
risk of cardiovascular disease.” To make
such a recommendation based on the
adverse reactions presented in the
newsletter is not scientifically rigorous.
The data are not adjusted for exposure,
and thus are unlikely to represent an ac-
curate evaluation of cardiovascular risk.

The impetus behind this article ap-
pears to be a meta-analysis by Mukher-
jee and colleagues,2 which is method-
ologically flawed3–5 and does not form
an appropriate basis for public health
recommendations.

Certainly the increased rate of adverse
cardiovascular events, as demonstrated in
the VIGOR study for rofecoxib,6 war-
rants further investigation. Clinical data
available for celecoxib, however, demon-
strate that patients on celecoxib are no
more at risk of cardiovascular events than
patients taking traditional NSAIDs such
as ibuprofen, diclofenac or naproxen.7

This observation holds true even at
supratherapeutic doses, as demonstrated
in the CLASS trial.8,9

Differences in molecular structure
and metabolism may partly explain the
distinct cardiovascular safety profiles of
the 2 coxibs, and this hypothesis should
be examined further.10,11

If immediate recommendations are
required, perhaps Health Canada
would be more justified in suggesting
that caution be exercised in prescribing
these agents, particularly rofecoxib, to
patients at high risk of cardiovascular
disease. The implementation of such a
policy should be individualized at the
discretion of the treating physician in
light of each patient’s risk factor profile,
the presence (if any) of diabetes and
cardiovascular history.

John C. Peterson
Cardiologist
Toronto, Ont. 
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In their report in the Canadian Ad-
verse Reaction Newsletter,1 Duc Vu

and coauthors present their data in a
table suggesting a comparison between
the COX-2 agents without accounting
for patient exposure or the fact that
these drugs came onto the market at
different times.

From this crude longitudinal data,
the authors suggest that “caution should
be exercised in prescribing these agents
to patients at risk of cardiovascular dis-
ease.” This recommendation is made
even though the authors state that the
“data cannot be used to determine the
incidence of adverse reactions because
neither patient exposure nor the amount
of time the drug was on the market has
been taken into consideration.”

Although I recognize that Health
Canada is attempting to take responsi-
ble measures for reporting adverse drug
reactions, it is critical that inferences
not be made when the data are pro-
vided without appropriate perspective.
Reports such as these can do more
harm than good by unnecessarily rais-

ing concern among physicians to the
detriment of patient care. If Health
Canada wants to improve adverse reac-
tion reporting, it should look to evalua-
tion procedures that combine informa-
tion from postmarketing surveillance,
epidemiologic research and clinical tri-
als. The result will be a more compre-
hensive representation of data and one
that appropriately reflects a therapy’s
safety profile and provides useful infor-
mation to prescribing physicians.

Jean-Pierre Raynauld
Rheumatic Diseases Unit
Centre hospitalier de l’Université 
de Montréal

Hôpital Notre-Dame
Montreal, Que.
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[The editors of the Canadian Adverse
Reaction Newsletter respond:]

The Marketed Health Products Di-
rectorate of Health Canada agrees

that comprehensive risk–benefit evalua-
tions should include information from
postmarketing surveillance, epidemio-
logic research and clinical trials. How-
ever, in the absence of complete evi-
dence, it is well recognized that
spontaneous adverse reaction reports
are nonetheless valuable in signalling a
potential problem. Our newsletter is
meant to provide observational results
from the database. The safety of new
drugs cannot be known with certainty
until a drug has been marketed for
many years.1

Although a relation between the car-
diovascular findings and the use of rofe-
coxib and celecoxib has not been estab-
lished at this time, Health Canada, as a
precaution, deems it necessary to in-
form health professionals and advises
patients with a medical history of hy-
pertension, fluid retention or heart fail-
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