Psychiatria Danubina, 2021; Vol. 33, No. 2, pp 185-186 https://doi.org/10.24869/psyd.2021.185

© Medicinska naklada - Zagreb, Croatia

Case report
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INTRODUCTION

Clarithromycin is a semisynthetic macrolide used
with other medicines to treat stomach ulcers caused by
helicobacter pylori (HP). It has psychiatric side effects
like confusion, insomnia, psychosis and depersonaliza-
tion. Amoxicillin is a penicillin antibiotic used to treat
bacterial infections. Antibiotic-associated psychiatric
symptoms were first described 60 years ago following
penicillin administration and described as psychotic
symptoms (Cohen 1955). Psychosis related with anti-
biotics usually occures after the first antibiotic dose and
dissolved within one week after the end of drug therapy.
Men also seemed to have a previous psychiatric history,
they were more vulnerability. The term antibiomania
was adapted to describe antibiotic-induced manic symp-
toms which is the rare side effect of the antibiotic-use.
Although the frequency of this adverse event is rare in
the literature, there is a growing number of cases in
patients without the previous bipolar or psychotic
disorder history (Abouesh et al. 2002).

The aim of this case report is to present a case who
acute psychosis evolving after the start of triple therapy
for Helicobacter pylori and remitted to healthy mental
status after discontinuation of the regimen.

CASE REPORT

A 45-years-old, married man with no previous psy-
chiatric, trauma or substance-abuse history was admit-
ted to emergency clinic because of abnormal behaviors,
irritability, and suspiciousness. He had acute persecutive
delusions associated with intuitive, interpretive and
imaginative mechanisms. Psychomotor excitement, ag-
gressiveness and irritability, verbal disinhibition and a
denial of problems were also present.

Place, person and time orientation available, vital
parameters were normal. Physical and neurological exa-
minations were within normal limits. Complete blood
count, blood glucose, detailed metabolic panel, urinaly-
sis, electrocardiogram were normal. Computerized tomo-
graphy scan of the head was normal. Additionally, his
wife defined that he and his family had no psychiatric or
neurologic disorders before. Medical history revealed

that he had started to use triple therapy for HP gastritis
five days ago, which includes lansoprazole 30 mg once
a day, amoxicillin 1 g twice daily and clarithromycin
500 mg twice daily.

The patient was hospitalized to the inpatient psychia-
try clinic for further exploration of this acute psychotic
attack and all medications were stopped. He was exten-
sively examined to find any organic cause for the cur-
rent psychotic attack, including brain magnetic reso-
nance (MR) imaging and electroencephalogram (EEG),
which did not to reveal any abnormalities. The possible
cause of this psychotic symptom attributed to an HP
triple treatment(amoxicillin, lansoprazole, clarithromy-
cin, or a combination of these drugs) since the psychotic
symptoms of the patient began to diminish within a few
days after cessation of the HP treatment without any
antipsychotic administration. The patient returned to
normal mental status within in 3 days. Adverse Drug
Reaction Probability Scale (Naranjo) was administered
to the patient. Total score is 7. Total score was probably
5 to 8, suggesting the drug reaction.

DISCUSSION

Antibiomania cases reported by the WHO and the
FDA were most frequently associated with clarithro-
mycin, followed by ciprofloxacin and ofloxacin (Abo-
uesh et al. 2002). Since our patient received a combina-
tion of therapy (clarithromycin, amoxicillin, and lanso-
prazole) for HP, we have to consider the possibility that
any of three (or combinations thereof) were potentially
involved in the onset of psychotic symptoms. These
regimens are also known to regulate approximately 85-
90% cure rates of triple treatments (Hsu et al. 2014).
Triple regimens may be as follows; amoxicillin, cla-
rithromycin and omeprazole for 10 days; bismuth sub-
salicylate, tetracycline and metronidazole for 14 days;
and amoxicillin, clarithromycin and lansoprazole appro-
ved for 10 or 14 days. Triple treatment has a wide side
effect profile and the most common side effects in the
gastrointestinal tract (nausea, vomiting, diarrhea, abdomi-
nal pain occur) (Hsu et al. 2014). Clarithromycin causes
gastrointestinal symptoms similar to amoxicillin, but may
also cause a headache and irritation. Unlike with Proton
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pump inhibitors (PPI), there have been many case reports
for psychiatric consequences due to amoxicillin and clari-
thromycin. The Adverse Drug Reaction (ADR) Probabi-
lity Scale was developed to help standardize the causality
assessment for all adverse drug reactions (Naranjo et al.
1981). It is very simple and often used.

Although there have been rare reports of amoxicil-
lin, clarithromycin more frequently associated with the
antibiomania (Abouesh et al. 2002). Few cases of acute
psychosis caused by amoxacillin have been reported.
One patient developed mania and psychosis 10 days
after the onset of amoxicillin for urinary tract infection.
Symptoms ended 12 days after discontinuation of the
antibiotic (Beal et al. 1986). Similarly, agitation and bi-
zarre behavior with visual hallucinations and delusions
developed in a patient prescribed amoxicillin-clavula-
nate for suspected pneumonia (Bell et al. 2008). All of
these cases showed that acute psychiatric symptoms
improved completely after amoxicillin was discontinued.

These cases prescribe drug interactions as triggers of
psychosis when the patient receives multiple drugs.
Clarithromycin is metabolised by oxidation and deme-
thylation via cytochrome P450 isoenzyme (Peter &
Clissold 1992). Hypotheses have been proposed are
increased prostaglandin and cortisol levels or reduced
GABA concentration in the central nervous system
(Abouesh et al. 2002). Inhibition of the cytochrome
P450 system in multiple treatment regimens of the
macrolide group may lead to this picture. Neuropsychia-
tric symptoms that develop during the use of clari-
thromycin as part of antiretroviral therapy for Human
Immunodeficiency Virus (HIV) have been tried to be
explained by this mechanism (Prime & French 2001).
Toxic antibiotic levels, anti-inflammatory properties of
antibiotics, possibly inhibit prostaglandin E-2, GABA
antagonism and N-methyl-D-aspartate (NMDA) recep-
tor hypofunction, are possible mechanisms for this rare
reaction. The latter two of which have been discussed for
schizophrenia (Cohen et al. 2015). However, urinary tract
infections can cause psychotic symptoms and delirium
(Chae & Miller 2015). Nevertheless, it is not known why
some individuals, perhaps genetically, are more vulner-
able to developing a chronic disease like schizophrenia,
regardless of treatment with antibiotics. There may be a
link between the immune system abnormalities seen in
schizophrenia and the mechanism that causes a psycho-
sis in individuals receiving antibiotic treatment.

It is difficult to talk about incidence-prevalence rates
of antibiomania because of limited data. There are still
uncertain points about the pathogenesis of these condi-
tions. This case report may be useful for both mental
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health and other health professionals to be more cau-
tious about the antibiotic-associated psychiatric prob-
lems including psychotic episodes. Physicians and other
health professionals should be aware of these
psychiatric side effects of antibiotics.
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