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ABSTRACT

Sibutramine is a serotonin-norepinephrine-dopamine reuptake inhibitor, initially developed as a potential antidepressant and later ap-
proved for the management of obesity. Sibutramine use is also associated with psychiatric symptoms, namely mania, panic attacks,
and, less frequently, psychosis. We report the case of a 32-year-old man, admitted to our hospital due to a suicide attempt in the context
of sibutramine-associated psychosis. The symptoms remitted completely after discontinuation of sibutramine and a brief period of anti-
psychotic medication. The aim of this manuscript is to highlight the importance of the recognition of sibutramine-associated psychosis,
to discuss the possible pathophysiology and the proper clinical and therapeutic management.
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RESUMO
A sibutramina € um inibidor n&o seletivo da recaptagao de serotonina-noradrenalina-dopamina, inicialmente desenvolvido como po-
tencial antidepressivo e posteriormente aprovado para o tratamento da obesidade. O uso de sibutramina esta também associado ao
aparecimento de sintomas psiquiatricos como mania, ataques de panico e, com menor frequéncia, psicose. Relatamos um caso de um
homem de 32 anos, internado no nosso hospital devido a uma tentativa de suicidio no contexto de uma psicose associada a sibutra-
mina. Os sintomas remitiram completamente apds a descontinuagao da sibutramina e um breve periodo de terapéutica antipsicotica.
O objetivo deste artigo é destacar a importancia do reconhecimento da psicose associada a sibutramina, discutir a sua possivel fisio-

patologia e o seu apropriado manejo clinico e terapéutico.
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INTRODUCTION

Sibutramine, a serotonin-norepinephrine-dopamine
reuptake inhibitor, was approved by the Food and Drug Ad-
ministration (FDA) in November 1997 for weight loss and
maintenance of weight loss in patients with a body mass
index (BMI) greater than or equal to 30 (= 30) kg/m? or for
patients with a BMI over 27 kg/m? with other cardiovascu-
lar risk factors, after being initially developed as a potential
antidepressant.” Despite the marketing ban issued by the
European Medicines Agency in 2010, due to cardiovascular
safety concerns, its use remains common, although illegal,
as an anti-obesity medication. Sibutramine can be bought
in the black market, usually as a hidden ingredient of some
illegal weight-loss products. Sibutramine use is also as-
sociated with psychiatric symptoms, namely mania, panic
attacks, and, less frequently, psychosis,?% but the real inci-
dence and frequency of these clinical features is difficult to
determine because there is no reliable data on its consump-
tion worldwide.

We report a case of suicide attempt in the context of
sibutramine-associated psychosis, to highlight the impor-
tance of the recognition of this condition and to discuss the
possible pathophysiology as well as the proper clinical and
therapeutic management.

