	acuta	dell’ictus	ischemico	

cardioembolico	associato	a	fibrillazione	atriale	
	





Background	
•  About	13–26%	of	all	acute	ischemic	strokes	are	related	to	non-valvular	

atrial	fibrilla=on	(AF),	the	most	common	cardiac	arrhythmia	globally.	

•  Deciding	 when	 to	 ini=ate	 oral	 an=coagula=on	 in	 pa=ents	 with	 non-
valvular	 AF	 is	 a	 longstanding,	 common,	 and	 unresolved	 clinical	
challenge.	

•  Although	 the	 risk	 of	 early	 recurrent	 ischemic	 stroke	 is	 high	 in	 this	
popula=on,	early	oral	an=coagula=on	 is	suspected	to	 increase	the	risk	
of	poten=ally	harmful	 intracranial	hemorrhage,	 including	hemorrhagic	
transforma=on	of	the	infarct.	

•  This	 assump=on,	 and	 current	 treatment	 guidelines,	 are	 based	 on	
historical,	mostly	observa=onal	data	from	pa=ents	with	ischemic	stroke	
and	 AF	 treated	 with	 heparins,	 heparinoids,	 or	 vitamin	 K	 antagonists	
(VKAs)	to	prevent	recurrent	ischemic	stroke.	



Background	

•  Randomised	controlled	trials	have	subsequently	shown	that	
direct	oral	an=coagulants	 (DOACs)	are	at	 least	as	effec=ve	
as	 VKAs	 in	 primary	 and	 secondary	 preven=on	 of	 atrial	
fibrilla=on-related	 ischemic	 stroke,	 with	 around	 half	 the	
risk	of	intracranial	hemorrhage.	

•  However,	none	of	these	DOAC	trials	included	pa=ents	who	
had	 experienced	 ischemic	 stroke	 recently	 (within	 the	 first	
few	weeks).	



Stroke	and/or	
Systemic	embolism	
RRR	13.7%	
RRA	0.78%	
NNT	127	



Intracranial	
bleeding	
RRR	46%	
RRA	0.88%	
NNT	113	



RCT	 Exclusion criteria 
RE-LY	 -Stroke	with	severe	disability	(mRS	4-5)	in	the	previous	6	months	

-Stroke	in	the	previous	2	weeks	

ROCKET-AF	 -Stroke	with	severe	disability	(mRS	4-5)	in	the	previous	3	months	
-Stroke	in	the	previous	2	weeks	
-TIA	in	the	previous	3	days	

ARISTOTLE	 -Stroke	in	the	previous	week	

ENGAGE-AF	 -Stroke	in	the	previous	30	days	





Recent	developments	

•  Prospec=ve	 observa=onal	 studies	 and	 two	 small	
randomised	 trials	 have	 inves=gated	 the	 risks	 and	 benefits	
of	early	DOAC	administra=on	ini=a=on	(most	with	a	median	
delay	 of	 3–5	 days)	 in	 mild-to-moderate	 AF-associated	
ischemic	stroke.	

•  These	 studies	 reported	 that	 early	 DOAC	 treatment	 was	
associated	with	 a	 low	 frequency	 of	 clinically	 symptoma=c	
intracranial	 hemorrhage	 or	 surrogate	 hemorrhagic	 lesions	
on	MRI	scans,	whereas	later	DOAC-administra=on	ini=a=on	
(i.e.,	>7	days	or	>14	days	a]er	index	stroke)	was	associated	
with	an	increased	frequency	of	recurrent	ischemic	stroke.	



Summary	of	studies	on	early	ini/a/on	of	an/coagulant	treatment	
in	pa/ents	with	recent	AF-related	ischemic	stroke	



Paciaroni	et	al.,	Stroke	2015		

Star=ng	an=coagula=on	for	secondary	between	4	and	14	days	from	stroke	onset	
seems	to	be	associated	with	the	best	efficacy/safety	profile.		

