the delivery may indicate a bleeding
disorder.

A congenital midline fusion anomaly
of the genital area is sometimes noted
during routine physical examination of
young girls. Documentation of such
congenital abnormalities in the pa-
tient’s chart at the time of the newborn
examination can help to differentiate
them later from other lesions such as
those caused by sexual abuse.™

Perineal lesions usually do not re-
quire aggressive treatment. Pressure
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with a moist saline pack often can con-
trol small vulvar hematomas. Analgesics
are sometimes required. Topical bacte-
riostatic and anesthetic ointments are
rarely needed.

Ana Carceller

Claire Dansereau
Department of Pediatrics
Hervé Blanchard
Department of Surgery
Hopital Sainte-Justine
Montreal, Que.

and cardiac arrhythmias

Reason for posting: Sibutramine has
been taken off the market in Italy after
50 adverse events (primarily tachycar-
dia, hypertension and arrhythmias) and
2 deaths from cardiovascular causes
were reported in that country.' The Eu-
ropean Medicines Evaluation Agency
has begun a comprehensive risk-benefit
assessment of the drug, which remains
on the market in several European
countries, including the United King-
dom, where 215 reports of 411 adverse
reactions (including 95 serious reactions
and 2 deaths) have been reported (Ryan
Baker, Health Canada: personal com-
munication 2002), and in France, where
99 adverse events have been reported
(including 10 serious adverse events but
no deaths).” Between February 1998 and
September 2001 the US Food and Drug
Administration received reports of 397
adverse events, including 143 cardiac ar-
rhythmias and 29 deaths (19 due to car-
diovascular causes).’ Nineteen of the
deaths in the United States were from
cardiovascular causes; 10 involved peo-
ple under 50 years of age, and 3 in-
volved women under 30.’ In Canada re-

ports of 28 adverse events (no deaths)
in patients using sibutramine were re-
ceived between December 2000 and
February 2002.

Most of the reported adverse events
appear to be known effects (e.g., hyper-
tension, arrhythmias and tachycardia).
In Canada, 1 case of chest pain, 1 of
stroke and 2 of eye hemorrhage have
also been reported. In 3 of the cases re-
ported in Canada, the patient was also
taking an antidepressant (a contraindi-
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drug sibutramine (Meridia): hypertension

cation to sibutramine therapy); how-
ever, it is currently unknown whether
other patients experiencing adverse
events were prescribed sibutramine in-
appropriately.

The drug: Sibutramine enhances satiety,
acting centrally as an inhibitor of both
norepinephrine and serotonin reuptake.
It is also hypothesized to act peripher-
ally, increasing the metabolic rate, ther-
mogenesis and energy expenditures by
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activating the sympathetic nervous sys-
tem through (;-adrenergic receptors.*
Sibutramine minimally inhibits the re-
uptake of dopamine but has no recog-
nized effect on acetylcholinergic or his-
taminergic systems.’

Sibutramine is indicated as an ad-
junct to nonmedical interventions such
as diet to promote weight loss®” and
weight maintenance® in patients with an
initial body mass index (BMI) of 30
kg/m? or higher or in those with a BMI
of 27 kg/m’ or higher in the presence of
other cardiovascular risk factors. Over 6
months of sibutramine therapy, most
patients lose about 5%-8% of their
preintervention weight, as compared
with 1%-4% of initial weight among
patients receiving a placebo.” Trials
lasting up to 18 months have shown
that much of the weight loss can be
maintained as long as patients continue
to take the drug.® Sibutramine may also
improve other cardiovascular risk fac-
tors including hyperlipidemia and
glycemic control in patients with type 2
diabetes.""

Increases in heart rate and blood
pressure are known to occur with the
use of sibutramine and result in the
drug therapy being discontinued in
about 5% of patients.” Infrequent but
serious adverse events reported include
seizures, gallstones (due to rapid weight
loss), glaucoma and manic episodes in
bipolar patients.” Common but less seri-
ous effects include dry mouth, head-
ache, insomnia and constipation.’ Sibu-
tramine does not appear to cause cardiac
valve disease,” possibly because, unlike
agents such as fenfluramine and dex-
fenfluramine, it does not cause seroto-
nin release. It is not yet known whether
sibutramine may be associated with pri-
mary pulmonary hypertension.
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Use of sibutramine is contraindi-
cated in patients with a history of coro-
nary artery disease, heart failure, ar-
rhythmias or cerebrovascular disease,
those with inadequately controlled
hypertension (blood pressure 145/90
mm Hg or higher), those with anorexia
or bulimia nervosa, patients taking
monoamine oxidase inhibitors (includ-
ing St. John’s wort), selective serotonin
reuptake inhibitors or certain migraine
drugs (the triptans) because of concerns
about serotonin syndrome, and patients
with narrow angle glaucoma. Safety in
pregnant or lactating women, people
with renal or hepatic impairment and
people over 65 years of age has not
been established.

In Canada and the United States
sibutramine is marketed as Meridia. In
Europe it is also sold as Reductil, Re-
duxade and Ectiva.

What to do: The benefits (reduced risks
of obesity and improvements in gly-
cemic control and hyperlipidemia) and
the risks (especially cardiovascular ad-
verse effects) of sibutramine treatment
need to be discussed with patients along
with alternative and complementary
measures such as diet, exercise and
lifestyle modification. Although sibu-
tramine is not to be prescribed to pa-
tients with known cardiovascular dis-
ease, it is difficult to identify all patients
at risk since many obese patients may
have occult cardiac disease. No routine
laboratory tests are recommended dur-
ing treatment, but pulse and blood
pressure should be checked before
treatment and every 2 weeks in the first
3 months, and thereafter every 1 to 3
months.’” Treatment should be stopped
in patients who experience an increase
in heart rate of 10 beats/min or an in-
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crease in either systolic or diastolic
blood pressure of more than 10 mm Hg
in 2 consecutive visits.’

Eric Wooltorton
Editorial Fellow, CMA7
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