PRACTICE

HEALTH AND DRUG ALERTS

Bupropion (Zyban, Wellbutrin SR): reports of deaths,
seizures, serum sickness

Reason for posting: In a letter to health
professionals,’ Health Canada and
GlaxoSmithKline stated that 1127 re-
ports of suspected adverse drug reac-
tions for bupropion were received be-
tween May 1998 and May 28, 2001.
Included were reports of 19 deaths (in-
cluding 1 case of liver failure, 1 case of
myocarditis, 3 cases of suicide), 172 re-
ports of seizures or convulsions and 37
reports of serum-sickness-like reac-
tions. Although cause-and-effect rela-
tions have not been established in the
vast majority of the reports, it is impor-
tant to remind physicians and warn pa-
tients of possible adverse effects of this
medication.

The drug: Bupropion appears to block
noradrenergic reuptake and dopamin-
ergic reuptake in the brain. It is used as
an antidepressant (marketed in Canada
as Wellbutrin SR) and as a smoking
cessation aid (marketed in Canada as
Zyban). Common adverse events in-
clude dry mouth and insomnia, nausea,
headache and rash.? Bupropion is
known to reduce seizure thresholds,
with a seizure rate of about 1 in 1000
subjects treated.’ Anaphylactoid reac-
tions, including dyspnea, angioedema,
urticaria and pruritus, have been re-
ported at a rate of 1 to 3 cases per 1000
patients enrolled in clinical trials.’
Symptoms of arthralgias, myalgias and
fever and rash resembling serum sick-
ness have been reported rarely. For de-
tailed descriptions of drug interactions
and adverse effects, see the product
monograph.

What to do: Patients should be warned
of the risks of potential serious adverse
effects of these medications, including
seizures and allergic reactions. Zyban
and Wellbutrin SR should not be ad-
ministered concurrently, nor should
they be prescribed to patients with a
seizure disorder. Furthermore, bupro-
pion should not be administered to pa-
tients with conditions altering the

seizure threshold, including anorexia
nervosa or bulimia, patients with poten-
tial benzodiazepine or alcohol with-
drawal, those with head trauma or cen-
tral nervous system pathology, or
patients taking antipsychotic drugs, sys-
temic steroids, quinolone antibiotics or
antimalarial drugs. Doses should be
limited to no more than 150 mg per
single dose and to no more than 300
mg per day. If a seizure or allergic reac-
tion occurs, the medication should be
discontinued and appropriate medical
attention sought. To avoid prolonged
QT intervals and ventricle arrhythmias
secondary to thioridazine toxicity,
bupropion should not be administered
if a monoamine oxidase inhibitor or
thioridazine antipsychotic drug has
been given within the past 14 days.
Bupropion is contraindicated in pa-
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CMAY, Health Canada changing way
adverse drug information delivered

The Canadian Adverse Drug Reaction Newsletter (CADRN) is published 4
times a year by Health Canada to alert health professionals to potential
medication interactions, adverse drug reactions and concerns about thera-
peutic products. After the current issue of CADRN appears in this issue of
CMAJ, it will be redesigned with a fresh, new look and printed separately
from CMAJ, although it will still be delivered with the journal. This will
make it easier for physicians to save this important document for future
reference. CADRN will still be listed in CMA/'s index and table of con-
tents. In addition, CMA/J's “Health and Drug Alerts” page, which is written
by our editorial staff, will regularly (and briefly) explain what is new, im-
portant and should be done about serious or under-recognized adverse
drug reactions. As well, physicians will be reminded regularly how to re-
port adverse reactions to Health Canada. Drug alerts from Health Canada
and the US Food and Drug Administration will continue to be featured
regularly in eCMAJ (www.cma.ca/cmaj). We anticipate that these changes
will help us deliver concise and relevant information to physicians, and
ultimately will increase the reporting of postmarketing adverse events. —

tients with severe hepatic impairment.
A patient information sheet is now
available online.*

Eric Wooltorton
CMAY
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