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Letter to the editor

Delayed Psychosis Induced by Bupropion  
in a Former Cocaine Abuser: A Case Report

To the Editor: Bupropion sustained release (SR) is an 
antidepressant with dopamine and norepinephrine reuptake 
inhibitor activity. Bupropion is structurally related to 
amphetamines and enhances dopamine neurotransmission 
through inhibiting neuronal dopamine reuptake. Bupropion-
induced psychosis has been recognized in overdose,1 as well as 
after sustained-release bupropion administration2 and in the 
elderly.3 This report describes a patient who developed psychosis 
after she was prescribed bupropion for having a low energy level.

Case report. Ms A, a 47-year-old African American 
woman, was initially diagnosed in 2007 with DSM-IV mild 
recurrent major depressive disorder, posttraumatic stress 
disorder, and cocaine abuse (in early full remission). She 
started feeling depressed after her husband was diagnosed 
with cancer of the colon 7 months before the time of this 
report. She was hospitalized and started on escitalopram 20 
mg and trazodone 50 mg qhs, as needed for insomnia. 

Five months prior to this report, she came back to the 
clinic and reported significant improvement in her depressive 
symptoms; however, she still had a low energy level. She also 
had occasional flashbacks about the traumatic incidences 
of her boyfriend being shot in front of her and witnessing 
several relatives dying in a fire in the past. She reported 
still being withdrawn and not wanting to do anything, and 
she still had problems sleeping. Her dosage of trazodone 
was increased to 100 mg qhs prn, and she was started on 
bupropion SR 100 bid for having  a low level of energy. 

Two months later, on follow-up, the patient reported that 
she felt a lot better and had a good level of energy. She still 
had occasional flashbacks. She denied having depressive or 
manic symptoms, psychosis, paranoia, auditory or visual 
hallucinations, or suicidal or homicidal ideation at that time. 
Her sleep (with medication) was fine. Two months later and 
4 months after starting bupropion, she came in for follow-
up and reported that she was very paranoid, was not getting 
out of the house, had the constant feeling that people were 
watching her, was withdrawn, was confined to her home, and 
had started seeing shadows. She still had nightmares about her 
past abuse. We suspected bupropion-induced psychosis and 
discontinued the bupropion and started her on a low dose of 
paliperidone (3 mg qam). Two weeks after discontinuation of 
bupropion and starting low-dose paliperidone, Ms A’s condition 
significantly improved. She stopped seeing the shadows and 
denied experiencing paranoia or depression. The patient 
started leaving her home, although she was still to some extent 
reluctant to go out, and she still had occasional nightmares.

We hypothesize that the above-described psychotic episode 
was associated with the start of bupropion. Quick reversal 
of psychosis after discontinuation of bupropion supports 
the hypothesis that it was drug induced. Development of 
psychotic symptoms after bupropion initiation could be 

explained by the reuptake inhibition of dopamine. It is likely 
that the dopaminergic neurons are already damaged and 
sensitized in cocaine abusers and addition of bupropion will 
impair the functioning further. Our patient noted significant 
improvement in energy level for 1–2 months before developing 
psychosis, which occurred approximately 4 months after start 
of bupropion treatment. We do not have a good explanation 
at this time for why the patient developed delayed psychosis. 
However, it is likely that there is a lag period of sensitization 
of neurons in cocaine abusers after being sober. The patient 
reportedly has been sober during all of this period.

Reports regarding psychosis or delirium with psychotic 
features from bupropion treatment exist in the literature.4–7 It 
appears that bupropion-induced psychosis occurs primarily 
in patients with certain risk factors. Vulnerable patients 
include those with a history of psychosis or those who are 
taking other dopaminergic medications such as amantadine or 
levodopa. By blocking dopamine uptake, bupropion may cause 
dopaminergic overdrive and thereby precipitate psychosis.5 
Psychosis appears to be dose dependent. Contemporary data 
indicate that a large number of patients benefit from bupropion; 
however, discontinuation of bupropion may be warranted in 
patients who develop psychosis after starting bupropion.
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