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Aspirin and Atherosclerosis
Whether there is any link between an abnormality of the
blood platelets and arterial disease is still obscure. If, however,
aspirin in single doses can inhibit platelet aggregation for
several days,1 2 then its regular use might prevent or minimize
the adverse effects of other aetiological factors in ischaemic
heart disease-such as hyperlipidaemia or smoking. Patients
for whom aspirin was almost a staple diet would thus be
protected against the more severe complications of vascular
disease of the heart. In a necropsy study Cobb et al.3 found
that only 4% of 191 patients with prolonged rheumatoid
arthritis had died from myocardial infarction, compared with
the 31% of deaths in the general population of the U.S.A.
from this cause. This may not be a statistically appropriate
comparison, but it does suggest that the continuous taking
of aspirin as an analgesic may have unexpectedly reduced
deaths from atherosclerotic heart disease.
Two other papers published this week (p. 436 and p. 440)

give answers in line with expectations based on this earlier
work. It is important to recognize that the Boston study was
done in two phases and that the process of observation and
inference was different in both. Firstly, the investigators
started without any preconceived hypothesis about what
relationships they might find between specific drugs and the
particular disease causing admission to hospital: their primary
concern was with adverse reactions that had either precipitated
or complicated the disease in question. The second phase arose
out of the preliminary analysis of the data collected by nurse
monitors on all patients admitted. This showed an unexpected
dearth of aspirin takers among those admitted because of
myocardial infarction. Because this possibility had not been
much discussed, the interviews and the nurse monitors'
reports of them could not have been biased by prior know-
ledge. Nevertheless, there remained the possibility that there
had been under-reporting of consumption of a drug of ap-
parently trivial importance in a condition where its prolonged
use was unlikely to be usual. To obtain a suitable control
comparison, the record of aspirin use was examined in 3,807
patients between the ages of 40 and 69 admitted for conditions
which were also unlikely to be particularly associated with

high consumption of aspirin. Of the 325 patients with myo-
cardial infarction, only three (0.9%) gave a history of regular
aspirin use compared with 4.9% among the controls. On
this basis, the risk of admission for myocardial infarction
among those taking aspirin was a fifth of that for those who
did not.
A similar approach in the second phase of the investigation

gave rates for aspirin taking among 451 patients suffering
from infarction of 3.5% and among the controls of 7.0%-a
difference which statistical tests indicated was unlikely to
result from chance. Furthermore, a more rigorous analysis
showed that, even when other factors such as smoking were
taken into account, the benefit to those taking aspirin was
similar in groups at high and low risks of suffering myocardial
infarction.

Statistical calculations of this kind can never entirely over-
come lingering doubts about the more subtle differences
between the two groups, either in other factors affecting the
risk of infarction or in the eliciting and recording of informa-
tion about aspirin use or the selective nature of hospital
admission. Unfortunately, but inevitably, in between the two
studies the negative association between infarction and aspirin
use had become fairly common knowledge among those taking
part in the investigation. The higher consumption rates found
in both infarction and control groups may reflect this con-
centration of interest, and hence the interpretation of the
results must be somewhat tentative. Nevertheless, they are of
great interest, not only because of the prospects they hold
out, but also because they illustrate what may be shown from
data accumulated by a first-class drug surveillance programme.

It is hardly surprising that such observations have stimu-
lated attempts to use aspirin in the prevention of thrombosis
or myocardial infarction. Fortunately, the early studies have
been carefully controlled trials with random allocation of
patients to aspirin and control groups. The interpretation of
the report by Dr. P. C. Elwood and his colleagues (p. 436) is
much simpler than that of the observational study in the
United States. Unfortunately, no unequivocal evidence
emerges of benefit to patients who have already suffered one
infarction, though at the end of a year the death rate among
those given aspirin regularly was 25% lower than among their
controls. Possibly the dosage was inadequate for this purpose
but the failure of aspirin at twice the dosage in the prophy-
laxis of deep venous thrombosis at the time of operation is
not completely irrelevant.4 There remains the possibility that
aspirin is likely to be of major value only in primary preven-
tion (that is, before the onset of infarction)-perhaps in the
groups at high risk of the disease. Answers to this question,
as to questions abotut the reality of the small but useful benefit
suggested- by the ' arrent trial, will require the conduct of
arduous and prolonged controlled investigations.
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