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Anti-platelet treatment in secondary prevention
of strokes and myocardial infarction

Anti-platelet trialists' collaboration. Secondary prevention
of vascular disease by prolonged anti-platelet treatment.
(APT Collaboration, Clinical Trial Service Unit, Nuffield
Department of Clinical Medicine, Radcliffe Infirmary,
Oxford, UK.) Br Med J 1988;296:320-31.

SUMMARY
Twenty-five randomized trials of anti-platelet treatment for
patients with a history of transient ischaemic attack, occlusive
stroke, unstable angina or myocardial infarction were reviewed.
They included a total of some 29 000 patients, 3000 of whom had
died. Overall, allocation to anti-platelet treatment had no appa-
rent effect on non-vascular mortality, but it reduced vascular
mortality by 15% and non-fatal vascular events by 30%. This
suggested that with good compliance these treatments might
reduce vascular mortality by about one-sixth, other vascular
events by about a third and total vascular events by a quarter.
There was no significant difference between the effects of the
different types of anti-platelet treatment tested (300 to 325 mg
aspirin daily, higher aspirin doses, sulphinpyrazone or high dose
aspirin with dipyridamole), nor between the effects in patients
with histories of cerebral or cardiac disease. Thus, anti-platelet
treatment can reduce the effect of vascular events by about a .
quarter among a wide range of patients at a particular risk of
occlusive vascular disease.

COMMENTS
. This major meta-analytic study or overview summates the
results of 20 different studies of anti-platelet drugs in the
secondary prevention of vascular events. The benefits of
the technique of meta-analysis are that far larger numbers
of patients are included than are possible in individual
trials, thereby reducing the random error and also avoid-
ing the systematic bias of selectively published drug trials.
In this technique, patients from various trials are not
merely pooled together despite their diversities but the
intrinsic differences in event rates are summated in an
unbiased combination of information using special statis-
tical methods.'
An interesting methodological issue in this study is the

combination of patients with various types of vascular
events, cardiac and cerebral. While the traditional
researcher may wish to study a pure group of patients with
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one type of clinical presentation, it should be appreciated
that the commonality of risk factors, especially the age
profile, makes cardiac as well as cerebrovascular events
likely in the same group of patients. Thus, patients with
cerebrovascular problems may succumb to a cardiac event
during a trial which has a cerebrovascular event as an end-
point. We will then have the paradox of a trial in which a
large number of patients on a particular drug die from
cardiac events and make the drug seem more effective in
preventing cerebrovascular events simply because the
number of susceptible people remaining are less in the
treatment group than in the control group. There is an
obvious need for analysing all vascular events and indeed
for evaluating total mortality as distinct from cause-
specific mortality.
The authors argue in this overview that substantial

advantages of anti-platelet treatment exist for a wide
range of different types of patients with a history of occlu-
sive vascular disease. There may be differences in degree
but these are unlikely to be in kind between the effects of
treatment on a particular type of outcome or, in statistical
parlance, quantitative interactions may well exist but
unanticipated qualitative interactions are unlikely. 2
The authors also show that medium dose aspirin (300 to

325 mg/day) yielded results that were at least as good as
those after high dose aspirin (900 to 1500 mg/day) with
comparable odds ratio reductions. Comparison of the
various anti-platelet drugs with one another revealed no
good evidence that any of them was more effective than
the others. As such, the most convenient and least expen-
sive anti-platelet treatment appears to be aspirin.
The results of this overview are applicable only to

secondary prevention of vascular events in patients with
a prior history of such an event. Evidence from primary
prevention trials of anti-platelet therapy is being
reported- and it needs to be evaluated cautiously and
separately.
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