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Background	
•  Guidelines	for	the	management	of	stroke	recommend	an8platelet	therapy	for	the	

secondary	preven8on	of	non-cardioembolic	stroke.	Currently,	several	an(platelet	
agents,	 including	 clopidogrel	 and	 aspirin,	 are	 used;	 however,	 even	 with	 the	
administra(on	of	these	drugs,	the	risk	of	recurrent	stroke	is	high	(between	3%	and	
10%	recurrence	at	1	year	aLer	the	index	event).	Thus,	further	improvement	of	the	
efficacy	of	an(platelet	therapy	is	necessary.	

•  An	issue	yet	to	be	resolved	is	the	management	of	pa8ents	who	respond	poorly	to	
aspirin	 and	 clopidogrel,	 who	 are	 at	 high	 risk	 of	 major	 adverse	 cardiovascular	
events	with	an(platelet	treatment.	Gene(c	polymorphisms	of	CYP2C19	have	been	
iden(fied	as	the	major	cause	of	poor	responsiveness	to	clopidogrel.	Asian	people	
have	 a	much	 higher	 likelihood	 than	white	 people	 of	 being	 poor	metabolisers	 of	
CYP2C19;	 this	 means	 that	 clopidogrel	 monotherapy	 might	 be	 less	 effec(ve	 for	
secondary	stroke	preven(on	in	Asia	than	in	non-Asian	popula(on	countries.	



Background	

•  Prasugrel,	a	P2Y12	receptor	antagonist,	has	the	poten(al	to	inhibit	
platelet	 aggrega(on	 more	 rapidly,	 more	 consistently,	 and	 to	 a	
greater	 extent	 than	 clopidogrel,	 and	 independently	 of	 CYP2C19	
gene(c	polymorphism	status.	

•  In	 the	 USA	 and	 European	 countries,	 prasugrel	 (10	 mg/day	 as	 a	
maintenance	 dose)	 is	 contraindicated	 in	 pa(ents	 with	 acute	
coronary	syndrome	who	have	received	aspirin	and	have	a	history	of	
stroke	or	transient	ischaemic	aYacks:	the	results	of	the	TRITONTIMI	
38	study	showed	higher	incidences	of	major	adverse	cardiovascular	
and	 bleeding	 events	 with	 prasugrel	 than	 with	 clopidogrel	 in	 this	
subgroup	of	pa(ents.	



•  In	Japanese	pa(ents	with	acute	coronary	syndrome,	a	once-daily	dose	of	
prasugrel	(3.75	mg;	approximately	one-third	of	the	approved	maintenance	
dose	in	the	USA	and	EU)	in	combina(on	with	aspirin	was	associated	with	a	
lower	 incidence	 of	 major	 adverse	 cardiovascular	 events	 and	 major	
bleeding	 compared	 with	 clopidogrel	 plus	 aspirin	 in	 a	 randomised	
controlled	trial	(PRASFIT-ACS	study).	

•  In	a	mul(centre,	randomised,	double-blind	study,	a	significant	reduc(on	in	
P2Y12	reac(on	units	was	noted	in	pa(ents	with	non-cardioembolic	stroke	
aLer	 treatment	 with	 prasugrel	 at	 a	 dose	 of	 3.75	 mg/day,	 as	 compared	
with	the	predose	value	(ie,	the	value	aLer	clopidogrel	administra(on	and	
before	prasugrel	administra(on	in	a	crossover	study)	aLer	treatment	with	
clopidogrel.	

•  However,	the	efficacy	of	prasugrel	for	the	preven(on	of	recurrent	stroke	is	
unknown.	
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The	aim	of	PRASTRO-I	phase	3	trial	was	to	inves(gate	

the	non-inferiority	of	3.75	mg/day	of	prasugrel	

compared	with	75	mg/day	clopidogrel	

for	the	preven+on	of	ischaemic	stroke,	myocardial	

infarc+on,	and	death	from	other	vascular	causes	

in	Japanese	pa+ents	with	non-cardioembolic	stroke.	

Aim	



•  Randomised,	 double-blind,	 ac8ve-controlled,	 parallel	 group,	 mul8centre,	 non-
inferiority	trial,	which	enrolled	pa(ents	with	non-cardioembolic*	stroke	recruited	
from	224	hospitals	in	Japan	between	Sept	1,	2011,	and	June	12,	2015.	

•  Pa(ents	were	eligible	if:	
ü  they	were	aged	20–74	years	at	the	(me	of	providing	consent;	
ü  they	weighed	more	than	50	kg	
ü  the	interval	from	last	stroke	to	(me	of	consent	was	1–26	weeks;	
ü  they	 had	 ischaemic	 lesions	 corresponding	 with	 the	 neurological	 symptoms	

confirmed	by	CT	or	MRI.	

•  Primary	 exclusion	 criteria	 were:	 presence	 of	 cardioembolic	 stroke	 or	
cardiovascular	 disease	 causing	 cardioembolic	 stroke;	 requirement	 for	
coadministra(on	of	other	an(platelet	agents;	current	evidence	or	increased	risk	of	
intracerebral	or	subarachnoid	haemorrhage;	poorly	controlled	hypertension.	

Methods	

*Non-cardioembolic	stroke	was	defined	as	the	composite	of	large	artery	atherosclerosis	and	small	artery	occlusion	(lacunae),	acute	
stroke	of	other	determined	ae(ology,	and	stroke	of	undetermined	ae(ology	according	 to	 the	Trial	of	Org	10172	 in	Acute	Stroke	
Treatment	(TOAST)	classifica(on.	
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Primary	and	secondary	efficacy	assessments	
(full	analysis	set)	



Cumula(ve	combined	incidence	of	ischaemic	stroke,	myocardial	infarc(on,	and	death	
from	other	vascular	causes	(the	primary	endpoint;	A)	and	

incidence	in	pa(ents	with	large	artery	atherosclerosis	or	small	artery	occlusion	at	
baseline	(post-hoc	subgroup	analysis;	B)	



Forest	plot	of	hazard	ra(os	for	combined	incidence	of	ischaemic	stroke,	myocardial	infarc(on,	
and	death	from	other	vascular	causes	(the	primary	endpoint)	according	to	predefined	subgroups	
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Conclusions	

•  Although	 the	 cumula(ve	 incidence	 of	 ischaemic	 stroke,	 myocardial	
infarc(on,	and	death	 from	other	vascular	causes	was	similar	between	
the	 3.75	 mg/day	 of	 prasugrel	 and	 75	 mg/day	 of	 clopidogrel	 groups,	
non-inferiority	could	not	be	confirmed	 in	 Japanese	pa(ents	with	non-
cardioembolic	stroke.	

•  Of	note,	the	 incidence	of	bleeding	events,	which	was	assessed	as	part	
of	the	safety	evalua(on,	was	not	significantly	different	between	groups.	

	

•  By	 examining	 the	 safety	 and	 efficacy	 of	 prasugrel	 and	 clopidogrel	 for	

each	stroke	 subtype,	we	will	be	able	 to	provide	useful	 informa(on	 to	
select	an	appropriate	an(platelet	therapy.	