Green,	an5coagula5on	between	4	and	14	days	from	stroke	onset	
Blue,	other	treated	pa5ents	(treatment	before	4	or	aDer	14	days)	

HR=0.53	(0.30–0.93),	P=0.025		 HR=0.43	(0.19–0.97),	P=0.043		 HR=0.39	(0.12–1.19),	P=0.09	

Symptoma/c	cerebral	bleedings	
Ischemic	outcome	events	

(stroke,	TIA,	systemic	embolism)	All	outcome	events	

Interna=onal	mul=center	prospec=ve	observa=onal	study	
on	1029	pa=ents	with	acute	ischemic	stroke	and	AF	



	
At	mul=variate	analysis:	
•  High	CHA2DS2-VASc	score	
•  High	NIHSS	
•  Large	ischemic	lesions	
•  Type	of	an/coagulant	administered	(LMWH	vs	oral	an=coagulants	alone)	

each	independently	led	to	a	greater	risk	of	recurrence	and	bleedings.	
	

Paciaroni	et	al.,	Stroke	2015		



Paciaroni	et	al.,	J	Am	Heart	Assoc	2017	
Interna=onal	mul=center	prospec=ve	observa=onal	study	

on	1127	pa=ents	with	acute	ischemic	stroke	and	AF	treated	with	NOACs	

•  Treatment	with	NOACs	was	associated	with	a	combined	5.2%	rate	of	 ischemic	embolic	 recurrence	
(2.8%)	and	severe	bleeding	(2.4%)	within	90	days.	

•  80%	of	the	paBents	received	NOACs	within	15	days	of	the	index	stroke.	



Risk	of	recurrent	ischemic	stroke	and	intracranial	hemorrhage	
in	pa/ents	with	AF	and	a	recent	ischemic	stroke	



Steffel	et	al.,	Eur	Heart	J	2018	

(Re-)	ini/a/on	of	an/coagula/on	aber	TIA/stroke	



Where	next?	

•  Adequately	 powered	 randomised	 controlled	 trials	 comparing	
early	to	later	oral	an=coagula=on	with	DOACs	in	ischemic	stroke	
associated	with	AF	are	jus=fied	to	confirm	the	acceptable	safety	
and	efficacy	of	this	strategy.	

•  Four	 such	 randomised	 controlled	 trials	 (collec=vely	 planned	 to	
include	 around	 9000	 par=cipants)	 are	 underway,	 either	 using	
single	 cutoff	 =mepoints	 for	 early	 versus	 late	 DOAC-
administra=on	 ini=a=on,	 or	 selec=ng	 DOAC-administra=on	
=ming	 according	 to	 the	 severity	 and	 imaging	 features	 of	 the	
ischemic	stroke.	

•  The	 results	 of	 these	 trials	 should	 help	 to	 establish	 the	 op=mal	
=ming	 to	 ini=ate	 DOAC	 administra=on	 a]er	 recent	 ischemic	
stroke	and	whether	the	=ming	should	differ	according	to	stroke	
severity.	Results	of	these	trials	are	expected	from	2021.	



Summary	of	ongoing	randomised	controlled	trials	inves/ga/ng	
early	versus	late	ini/a/on	of	direct	oral	an/coagulant	treatment	

in	pa/ents	with	recent	AF-related	ischemic	stroke	



Current	suggested	strategy	

•  Enrolment	 of	 eligible	 pa=ents	 with	 ischemic	 stroke	 and	 AF	 in	
ongoing	randomised	controlled	trials	is	suggested	on	the	basis	of	
current	guidelines	and	evidence	from	observa=onal	studies	and	
clinical	trials.	

	
•  If	enrolment	in	a	trial	 is	not	possible,	clinicians	will	need	to	use	
the	 data	 to	 weigh	 poten=al	 risks	 and	 benefits	 of	 early	 DOAC	
administra=on	 although	 evidence	 is	 currently	 scarce	 to	 make	
strong	recommenda=ons.	



Timing	for	ini/a/on	of	direct	oral	an/coagulant	administra/on	


