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Case Report
Suspected agomelatine-induced tongue
temperature perception abnormality: a case report
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Abstract: Tongue temperature perception abnormality typically refers to an alteration in the tongue’s ability to sense
temperature, which may manifest as diminished or lost perception of heat or cold, or abnormal sensations in the
absence of significant temperature changes. This case report describes a 60-year-old female who developed tongue
temperature perception abnormality following the use of agomelatine. The patient had a history of good health, with
no surgical or chronic disease history, and no family history of mental iliness. She presented with symptoms of emo-
tional depression, irritability, and insomnia, and was diagnosed with depression. Initially treated with sertraline and
oxazepam, the treatment was changed to agomelatine due to poor sleep quality. One week after starting agomela-
tine, the patient reported tongue discomfort, which progressed to temperature perception abnormality, leading to
burns and blisters. After discontinuing agomelatine and switching to duloxetine treatment, the symptoms rapidly
improved. This case suggests a potential adverse drug reaction induced by agomelatine. The report emphasizes the

importance of monitoring drug side effects and timely intervention in clinical practice.
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Introduction

Agomelatine is a “star” drug in antidepres-
sants, which not only has a higher efficiency
and cure rate in terms of antidepressant treat-
ment, but also has the characteristics of regu-
lating patients’ sleep structure and biological
rhythm, improving patients’ dynamic fatigue
and anhedonia, good tolerance, less influence
on sexual function, no influence on weight, and
small withdrawal reaction [1]. Therefore, ago-
melatine has more advantages for patients
with depression accompanied by residual sleep
rhythm disturbance, lack of motivation, fatigue,
anhedonia, etc., and patients who cannot to-
lerate adverse reactions caused by monoa-
mine antidepressants such as sexual function
decline, weight gain, lethargy, gastrointestinal
discomfort, etc. [2]. Agomelatine was recom-
mended as a first-line treatment for patients
with depression associated with sleep disor-
ders in the 2015 Chinese Guidelines for the
Prevention and Treatment of Depressive Di-
sorders (2nd edition) and the 2016 Canadian

Anxiety and Mood Disorders Treatment Net-
work/International Bipolar Society Bipolar
Disorder Treatment (CANMAT/ISBD) guidelines
[3, 4].

Agomelatine, the first melatonin receptor ago-
nist, activates both the melatonin receptors
MT1 and MT2 and antagonizes the 5-HT2C
receptor [5]. Agomelatine can improve sleep
quality and restore biorhythm by activating
MT1 and MT2 receptors. By antagonizing the
5-HT2C receptor in the postsynaptic mem-
brane, it can increase the release of dopamine
(DA) and norepinephrine (NE) in the prefrontal
cortex (PFC) and exert an antidepressant ef-
fect. When MT activation is combined with
5-HT2C receptor antagonism, a unique syner-
gistic effect can be generated [6, 7]. Therefore,
agomelatine has promising applications in the
treatment of many psychiatric disorders.

The common adverse reaction of agomelatine
includes headache, dizziness, excessive seda-
tion, diarrhea, dry mouth, nausea and liver inju-
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ry. Among them, liver injury was shown as ele-
vated liver enzymes, which is common in clinic
and limited the application of agomelatine [8,
9]. Therefore, agomelatine can only be consid-
ered as an alternative drug for patients who
do not respond to or cannot tolerate other anti-
depressant drugs. Here, we report a case
of abnormal tongue temperature perception
which may be caused by agomelatine. This is
rare and has not been reported before. We
hope this article could provide some reference
for future clinical use of agomelatine.

Case report

The patient was a 60-year-old Han Chinese
female worker who visited the outpatient clinic
due to persistent emotional depression, irrita-
bility, and insomnia for two months and was
diagnosed with depression. She had a history
of good health, with no record of surgery or
chronic diseases, and there was no family his-
tory of mental illness. She had no bad habits
such as smoking and drinking. Physical exami-
nation and auxiliary tests, including complete
blood count, liver and kidney function, blood
sugar, blood lipids, and electrocardiogram, sh-
owed no significant abnormalities. The initial
treatment plan consisted of sertraline 50 mg
and oxazepam 15 mg, but the patient still com-
plained of poor sleep quality after one week.
Therefore, the treatment was adjusted to
agomelatine 25 mg and oxazepam 22.5 mg.
After the adjustment, the patient’s sleep and
mood improved. However, one week after start-
ing agomelatine, the patient reported tongue
discomfort, which developed into temperature
perception abnormality about two weeks later,
unable to perceive the temperature of drinking
water, leading to tongue burns and blister for-
mation. Oral examination and neurological
examination revealed no obvious abnormali-
ties. Agomelatine was then discontinued, and
the patient was switched to duloxetine cap-
sules 60 mg. Two days after the treatment
adjustment, the patient’s discomfort in the
tongue was alleviated, and the symptoms basi-
cally disappeared after one week.

Discussion

Agomelatine is a melatonin receptor agonist
(M1/M2) and 5HT2c receptor antagonist, us-
ed for the treatment of depression [10].
Agomelatine has been shown to significantly
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improve sleep in patients with depression in
the early stages [11]. Common side effects
include headache, somnolence, dizziness, ab-
dominal pain, and diarrhea, as well as tempo-
rary increases in transaminase levels. Although
agomelatine has a relatively good side effect
profile, individual differences during its use
require attention [12]. In this case, the patient’s
tongue temperature perception abnormality
may be related to the use of agomelatine. The
patient had only emotional and sleep problems
before medication, the occurrence of tongue
temperature perception abnormality corre-
sponded with the use of agomelatine, and the
symptoms rapidly improved after discontinuing
agomelatine, further supporting agomelatine
as a possible cause. Additionally, the patient
was in good health, with no oral diseases, neu-
rological diseases, systemic diseases, or bad
habits such as smoking or drinking. Therefore,
other related factors causing tongue tempera-
ture perception abnormality were excluded.
Regarding concurrent medication, common
adverse reactions of oxazepam include som-
nolence, dizziness, and fatigue, with larger
doses potentially causing ataxia and tremors.
Although individual differences exist, it is un-
likely that they caused sensory abnormalities,
as the patient continued to use them without
affecting the resolution of tongue temperature
perception abnormality. Furthermore, there is
a possibility that the tongue temperature per-
ception abnormality was a somatic symptom
of the patient’s depression, which was effec-
tively controlled after using duloxetine cap-
sules. Duloxetine, by acting on norepinephrine,
is particularly effective in regulating pain per-
ception and providing relief [13]. However,
duloxetine usually takes effect within 1-2
weeks, and despite individual differences, it is
unlikely that the symptoms improved within two
days after treatment adjustment. Therefore, we
believe that the tongue temperature perception
abnormality was caused by agomelatine. This
serves as a reminder that in clinical practice,
physicians should be vigilant about potential
adverse drug reactions and adjust treatment
plans in a timely manner to alleviate patients’
symptoms.

Conclusion

This case report presents an instance of tongue
temperature perception abnormality following
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agomelatine treatment. It highlights the need
for physicians to closely monitor patients’
responses when using agomelatine and other
antidepressant medications, and to adjust
treatment strategies promptly in the event of
adverse reactions. Future research should fur-
ther explore the safety and tolerability of
agomelatine and other antidepressant drugs to
optimize treatment plans and reduce the occur-
rence of adverse reactions.
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