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Abstract

Antibiomanic episodes, or as the DSM-5 refers to
them, drug-induced manic episodes, pose a clinical chal-
lenge that is still poorly understood. There is insufficient
information on the most common clinical presentation, pa-
tient profile, or underlying aetiopathogenic mechanisms.
We present the clinical case of a 67-year-old woman who,
after starting treatment (clarithromycin and amoxicillin) for
the eradication of Helicobacter pylori, bacteria presented
with a brief manic episode, which resolved after withdrawal
of both drugs and with antipsychotic treatment. The possi-
ble interaction of both drugs, as GABA antagonists, in the
generation of such episodes is discussed, and the clinical
importance of such episodes in psychiatric emergency de-
partments and liaison and interconsultation psychiatry, is
highlighted.
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Introduction

Antibiomania episodes, or as the DSM-5 refers to
them, treatment-induced manic episodes, represent a clini-
cal challenge that is still poorly understood. Despite the fact
that there are data on the number of cases collected by the
State Drug Agencies of different countries [1], there is not
enough information on the most common clinical presen-
tation, patient profile, or the aetiopathogenic mechanisms
related to them. In addition, practically none of the pub-
lished cases refer to possible interactions between drugs.
In this sense, one case describing a patient who presented
with manic episodes, initially while taking clarithromycin,
and later while taking amoxicillin-clavulanate, stands out
[2]. In recent years, there has been a significant increase
in such cases due to the appearance of new antibiotic drugs
and the increase in the prescription of these types of treat-
ments [3].

Case Report

The present case describes a 67-year-old patient who
was taken by her family, due to behavioural disturbance, to
the emergency service of the Hospital Clínico Universitario
de Valencia, three days after starting the eradication treat-
ment of Helicobacter pylori (H. pylori) gastritis (omepra-
zole 20 mg, clarithromycin 500 mg and amoxicillin 1 g ev-
ery 12 hours). After an initial clinical evaluation by the
emergency general doctors, the patient was admitted to the
Internal Medicine service. The first psychiatric evaluation
conducted by the consultation-liaison team revealed an in-
crease in psychomotor activity, irritability, logorrhoea, hy-
perthymic mood, and difficulty falling asleep, as well as au-
ditory hallucinations, mood-congruent mystical delusions,
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and delusions of harm. The Young Mania Rating Scale
(YMRS) score at the time of evaluation was 32, indicating
a manic episode. The examination was completed with a
blood analysis that included biochemistry, blood count and
coagulation, and PCR for COVID-19, as well as brainMRI,
lumbar puncture, and electroencephalogram. None of the
results indicated abnormal alterations.

Given the normal results of the complementary tests,
the age of the patient, the absence of a history of major af-
fective disorders, and considering the close temporal rela-
tionship between the intake of clarithromycin and amoxi-
cillin and the symptomatology, in addition to the rapid im-
provement after cessation of the treatment, the case was ac-
knowledged as an antibiotic-inducedmanic episode, a diag-
nosis of exclusion. We interpreted this event as a probable
adverse reaction to the interaction of these drugs, accord-
ing to the WHO-UMC system for the standardized eval-
uation of the causality of cases. After the elaboration of
this hypothesis, the antibiotic treatment was immediately
suspended and Olanzapine (5 mg PO) was prescribed to
treat the psychomotor agitation. Twenty-four hours after
the withdrawal of clarithromycin and amoxicillin, a rapid
improvement was observed, with the cessation of all symp-
toms, in addition to presenting complete awareness of the
full episode.

Discussion

Taking into account the ever-increasing number of re-
ported cases of antibiomania, the cause of the aforemen-
tioned episode involves one of the antibiotics that is re-
sponsible for most antibiomania episodes (clarithromycin)
[4]. However, recent studies highlight the risk of antibi-
otic interactions in such cases, including cases where one
of the antibiotics is amoxicillin [2]. The most interesting
aspect of the case lies in the possible pharmacodynamic in-
teraction between the two drugs, which is a frequently un-
derestimated possibility. Different theories have been ad-
vanced to explain this association [4]. So far, the one with
the highest degree of consensus is the theory that it inter-
acts with GABA receptors [5]. Clarithromycin antagonizes
postsynaptic GABA-A receptors in neurons and may cause
increased neuronal excitability. In addition, beta-lactams
such as amoxicillin could also behave as concentration-
dependent GABA antagonists, although they tend to present
fewer interactions.

Conclusion

Drug-induced manic episodes are a reality that, given
the diagnostic and therapeutic difficulties they pose, must
be taken into account in clinical practice, especially in
psychiatric emergency and liaison-consultation services.
These reactions are typically observed in patients around
the age of 50, under treatment regimens that include dif-
ferent antibiotics such as macrolides or quinolones. These
antibiotics are used, among others, in the treatment of H.
pylori. Therefore, knowledge of these treatment regimens
is potentially useful in order to perform an early diagno-
sis. However, more studies are necessary to identify poten-
tial mechanisms, the clinical and sociodemographic profile,
and the optimal resolution of the treatment-induced manic
episodes.
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