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Kunnskapsbasert praksis: Fra spgrsmal til svar

Aspirin plus dipyridamole versus aspirin alone after cerebral
ischaemia of arterial origin (ESPRIT): randomised controlled
trial

The ESPRIT Study Group*

Summary
Background Results of wrials of aspirin and dipyridamole combined versus aspirin alone for the secondary prevention
of vascular events afier ischaemic stroke of presumed arterial origin are inconsistent. Our aim was to resolve this
uncertainty.

Methods We did a randomised controlled trial in which we assigned patients to aspirin (30-325 mg daily) with
(n=1363) or without (n=1376) dipyridamole (200 mg twice daily) within 6 months of a transient ischaemic attack or
minor stroke of presumed arterial origin. Qur primary outcome event was the composite of death from all vascular
causes, non-fatal stroke, non-fatal myocardial infarction, or major bleeding complication, whichever happened first.
Treatment was open, but auditing of outcome events was blinded. Primary analysis was by intention to treat. This
study is registered as an International Standard Randomised Controlled Trial (number ISRCTN73524458) and with
ClinicalTrials.gov (NCT00161070).

Findings Mean follow-up was 3-5 years (SD 2-0). Median aspirin dose was 75 mg in both treatment groups (range
30-325); extended-release dipyridamole was used by 83% (n=1131) of patients on the combination regimen. Primary
outcome events arose in 173 (13%) patients on aspirin and dipyridamole and in 216 (16%) on aspirin alone (hazard
ratio 0-80, 95% CI 0-66-0-98; absolute risk reduction 1-0% per year, 95% CI 0-1-1-8). Addition of the ESPRIT data
to the meta-analysis of previous trials resulted in an overall risk ratio for the composite of vascular death, stroke, or
myocardial infarction of 0-82 (95% CI 0-74-0-91). Patients on aspirin and dipyridamole discontinued trial medication
more often than those on aspirin alone (470 vs 184), mainly because of headache.

Interpretation The ESPRIT results, combined with the results of previous trials, provide sufficient evidence to prefer
the combination regimen of aspirin plus dipyridamole over aspirin alone as antithrombotic therapy after cerebral
ischaemia of arterial origin.
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See Comment page 1628
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to the meta-analysis of previous trials resulted in an overall risk ratio for the composite of vascular death, stroke, or

myocardial infarction of 0-82 (95% CI 0-74-0-91). Patients on aspirin and dipyridamole discontinued trial medication
more often than those on aspirin alone (470 vs 184), mainly because of headache.

Interpretation The ESPRIT results, combined with the results of previous trials, provide sufficient evidence to prefer
the combination regimen of aspirin plus dipyridamole over aspirin alone as antithrombotic therapy after cerebral

ischaemia of arterial origin.

Introduction
Patients with a transient ischaemic attack or non-
disabling ischaemic stroke of presumed arterial origin
have, without secondary preventive treatment, a yearly
risk of a major vascular event of 4-16% in clinical trials*?
and of 9% in population-based studies.’ Aspirin
30-300 mg daily prevents only 13-22%"% of these vascular
complications. Findings of studies** indicate no additional
benefit of the combination of clopidogrel and aspirin
compared with either of these drugs alone. The results of
the Second European Stroke Prevention Study (ESPS 2)™
show that the addition of modified-release dipyridamole
200 mg twice daily to aspirin 50 mg daily leads to a
relative risk reduction of all major vascular events of 22%
(95% CI'9-33) compared with aspirin alone. This finding
contrasts with those of four earlier but smaller studies of
the same treatment comparison, which showed no such
benefit. The pooled analysis of data from the four earlie
studies shows a relative risk reduction of dipyridamolf

reduction of vascular events of 16% (95% CI 3-28).% The
uncertainty about the secondary preventive value of

combined dipyridamole and aspirin is sustained by a
Cochrane review,* showing that in patients with other
types of vascular disease the combination was no more
effective than aspirin alone. Because of these conflicting
results, the routine use of the combination of
dipyridamole and aspirin in the secondary prevention of
vascular events after ischaemic stroke of presumed
arterial origin is controversial.

Our aim, in the European/Australasian Stroke
Prevention in Reversible Ischaemia Trial (ESPRIT), is to
resolve this uncertainty by comparing dipyridamole and
aspirin with aspirin alone in patients with a transient
ischaemic attack or a minor ischaemic stroke of presumed
arterial origin !

Participants
Between July 1, 1997, and Dec 31, 2005, we did a
randomised controlled trial. All patients who were
referred to one of the participating hospitals within
6 months of a transient ischaemic attack (including
transient monocular blindness) or minor ischaemic
stroke (grade =3 on the modified Rankin scale™) g
presumed arterial origin were eligible for the #fial.
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Example 2: Are statins worthwhile with a history of TIA?
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Do “statins” work in those
with a history (Hx) of stroke?
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Figure 3. Effect of pravastatin on total stroke (fatal or nonfatal)
according to baseline characteristic (95% Cls around hazard
(Circulation. 2001;103:387:392.
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Treatment decisions depend on risk or severity

» Higher risk patients (usually) have higher benefits

Benefit (trial)
Threshold(s)
()
€
@]
(&)
5
o
,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, harm
Low Severity / risk high
6) (6) @ © 0o0000O0OQCOQCOOQCO
0000000 O0C0Oe © o O @ @
Ikunnskapssenteret
@) @ e
5 4 4
Baseline  Relative Absolute  Number
Risk Risk Risk needed to
Reduction Reduction Treat
8% 25% 2% 50 «— Trial patients

Ikunnskapssenteret




Absolute
Risk

Reduction Reduction Treat

Baseline  Relative

Risk Risk
20% 25%
8% 25%
4% 25%
1% 25%

Number
needed to

T

For biological effect &
transferability

T I

For clinical
decision making

<«—— High risk patient

<« Trial patients

< Typical patients

«—— Low risk patient

+*

Ikunnskapssenteret




< = [=] >
? 72=@
$ 27 ?2=@
Ikunnskapssenteret
7
HR {35% C1)
Ty o v | Cortical —_—
small deep — .
Sag Ferade: —_—
Male ——
Age shiprars —
LR —_—
Ischaemk heart disense o —B—
e _—
Ranckorl syton scheme The e anmi —_—
Twoarm —a—
Country Mon-ksian ——
Ashin _—
D wf aspliin <40 mg — T
40-100 mg —a—
=100 mg
Intersal bebaesn ewent < 1wk —
ardrandsmisatkon T — I B
1-6 manites ——
0‘2 0!5
Fa/nurs aprin-apyndamale FRUTS aspiin akane nnskapssenteret
$

10



Ikunnskapssenteret

#

Ikunnskapssenteret

11



12



13



4 4
B - -- %
* 8
* C, !
* - - D E
B %
* -
* C _
Nobody is average
4 , -1 -
-
, - ! n
- . - &5

14



+++

++

15



3&

16



17



%

FIG 3 - Cumulative meta-analysis by year of publicat  ion or randomised controlled trials of
prophylactic lidocaine for acute myocardial infarct ion, and recommendations of clinical

Copyright ©1994 BMJ Publishing Group Ltd.

expert reviewers (adapted from Antman et al14)

Mulrow, C D BMJ 1994;309:597-599

BM]

18



1&

?& .
6& 8
@&
& 8
G&B

Meta-analyse dreier seg om
punkt 6 og 7

19



45

20



21



22



