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SUMMARY. A randomized controlled trial is
reported in which a single dose of aspirin (300
mg) was given to patients with myocardial in¬
farction on first contact with a general prac¬
titioner. A total of 1,705 patients with confirmed
infarction were studied, and survival ascertained.
There was no evidence of benefit from the
aspirin.

Introduction

T^HERE is growing evidence about the beneficial
*- effect of aspirin on mortality from myocardial
infarction, presumably through its inhibitory effect on

platelet aggregation (Verstraete, 1976). No trial has yet
reported results which are statistically significant, yet
the available data show remarkable consistency. Thus a

24 per cent reduction in mortality by aspirin during the
year after infarction was reported by Elwood and
colleagues (1974) and subsequent trials have reported
reductions of 30 per cent (Coronary Drug Project
Research Group, 1976) and 42 per cent (Breddin et al,
1977).

All this evidence relates to prevention, albeit
secondary prevention. There are reasons, however,
which make an effect on early mortality following
infarction possible. These reasons relate to three
possible mechanisms. First, an early dose of an anti-
platelet drug could reduce the eventual size of a

thrombus in the coronary circulation. Secondly, there is
evidence that infarction can precede thrombosis
(Warren, 1973) and in patients in whom this is the
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sequence, early aspirin could inhibit or limit throm¬
bosis. Thirdly, Hughes and Tonks (1968) have described
intravascular platelets clumping in experimental
animals, and Haerem (1974) has described platelet
aggregates and micro-thrombi in the intramyocardial
vessels in fatal coronary disease in humans. While
Haerem postulates that this may be a mechanism in
sudden death from arrhythmia, it could be that an early
dose of an anti-platelet drug could reduce further
platelet aggregation and hence either reduce the
.eventual size of an infarct or reduce the risk of
arrhythmia.

For these reasons we decided to set up a trial to test
the hypothesis that a dose of aspirin given soon after the
onset of symptoms of myocardial infarction would
reduce mortality.

Method

We wrote to all the members of the Royal College of
General Practitioners. The trial was described and co-

operation invited. Those who agreed to help were sent
six sealed envelopes, each containing two capsules of
either aspirin 300 mg or matching placebo, at random.
These were to be given on first contact with any patient
who it was believed might have suffered a myocardial
infarct. A short record form was enclosed, with a

stamped addressed envelope for its return, asking for
identification details and a few clinical details. One
month after the admission of a patient to the trial we
wrote to the general practitioner to find out whether the
patient had died or survived. In addition we asked the
doctor whether or not any evidence confirming in¬
farction had become available after the initial record
had been sent in. Confirmatory evidence was sought at
several levels of certainty and this was indicated in the
enquiry, but we did not ask for fine detail. We accepted
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Table 1. Cumulative mortality in males during the 28 days
following the giving of 300 mg aspirin or matching placebo.
(Percentages are given in brackets.)

Given aspirin Given placebo
Number of confirmed

myocardial infarctions 608 671

Table 3. Cumulative mortality in males who had received
treatment within four hours of the onset of symptoms.
(Percentages are given in brackets.)

Given aspirin Given placebo
Number of confirmed

myocardial infarctions 329 404

Table 2. Cumulative mortality in females during the 28 days
following the giving of 300 mg aspirin or matching placebo.
(Percentages are given in brackets.)

Given aspirin Given placebo
Number of confirmed

myocardial infarctions 219 207

Cumulative deaths
Same day
Same day + 1
Same day+ 2
Same day + 3
Same day + 28

any evidence judged by the doctor himself to have
confirmed the occurrence of infarction. This included
the course of the illness, the opinion of a hospital
consultant physician, and ECG or enzyme changes
judged to indicate infarction.
The certified cause of death was not ascertained for

all deaths though it was given for many by the doctor.
We assumed that deaths from causes other than
coronary thrombosis were very few, which seems a

reasonable assumption with regard to very early deaths.

Results

Of the 2,530 patients admitted to the trial, no con-

firmatory evidence of myocardial infarction was later
reported in 825 (422 were given aspirin, 403 placebo).
Thus the analysis was based on 1,705 patients (about 67
per cent), 1,279 males and 426 females.

Table 1 sets out the mortality in males and Table 2 in
females. There is no evidence of benefit in either sex.

