Effects of colchicine on risk of cardiovascular
events among patients with gout: as evidence
accrues, is it time for a randomised trial?
We read with great interest the paper by Solomon et al1 on the
effects of colchicine on risk of cardiovascular events and mortality among patients with gout. The authors should be commended on a well-planned and informative study, which, despite
the non-randomised retrospective design, adds valuable evidence on a potential new role of this old drug in cardiovascular
disease—a prospect which has come under scrutiny over the
past few years.2
We would like to contribute a few comments and pose some
questions. With regard to the reported apparent lack of a dose–
effect relationship between colchicine and studied outcomes,
from our experience with clinical studies of colchicine,3–6
gastrointestinal side effects—diarrhoea and nausea in particular
—are important limiting factors for patient compliance and
adherence to colchicine treatment. As a consequence, it is possible that patients who are prescribed high dosages of the drug
end up discontinuing treatment earlier and taking a lower total
dose and this may explain the authors’ ﬁndings. In this frame of
thought, we have noted that the authors do not provide data
regarding daily doses used in the studied patient population. We
believe it would be useful to have an idea of exposure to colchicine, in terms of median daily dose levels and treatment duration. Another point of interest would be the proportion of
patients who took colchicine for an acute gout attack as
opposed to those who used it as a preventive measure (eg, when
started on a uric-acid-lowering treatment). If the number of
patients in the latter group is not too small, it would be interesting to see whether there was an interaction between presence of
an acute inﬂammatory state (ie, a gout attack) and the effectiveness of colchicine in reducing the risk of cardiovascular
outcomes.
In spite of accumulating data,7 8 a large prospective randomised clinical trial of colchicine with enough power to evaluate
hard outcomes is lacking and, considering the absence of industry interest, would probably be rather difﬁcult to ﬁnance. In
addition to the principal question of the efﬁcacy of colchicine in
reducing cardiovascular risk, such a study would have to address
several other unresolved issues, including what is the optimal
clinical setting for colchicine treatment, what dose levels should
be employed and which patient populations really stand to gain
beneﬁt.
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