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Acute Psychosis After Bupropion Treatment in a
Healthy 28-Year-Old Woman
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Family physicians commonly use bupropion for
treatment of tobacco abuse. Here we present a case
of acute psychosis after treatment with bupropion.
It represents the first case of bupropion-induced
psychosis at a low dose in an otherwise healthy
patient.

Case
A 28-year-old woman presented with a chief com-
plaint of tobacco abuse and a desire to quit. Her
medical history was remarkable for one previous
anxiety attack, which was self-limited and required
no medical intervention, and occasional gastroin-
testinal spasms treated with hyoscyamine. The pa-
tient’s surgical history was unremarkable; so was
her family history, which was negative for psychi-
atric diagnoses. The patient’s social histories re-
vealed a 3 pack per year smoking history, minimal
alcohol use, and no elicit drug use. Given her desire
to quit smoking, the patient was started on bupro-
pion (Wellbutrin SR, GlaxoSmithKline, Brentford,
United Kingdom) 100 mg daily for 1 week, with
goal titration to 150 mg twice daily by the end of
week 2. Risk and benefits were discussed and the
patient was told to call with any concerns.

Seven days into treatment the patient called stat-
ing she could not leave her home for fear that
someone was going to hurt her and her children. In
addition to the paranoia, the patient developed
panic attacks, suicidal ideation, and auditory hallu-
cinations suggesting she should hurt herself. De-
spite the abnormal psychiatric symptoms, orienta-

tion and memory were preserved. The patient
refused to come to be evaluated and insisted that
she would not hurt herself despite the new ideation,
commenting that what she was experiencing was
“silly” and “not real.” When buproprion was dis-
continued, all symptoms resolved over the course
of 1 week. At a 2-month follow-up she displayed no
residual symptoms.

Discussion
The side effects from bupropion are many; how-
ever, cases of psychosis are rare. In 1985 Golden et
al1 reported symptoms of psychosis in 4 patients
institutionalized with psychiatric disorders. Each of
these patients was started on high doses of imme-
diate release buproprion, with psychosis occurring
at various intervals (3 to 30 days) after the initiation
of therapy. The psychosis experienced by these
patients was characterized by hallucinations in the
presence of intact orientation and memory and
resolved with discontinuing or lowering the dose of
the drug. In 1992, Ames et al2 described 3 similar
cases in patients treated for bipolar disorder treated
with lithium and buproprion. Each patient’s symp-
tom resolved with the withdrawal of the bupropion.

In 1999, Howard and Warnock3 wrote a Letter
to the Editor espousing risk factors for bupropion-
associated psychosis, specifically including a history
of psychosis, concurrent use of a dopaminergic
agent, and advanced age. In 2002 came the first
reported case of psychosis in a young (29-year-old)
man treated with bupropion for smoking cessation.
This patient’s history was significant for concomi-
tant multi-substance abuse, including alcohol and
marijuana. His symptoms appeared at a 300-mg/
day dose and resolved with discontinuation of bu-
propion.4

There are 2 hypotheses regarding bupropion-
associated psychosis. The first is related to bupro-
pion’s effect on dopamine inhibition.1,3 Specifi-
cally, it has been postulated that there is inhibition
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of dopamine uptake with buproprion.5 The defense
of this theory is seen in the fact that dopaminergic
side effects (insomnia, nausea, and vomiting) are
more common with bupropion use versus amitrip-
tyline use.6 Furthermore, patients on L-dopa plus
bupropion were much more likely to develop
symptoms of dopamine toxicity versus control
groups of patients on L-dopa alone.7 Finally, in-
creased levels of the dopamine metabolite ho-
movanillic acid have been noted in patients who
responded poorly to bupropion. This finding sug-
gests that the dopamine has not been present in the
circulation long enough to have it’s proper effect.5

The second theory relates to bupropion’s chem-
ical structure, which is similar to amphetamine.
Auditory hallucinations and paranoia associated
with clear sensoria are shared symptoms with am-
phetamine toxic syndromes and bupropion psycho-
sis.8 None of the patients had tactile hallucinations
or skin pricking behavior which would complete
the amphetamine syndrome.

This case is similar to the other cases mentioned
because the patient’s symptoms of psychosis devel-
oped 7 days after drug initiation and included para-
noia and auditory hallucinations in the presence of
intact orientation and memory. Given that the on-
set and complete resolution of her symptoms was
associated with the start and stop of bupropion use
suggest this medication as the cause of her psycho-
sis. This case is unique because the symptoms de-
veloped at a low dose of bupropion in a young
woman without any related psychiatric illness.
Moreover, it is interesting to note that the patient
was on hyoscyamine, which has anticholinergic
properties. This case calls into question the inter-
action between bupropion and anticholinergic
agents. It is well known that a delicate balance
between acetylcholine and dopamine is required for
brain homeostasis. This case suggests an additional
theory for the development of psychosis with bu-
propion use, specifically, the concominant use of

anticholinergic agents. Currently, there is no liter-
ature, including packet inserts, suggesting an inter-
action between anticholinergics and bupropion.

Conclusion
Many physicians are well versed in the use of bu-
propion for smoking cessation and depression. This
represents the first case of bupropion-induced psy-
chosis in a previously healthy patient with no co-
morbid substance abuse on low doses of the med-
ication. In addition, this case brings to light the
question, Is there a contraindication to prescribing
bupropion with anticholinergic agents? Further
studies will be necessary to elicit the answer to this
question.
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