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Should aspirin be used for
the primary prevention of
cardiovascular disease in
people with diabetes?

Timothy M E Davis, Brett A Sillars and
Wendy A Davis

To THE EDITOR: The ASPREE (ASPirin in
Reducing Events in the Elderly) study may
provide useful data on the benefits and risks
of aspirin therapy in patients aged = 70 years,
as described by Woods and colleagues.! How-
ever, the decision to allow general practitioner
co-investigators to “help decide whether the
patient is a suitable candidate for the placebo-
controlled trial” introduces a source of selec-
tion bias that may limit the generalisability of
the results. Without pre-specified objective
selection criteria, it is likely that primary-
prevention patients assessed by GP co-investi-
gators as being at high vascular risk will be
excluded because the GPs believe they should
be taking antiplatelet agents. Similarly, those
at low risk may be thought inappropriate
participants because the risks of random allo-
cation to this therapy might outweigh the
perceived benefits, as has been shown in
previous meta-analyses.*> ASPREE may end
up with a disproportionate number of inter-
mediate-risk patients.

In the case of diabetes, a recent observa-
tional study from our group highlighted
patients with diabetes and retinopathy and
those taking a sulfonylurea as being at
increased risk of complicated peptic ulcer
disease.* By contrast, we did not find that
aspirin use, positive serological results for
Helicobacter pylori, or the interaction of these
two factors predicted complicated peptic
ulcer disease. If GP co-investigators were
aware of these findings, they might also influ-
ence the screening and recruitment of patients
with diabetes to ASPREE.

According to the trial registration details
(ISRCTN83772183), patients with diabetes
were eligible for recruitment to ASPREE from
late February 2009, even though the trial
started 6 years ago.” Given this delayed eligib-
ility, the fact that a substantial proportion of
patients with diabetes older than 70 years will
already have vascular disease, and the
expected total sample size of 19000, the trial
might include fewer than 1000 patients with
diabetes and thus have insufficient statistical
power to assess the risks and benefits of
aspirin for primary prevention in this impor-
tant subgroup.

We question why subjective assessment
forms part of patient selection for a potentially
important study such as ASPREE, and also

what steps the investigators are taking to
determine whether the sample they recruit is
representative. In addition, details of planned
statistical analyses involving diabetic partici-
pants in this non-superiority trial would be
reassuring.
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IN REPLY: Recruitment to clinical trials
through general practice is representative of
the population, as a high proportion of all
Australians regularly attend their general
plractitionelrs.1 GP co-investigators are appro-
priate to decide whether their patients are
suitable for the ASPREE (ASPirin in Reducing
Events in the Elderly) study because their
assessment includes objective inclusion and
exclusion criteria that must be satisfied before
enrolment in the study (clinical trial registra-
tion number ISRCTN83772183),” as well as
patient-specific potential risks with using
aspirin, and known medical factors likely to
influence patient survival during the trial.
These include the risk of complicated peptic
ulcer disease in patients with diabetes treated
with a sulfonylurea.> GP co-investigators sup-
port participation in ASPREE by eligible
patients because of aspirin’ therapeutic equi-
poise for primary prevention in older
patients’ and in those with diabetes.’

Because of age alone, ASPREE participants
will be at least at intermediate risk of cardio-
vascular disease and also at increased risk of
bleeding. Determining the aspirin balance
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underpins the importance of collecting more
data in older people, who have been under-
represented in previous primary prevention
trials.

ASPREE is a superiority trial with pre-
specified subgroup analyses, including for the
subgroup with diabetes.? The study is pow-
ered to address the primary question reliably
in the total cohort rather than subgroups. To
date, fewer than 500 participants have been
randomly allocated, with recruitment slowed
subject to National Institutes of Health fund-
ing deliberations. Recruitment will be reinvig-
orated in late 2009, and will continue to
include people with diabetes.
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