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Melancholic features related to rimonabant
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Abstract

Introduction: Obesity is currently considered a global epidemic and its prevention and treatment is a major public health concern,
demanding treatment which may combine a sociocultural approach, lifestyle modification, nutritional, pharmacological or surgical strategies.
Rimonabant, an endocannabinoid antagonist, has been proposed as an agent for an average weight loss of 4 kg. However, the development of
anxiety and depressive symptoms can be major side effects.
Case Report: A 27-year-old businessman, after using rimonabant (20 mg/day) for 1 month for weight loss, developed a major depressive
episode with melancholic features, which remitted after the interruption of rimonabant.
Discussion: To our knowledge, a major depressive episode with melancholic or atypical features specifier has not been described since the
initiation of rimonabant pharmacological trials. The Hospital Anxiety and Depression Scale, used in the rimonabant trials, assesses several
key points of depressive patients. However, it neglects the somatic symptoms that correspond to the additional criterion for both of the
mentioned features as well as suicidal ideation. The severity of an episode could also be underestimated depending on the assessment tool or
on the clinical interview.
Conclusion: There may be an underestimation of depressive melancholic and atypical side effects related to Rimonabant use, due to the lack
of consistent assessment with the appropriate screening tools. Pharmacological strategies should be adjunctive for obesity treatment when
there is a failure in the lifestyle and nutritional modification strategies. Moreover, deeper global sociocultural changes should be made in the
treatment and control of the global obesity epidemic.
© 2009 Elsevier Inc. All rights reserved.
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1. Introduction

Obesity has long been associated with sedentary lifestyles
and high-fat/energy-dense diets, and it is currently consid-
ered a global epidemic [1]. The prevention and treatment of
obesity and its serious comorbidities is a major public health
challenge, generally demanding a combination of strategies:
a sociocultural approach, lifestyle modification, nutrition,
pharmacology and/or surgery [2,3].
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Indications for pharmacological treatment include
patients with a body-mass index (BMI) of 27⋅0–29⋅9 kg/
m2 with a major obesity comorbidity or a BMI of 30 kg/m2

and over [4]. The three main targets are the psychological
experience and behavioral expression of appetite, the
peripheral physiology or metabolism and the modulation of
the central nervous system neural pathways [5]. The use of
antiobesity agents in general presents good response in
weight loss, but the Food and Drug Administration (FDA)
currently licenses only orlistat and sibutramine for long-term
use [6]. Orlistat's main adverse effects is fatty and oily stool,
fecal urgency and oily spotting, while sibutramine's side
effects are insomnia, nausea, dry mouth, constipation and
slight increases in blood pressure and pulse rate [6].
Rimonabant is marketed as another option, but some studies
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point to a relevant risk for developing anxiety and depressive
symptoms [7–11].
2. Case report

Mr. A. came to his first psychiatric consultation at the
suggestion of his urologist due to complaints about
precocious ejaculation. There were no physical problems
associated with this symptom, and all the laboratory work-
up, including thyroid screening, was unremarkable. There
were no depressive symptoms, just anticipatory anxiety
related to his sexual complaints. He mentioned no sleep or
appetite disturbances and enthusiastically described his work
and his hobby, dog raising. There was no family history of
major depression or other psychiatric disorders. The patient
was treated with clomipramine 10 mg/day, and insight-
oriented psychotherapy was indicated.

One month later, he presented a good pharmacological
response with no anxiety symptoms. He was euthimic
without sleep or appetite disturbances. He described his life
as happy and mentioned his motivation to get married. He
received a recommendation to extend the use of clomipra-
mine for 2 more months while continuing psychotherapy.

After 2 months, the patient requested a new consultation.
He reported feeling unmotivated to work with a remarkable
loss of interest in sex and other pleasures like going out with
friends during the past 2 weeks. He did not feel any better
even after his dog gave birth, showing a lack of mood
reactivity. He complained about early morning awakening
and a marked psychomotor agitation with a consequent
perception of worsening of symptoms and mood at the
beginning of the day. He denied feelings of hopelessness,
excessive guilt, suicidal ideation or stressful life events.

He was evidently thinner than at the previous consultation
and informed the physician that he had been prescribed
rimonabant for 1 month with subsequent weight loss of 4 kg,
despite a previous BMI of 23.3. His endocrinologist had
prescribed it in order for him to get “in shape” without
dietary restrictions or physical activities. The depressive
symptoms began 15 days after the start of rimonabant 20 mg/
day and he was no longer using clomipramine.