CASE REPORT

A 32-year-old single man from Brazil, working in Portu-
gal as an elderly caregiver, with no personal history of previ-
ous psychiatric or neurological disorders, and with a family
history of depressive disorder (namely his mother and a
maternal aunt) was admitted to the emergency department
due to a suicide attempt where the patient jumped from a
4"-floor window in December 2019. He was initially evalu-
ated by orthopedic surgery, which documented several frac-
tures. His mental status examination revealed perplexity,
hyperprosexia (excessive fixity of attention on a stimulus
object), anxious mood, behavior indicative of auditory hal-
lucinations, kinesthetic hallucinations, suicide ideation and
loss of self-boundaries (the loss of the awareness of the
separation between the individual and the environment).
Drug scan for amphetamines, cannabis, cocaine and opi-
ates was negative. The patient was then admitted to the or-
thopedic surgery ward. Besides analgesic drugs, the patient
was prescribed olanzapine 10 mg/day. One month following
admission, after undergoing major surgical procedures, the
patient was reassessed by liaison psychiatry and liaison
psychology. The psychotic symptoms and suicide ideation
had remitted. The patient disclosed that, since the age of
18, due to being overweight, he had been self-medicating
with 15 mg sibutramine for 2-month length cycles. In the
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first of these cycles, at age 18, no associated psychiatric
symptoms were reported. The second cycle, when the
patient was 21, was associated with overvalued ideas of
reference, suspiciousness, sadness, and a feeling of aban-
donment, and these symptoms were self-limited to the du-
ration of the sibutramine cycle. Between the age of 22 and
32, the patient reported completing one to two cycles of 15
mg sibutramine per year, and all were associated with the
same aforementioned symptoms. Eight months before ad-
mission, the patient reported a period of overwork, with an
increased volume of night shifts and a subsequent inversion
of his sleep-wake cycle. During that period, and in the three
months before admission, he took a 15 mg sibutramine one-
month cycle, followed by a 30 mg two-months cycle with the
sibutramine pills that he had brought from Brazil. The patient
reported the progressive appearance of overvalued ideas of
guilt, reference, elementary auditory hallucinations, somatic
anxiety, and mixed insomnia. These symptoms evolved to
delusional reference and persecutory ideas, complex au-
ditory hallucinations, accompanied by suicide ideation in
early December 2019. Due to these symptoms, the patient
abruptly stopped sibutramine a week before the hospital ad-
mission. However, the symptoms remained present, and
the patient attributed his suicide attempt, a defenestration
from his bedroom window to an impulsive, unplanned and
desperate act to stop his suffering. Three months after ad-
mission, the patient was discharged without any psychotic
symptoms, medicated with olanzapine 10 mg/day, and re-
ferred to both orthopedic surgery and psychiatric follow-up
appointments.

DISCUSSION

There are few reported cases of sibutramine induced
psychosis in the literature, and hence the importance of dis-
closing such clinical cases, in order to promote a better un-
derstanding of its clinical features. Clinically, the psychiatric
symptoms of our patient are in line with the few reported
cases of sibutramine associated psychosis: a case series of
16 patients with sibutramine associated psychosis revealed
auditory hallucination in (63%), persecutory ideas (38%),
delusions (25%), and suicidal ideation (13%).5

Initial reports regarding the receptor-binding proper-
ties of sibutramine and its metabolites underestimate the
dopaminergic reuptake inhibition of sibutramine compared
with the reuptake inhibition of serotonin and noradrenaline.
However, more recently, some animal studies suggested a
dose-related dopaminergic reuptake inhibition in both the
striatal and hypothalamic regions.?2 This finding may ex-
plain, at least partially, not only the relationship between
sibutramine and psychosis,” according with the most ac-
cepted dopaminergic theory of psychosis, but also, the fact
that our patient only developed psychotic symptoms and
suicide ideation under a sibutramine 30 mg cycle and not
with the previous 15 mg cycles. Furthermore, using the al-
gorithm of Naranjo et aP to estimate the probability of an
adverse drug reaction, this case report would obtain a prob-
able score of 7 points.

Regarding the delay between sibutramine intake and
the onset of psychotic symptoms observed in our patient,
some authors argue that it might be the result of a reverse
tolerance phenomenon that is similar to the phenomenon
described for cocaine and amphetamine abuse, or that
sibutramine may act as a precipitating factor in psychosis-
predisposed patients.®

In terms of the psychopharmacological approach, as in
other case reports,? the symptoms remitted completely after
sibutramine discontinuation and a brief period of antipsy-
chotic medication.

Regarding limitations, we recognize that the absence of
a collateral source of information, namely, a close relative,
and the fact that the mental state examination had taken
place in a liaison psychiatry setting may have limited the
accuracy of some clinical elements. However, we tried to
mitigate such facts by interviewing the patient in different
moments in order to better characterize this case report.

CONCLUSION

Sibutramine may act as a risk factor for psychosis in
predisposed patients. Suspension of sibutramine intake
and treatment with a low dose antipsychotic, for a short pe-
riod, appears to be effective in symptom remission. If, in
a suspected case of sibutramine induced psychosis, the
symptoms persist after those measures are taken, then the
case must be reassessed, and another differential diagno-
sis should be considered. Further studies are required to
elucidate the relationship between sibutramine and psycho-
sis and the underlying pathophysiology.
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