
Letters to the Editor 

Clarithromycin induced 
mania 
Clarithromycin is an antibiotic used for the treatment of a 
variety of infectious diseases. We wish to report a case 
where strong evidences point to clarithromycin as a 
causative factor of mania. 

Mrs A, a 41 -year-old woman with a history of depression 
since she was 29 years old, started to take clarithromycin 
(500mg bid 12-12h) for the treatment of a urinary tract infec
tion. She was also taking paroxetine 20mg od and diazepam 
10mg od for the treatment of her depression. After the first 
dose of clarithromycin (day one), she developed insomnia. 
Gradually her behaviour changed. On day three she had a 
pressured speech, insomnia and marked psychomotor rest
lessness. 

On the fourth day of antibiotic, and after she had taken six 
doses of 500mg of clarithromycin, she was taken by her 
daughter to the emergency room with the following clinical 
picture: hostile behaviour, pressured speech, psychomotor 
agitation, delusion of grandiosity and mystic delusion and 
absent insight. 

She was interned compulsively and clarithromycin was 
stopped, as was paroxetine and diazepam. She was 
discharged from the hospital 15 days later, with no symptoms 
of mania or psychosis and medicated with chlorpromazine 
100mg od and lorazepam 2.5mg od. The dose of chlorpro
mazine was then gradually titrated until it was stopped. Mrs 
A is currently asymptomatic. She is taking the following 
medication: paroxetine 20mg od and diazepam 10mg od. 

During the course of her psychiatric illness, she had never 
experienced an episode of hypermania, mania or psychosis. 

In the case reported, three facts must be underlined since 
they point to clarithromycin as a fundamental aetiological 
element of the clinical picture of mania: 
• The insomnia started immediately after the first dose of clar

ithromycin 
• Fast onset (less than 70 hours) of mania 
• Fast improvement of the clinical picture after clarithromycin 

was stopped. 
Although insomnia is a known cause of mania, in this case 

this is unlikely given the relation between the time of onset of 
mania and the time of insomnia. The revised literature high
lights the possible existence of an individual biological 
susceptibility as a needed condition for the onset of mania 
and/or psychosis. Only in this way we can understand that, 
not all patients with the same psychiatric disease, taking the 
same medication, develop mania and/or psychosis when 
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taking the same dose of clarithromycin. 
How clarithromycin induces mania and/or psychosis 

remains unknown. However, some explanations have been 
proposed: 
• It may pass the haematoencefalic barrier inducing behav

ioural changes 
• It may increase the blood levels of Cortisol and 

prostaglandins, hormones that have been associated with 
mania 

• It may increase the blood level of another drug. 
The case reported above also alerts us clinicians about the 

importance of the clinical history in the evaluation and under
standing of the patients' clinical picture. 
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