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Cardiovascular Toxicity of Valdecoxib

To THE EDITOR: Rofecoxib (Vioxx) was recently
withdrawn from the market because of an in-
creased risk of myocardial infarction and stroke.
There is a similar public health concern about
another coxib, valdecoxib (Bextra), which is used
by 7 million patients worldwide.! To protect the
safety of the public, we write to recommend that cli-
nicians stop prescribing valdecoxib except in ex-
traordinary circumstances. This recommendation
is based on the long delay between the initial evi-
dence of the cardiotoxicity of rofecoxib and its
withdrawal, recent studies demonstrating the car-
diotoxicity of valdecoxib in high-risk patients, the
availability of other therapies not currently known
to have cardiovascular risks, and the lack of compel-
ling evidence of countervailing benefits. We believe
this restriction should remain in effect until there
are better safety data for valdecoxib.

Two randomized, placebo-controlled clinical
trials in patients immediately after coronary-artery
bypass grafting showed that valdecoxib increased
the risk of serious cardiovascular outcomes by a fac-
tor of approximately three.2 Pfizer, the manufac-
turer, acknowledged the cardiotoxicity and agrees
that “the company cannot ethically test Bextra in
patients at high risk for heart disease.”3 The crucial
public health question concerns the safety of pa-
tients who are taking lower doses of valdecoxib for
musculoskeletal disorders, most of whom have a
lower baseline risk of cardiovascular events. There
are inadequate data on the cardiovascular safety of
valdecoxib in this population, but given the strong
signal from the bypass studies, itis prudent to limit
the use of valdecoxib until there are convincing
data supporting its cardiovascular safety.

The label for valdecoxib was revised in Novem-
ber 2004 by the manufacturer to include a black-
box warning regarding serious skin reactions and a
contraindication for use in patients who have un-

dergone bypass surgery. These changes to the label
do not address concerns about the cardiovascular
safety of the drug in the general population. Even
for patients with cardiovascular disease, experi-
ence has shown that label changes have little, if
any, effect on prescribing. The manufacturer is
planning a multiyear trial.3 Meanwhile, millions of
patients will continue to take valdecoxib.

We believe the doubts raised about the safety of
valdecoxib constitute a potential imminent hazard
to public health and thus require action.
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