He was advised to interrupt rimonabant, and 1 month
later, he experienced improvement in abulic and anhedonic
symptoms, sleep and psychomotor agitation.
3. Discussion

It is suggested that increased activity of the endocanna-
binoid system might contribute to the development of
obesity and metabolic syndromes and sustained by the leptin
resistance [7]. Rimonabant is an endocannabinoid, cannabi-
noid-1 receptor antagonist that reduces waist circumference;
optimizes high-density lipoprotein cholesterol and triglycer-
ide concentrations and produces an average of 4.7 kg of
weight loss, after 1 year of 20-mg/day use [6,8,9].
In a recent meta-analysis [9] rimonabant was associated
with 2.5 times the chance of discontinuing the treatment due to
depressive symptoms and a 3.0 times chance due to anxiety,
compared to a placebo. The FDA briefing document reported
a relative risk of 1.9 (CI, 1.5, 2.3) for psychiatric adverse event
compared to placebo, as well as an increased risk (odds ratio,
1.9) of suicidality (CI, 1.1, 3.1) [10,11] Nine percent of the
rimonabant 20 mg-treated subjects reported symptoms of
depression vs. 5% of placebo users [11]. It is important to note
that a history of major depressive disorder was an exclusion
criterion for patients in some studies [9].

To our knowledge, this is the first report of a major
depressive episode with melancholic features since the
initiation of rimonabant pharmacological trials. The depression
screening tool used in most rimonabant trials is the Hospital
Anxiety and Depression Scale (HADS), a self-rating scale,
which is interesting because it has only cognitive and emotional
symptoms, thereby excluding the effect of the somatic
symptoms that could be related to disorders like cancer, obesity
and obstructive sleep apnea [12,13]. On the other hand, it does
not measure the onset of new depressive somatic symptoms,
especially melancholic or atypical features secondary to the use
of the medication. Another key point in depression assessment
is suicidal ideation or attempt presenting an eminent risk for the
patient, which is also not screened by the HADS. It is indeed a
valid and important scale [14]; however, there is also a concern
that the observer-rating scales, per se, are more valid than self-
rating [15]. Nevertheless, even theHamiltonDepressionRating
Scale (HAM-D17), still considered the gold standard for
outcome measurement in trials with antidepressive medication,
is questioned because of the lack of incorporation of
contemporary definitions of depression [16]. In addition,
HAM-D17 does not assess some of the criterion ofmelancholic,
especially atypical features, as well as theMontgomery-Åsberg
Depression Rating Scale and the Beck Depression Inventory
[17]. Moreover, severity and specific features of an episode
cannot be screened solely by the assessment tool.

According to the Diagnostic and Statistical Manual of
Mental Disorders, Fourth Edition, Text Revision, our patient
fulfilled the following criteria for a major depressive episode
with a melancholic features specifier: A1 (loss of pleasure in
all or most activities), A2 (lack of reactivity to normally
pleasurable stimuli), B2 (depression regularly worse in the
morning), B3 (early morning awakening) and B4 (marked
psychomotor retardation or agitation). It is indeed hard to
evaluate the correlation of criterion B5 (significant anorexia
or weight loss) with the melancholic feature of the depressive
episode, as it may be directly associated with the use of
rimonabant. Nonetheless, the patient lost 4 kg in only 1
month, which could be related to the development of the
depressive episode and, therefore, significantly increased it.

4. Conclusion

There may be an underestimation of depressive melan-
cholic and atypical side effects related to rimonabant use,



585B. de Mattos Viana et al. / General Hospital Psychiatry 31 (2009) 583–585
due to the lack of consistent assessment with the
appropriate screening tools. However, there is limited
evidence based on case reports, this being the first to
report melancholic features. Conversely, studies of rimo-
nabant have shown substantial reduction of some of the
cardiometabolic risk factors that are not generally asso-
ciated with sibutramine or orlistat [6]. Thus, more data on
risks and benefits of this drug is still needed.

Treatment of the obesity epidemic is a hard task.
Pharmacological treatment strategies should be adjunctive
and used when there is a failure of the lifestyle and nutritional
modification strategies. The inability of pharmacological
treatment alone to reverse obesity trend shows how deeper
changes need to be proposed by public health providers and
health professionals. Influences related to modern socio-
cultural issues may play the central role in dealing with this
epidemic. Depression rates also show an upward trend and
may also be related to sociocultural changes [18].

Physical activities should not be restricted to fitness
centers and questions about transportation and modern labor
duties should also be included. The previous cultural dietary
regionalism was changed to a globalized high-fat/energy-
dense fast food that is proposed to be in accordance with
busy time schedules. This global change in diet is now likely
to increase the rates of obesity in the majority of societies,
with the inevitable outcome of increased weight concerns
and eating psychopathology [19].

These are also some of the questions that demand further
investigation on obesity epidemiology and treatment.
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