Tables 3 and 4 set out the same analysis for patients who
had been seen initially, and who had received treatment
within four hours of the onset of symptoms. Again
there is no evidence of benefit from aspirin.

Based on the assumption that a low blood pressure
indicates a serious infarct, Table 5 set out the deaths in
patients who had had a blood pressure on first exam¬

ination of 100 mm Hg systolic or less. The numbers are

small, especially in females, but again there is no

evidence of benefit.

Table 4. Cumulative mortality in females who had received
treatment within four hours of the onset of symptoms.
(Percentages are given in brackets.)

Given aspirin Given placebo
Number of confirmed

myocardial infarctions 124 118

Discussion

These results give no encouragement to the use of
aspirin in the early treatment of myocardial infarction.
There are, however, several limitations to the study.
Although only a small dose of aspirin was used, it was

about three times the dose usually found effective in
preventing platelet aggregation. It has been shown
repeatedly that doses of aspirin over about 100 mg have
a profound effect on platelet aggregation (Rowan et al,
1976). The effect occurs as early as 15 minutes after an

oral dose (Stuart, 1970) and can be detected for at least
two days subsequently (Burch et al, 1977).
We decided to use a 300 mg dose of aspirin in this trial

because it would probably not only be ethically
acceptable to most doctors but also large enough to
have the desired effect on platelets. It is possible that
this dose, while sufficient to affect platelet aggregation
in a normal person, may not be sufficient to suppress
gross aggregation heralding an infarction. However,
recent discussions on aspirin have noted an effect on the
vessel wall which may not be beneficial, and the use of a

low dose at infrequent intervals has been strongly
recommended (Moncada and Vane, 1978).
A beneficial effect of aspirin in myocardial infarction

has not been established beyond all reasonable doubt.
Nevertheless, the evidence available to us when we

proposed the trial was highly suggestive and since then
further confirmatory evidence has been reported. This is
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COLLEGE
ACCOMMODATION
Charges for college accommodation are reduced
for members (i.e. fellows, members and associ-
ates). Members of overseas colleges are welcome
when rooms are available. All charges for accom-
modation include breakfast and are subject to
VAT. A service charge of 12i per cent is added.
Members are reminded that children under the age
of 12 years cannot be admitted and dogs are not
allowed. Residents are asked to arrive before
18.30 hours to take up their reservations.
From I September 1978, charges are (per night):

Members Others
Single room £5 £12
Double room £10 £20
Flat 1 £15 £25
Flat 2 £18 £30
Flat 3 £20 £35

Charges are also reduced for members hiring re-
ception rooms compared with outside organiz-
ations which apply to hold meetings at the
College. All hirings are subject to approval and
VAT is added.

Members Others
Long room £40 £80
Damask room £30 £50
Common room and
terrace £30 £50
Kitchen/Dining room £10 £20
Seminar room £20 £30
Poc room £20
Enquiries should be addressed to:

The Accommodation Secretary,
Royal College of General Practitioners,

14 Princes Gate, Hyde Park,
London SW7 1PU.
Tel: 01-584 6262

Whenever possible bookings should be,made well
in advance and in writing. Telephone bookings
can be accepted only between 9.30 hours and
17.30 hours on Mondays to Fridays. Outside these
hours, an Autophone service is available.)

Table 5. Cumulative mortality in patients who had had an
initial blood pressure of 100 mm Hg systolic or less.
(Percentages are given in brackets.)

Males Females

G iven G iven G iven G iven
aspirin placebo aspirin placebo

Number of confirmed
myocardial infarctions 77 85 23 24

Cumulative mortality
Sameday 10(13.0) 11(12.9) 3 1
Sameday+1 12(15.6) 18(21.2) 0 0
Same day+2 16(20.8) 20(23.5) 0 0
Same day+3 17(22.1) 22 (25.9) 0 0
Same day+28 26(33.8) 31(36.5) 9 2

all consistent with a preventive effect and comes from
trials in patients who have already had one infarct.
The possibility remains that a drug which has a direct

anti-arrhythmic effect might be of value in the acute
situation following an infarct. It would be reasonable to
consider the possibility of conducting a similar study
using a drug with an anti-arrhythmic effect.
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