


Introduction

• Anticoagulation with direct oral anticoagulants 
(DOACs) reduces the risk of ischemic stroke and 
systemic embolism among persons with atrial 
fibrillation.Early initiation may increase the risk of 
intracranial hemorrhage, whereas later initiation may 
increase the risk of early stroke recurrence.



• Some recommendations (EHRA)suggest initiation of 
anticoagulation at 1, 3, 6, or 12 days after a transient 
ischemic attack or after a minor, moderate, or severe 
ischemic stroke(NIHSS Score), respectively (the “1-3-
6-12–day rule”).This guidance, which has been based 
on the observation that the risk of hemorrhagic 
transformation is related to infarct size, is followed in 
many countries. A neuroimaging-based risk-
stratification approach may help to minimize the risk 
of intracranial hemorrhage. although studies and 
small randomized trials suggest that early use of 
DOACs may be safe,



We conducted the Early versus Late Initiation of

Direct Oral Anticoagulants in Post-ischemic Stroke 

Patients with Atrial Fibrillation (ELAN) randomized trial, 
which aimed to estimate the safety and efficacy of early 
initiation of DOACs as compared with later, guideline-
based initiation, using imaging-based selection criteria 
in persons who have had a recent stroke and have atrial 
fibrillation.



Methods

• The trial was conducted at 103 stroke centers 15 
countries between November 6, 2017, and 
September 12, 2022

• Participants were eligible if they had had an ischemic 
stroke and if they had permanent, persistent, or 
paroxysmal nonvalvular atrial fibrillation or atrial 
fibrillation diagnosed during hospitalization for the 
stroke



• Ischemic stroke was defined as evidence of acute 
cerebral infarction on magnetic resonance imaging 
(MRI) or computed tomography (CT) or as a clinical 
diagnosis of ischemic stroke with symptoms lasting 
more than 24 hours

• An infarct of 1.5 cm or smaller was defined as minor; 
an infarct in the distribution of a cortical superficial 
branch of the middle, anterior, or posterior cerebral 
artery was defined as moderate; and larger infarcts 
in the distribution of these arteries or a brain-stem 
or cerebellar infarct larger than 1.5 cm were defined 
as major 



• Petechial hemorrhage within infarcted 
brain tissue was not an exclusion criterion 
for enrollment, but confluent parenchymal 
hematoma within infarcted brain tissue or 
intracranial hemorrhage remote from 
infarcted tissues was not allowed.



• Participants were randomly assigned in a 1:1 
ratio with the use of a centralized Web-based 
system to early initiation of DOAC or later 
initiation of DOAC

• Early treatment was defined as initiation of a 
DOAC within 48 hours after stroke onset in 
participants with minor or moderate stroke 
and on day 6 or 7 in those with major stroke. 
Later treatment was defined as initiation of a 
DOAC in participants with a minor stroke on 
day 3 or 4 after stroke onset, in participants 
with a moderate stroke on day 6 or 7, and in 
participants with a major stroke on day 12, 
13, or 14. 



Outcomes:
• The primary outcome was a composite of 

recurrent ischemic stroke, systemic 
embolism, major extracranial bleeding, 
symptomatic intracranial hemorrhage, or 
vascular death within 30 days.

• Secondary outcomes assessed at 30 and 
90 days were the following: recurrent 
ischemic stroke, systemic embolism, major 
extracranial bleeding, symptomatic 
intracranial hemorrhage, vascular death, 
nonmajor bleeding, death from any cause, 



Statistical Analysis:
• The main aim of the trial was to estimate the effect 

of early initiation as compared with later initiation 
of anticoagulation and to estimate the degree of 
precision of these estimates. Therefore, no 
statistical hypotheses as to superiority, inferiority, or 
noninferiority were tested.

• The primary composite outcome and secondary 
binary outcomes was analyzed with the use of a 
penalized logistic-regression model











DISCUSSION:

• Current clinical practice is to delay the initiation of 
anticoagulation after ischemic stroke, as 
recommended in several guidelines that are based 
on expert consensus. For example, European 
guidelines suggest assessment of stroke severity 
with the use of the NIHSS score and delay of 
anticoagulation for 3 days after minor stroke, 6 
days after moderate stroke, and 12 days after 
severe stroke on the basis of this score.



• American Heart Association–American Stroke 
Association guidelines recommend delaying 
anticoagulation beyond 14 days if there is a high risk 
of hemorrhagic transformation of an ischemic brain 
infarct and beginning anticoagulation between day 
2 and day 14 if the risk of this complication is low. 
We studied initiation of DOACs within 48 hours after 
stroke onset in participants with minor or moderate 
stroke and on day 6 or 7 in those with major stroke.



• we chose to use an imaging-based definition of 
stroke severity .

• Our data suggest that the incidence of 
symptomatic intracranial hemorrhage is low with 
early anticoagulation if imaging-based 
classification is used.



• The limitations of our trial are the exclusion of 
persons who were already receiving therapeutic 
anticoagulation at baseline . The trial also has 
limited statistical power to explore subgroups, and 
therefore no conclusions can be drawn from these 
results. We do not have data on the ethnic group 
and race of the participants. 



• The trial population was predominantly from 
European centers, which have a high proportion of 
White participants. Extrapolation of the results to 
other populations may not be possible. Finally, 
persons with parenchymal hemorrhage type 1 or 2 
in the Heidelberg classification (hemorrhagic 
transformation within or within and beyond the 
region of the infarct) at the time of randomization 
were not included in this trial, so we cannot 
comment on the safety of early anticoagulation in 
this group.





:نتیجه گیری

خطر ( AF+STROKE)شروع زودرس آنتی کواگولان در این بیماران

.هست SAFEخونریزی را افزایش نمیدهد و یک درمان 

در طرف مقابل شروع زودرس آنتی کواگولان خطر استروک 

.ایسکمیک مجدد را کاهش می دهد
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