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Letter to the Editor

Agomelatine-Related Shift to Mania in a Patient  
With Recurrent Depressive Disorder

To the Editor: Antidepressants have been reported to cause 
symptoms of mania or hypomania.1 We present the case of a 
42-year-old woman with recurrent depressive disorder who 
developed manic-like symptoms with agomelatine treatment.

Case report. In March 2015, a 42-year-old female social 
worker diagnosed with recurrent depressive disorder (ICD-10) 
in the past and treated psychologically for 10 years was admitted 
to the hospital due to reported depressive symptoms. Current 
medication consisted of levothyroxine and oral contraception 
(ethinylestradiol + cyproterone acetate). One week before 
admission, antidepressant pharmacotherapy with agomelatine 
had been started. The patient reported agitation, grand ideas, 
incoherent thoughts, and sleep disturbance after the first dose of 
agomelatine and thus discontinued agomelatine herself. She had 
a history of Hashimoto’s thyroiditis and pituitary adenoma and 
denied substance abuse or history of mania.

Hypothyroidism or disruption of the hypothalamic-pituitary 
axis may be involved in the pathophysiology of mania or 
bipolar disorder.2–4 At the time of admission and with respect to 
accompanying diseases, other causes than agomelatine seemed 
possible for the onset of the patient’s manic-like symptoms. 
Antidepressant therapy with agomelatine 25 mg/d was reestablished, 
as sleep-promoting antidepressants are said to harbor a relatively low 
risk for precipitating manic episodes.5 Unexpectedly, the reported 
symptoms were observed again the following night. Agomelatine 
was discontinued, and the manic-like symptoms remitted within 
hours. Due to these observations, further antidepressant treatment 
was not pursued. Instead, the patient was started on mood-
stabilizing pharmacotherapy with quetiapine 500 mg/d. Routine 
blood tests including thyroid-stimulating hormone level and brain 
MRI scan revealed no pathology. After 8 days of hospitalization, the 
patient was discharged at her own request still presenting moderate 
depressive symptoms.

With no prior antidepressant treatment, our patient developed 
hypomanic to manic-like symptoms twice immediately after a single 
dose of agomelatine 25 mg. According to Tondo et al,6 the use of 
antidepressants in adults with bipolar disorder or major depressive 
episode generally increases the risk of mania. Agomelatine is an 
agonist at the MT1 and MT2 receptors and an antagonist at the 
5-HT2C serotonin receptor.5 The antidepressant is expected to have 
chronobiotic effects7 by resetting sleep-wake cycles.8

Yatham et al9 examined the efficacy of agomelatine versus 
placebo as adjunctive therapy to mood stabilizers in patients 
with bipolar disorder. In combination with lithium or valproate, 
agomelatine created no increased risk for manic-like symptoms 
compared to placebo.9 In contrast, Thorpe et al10 reported the 
case of a 31-year-old woman with an agomelatine-associated shift 
from bipolar depression to hypomania. In addition, Tu and Lin11 
described the case of a 52-year-old woman diagnosed with recurrent 
depressive disorder who developed hypomanic symptoms 4 days 
after initiation of agomelatine 25 mg/d. She had been treated with 
paroxetine prior to agomelatine. Discontinuation of paroxetine 
was also considered to be a possible cause of the shift, as mania 
and hypomania have been reported to develop shortly after the 
discontinuation of antidepressants.12 

In the case reported by Thorpe et al,10 shifting from sertraline to 
agomelatine was followed by manic-like symptoms. There was no 
such explanation for the shift to mania in our case. Endocrinologic 
and brain-morphologic causes were excluded; at the time of the 
first dose of agomelatine, our patient had not previously received 
antidepressants. Manic-like symptoms remitted completely 
after discontinuation of agomelatine. Due to the close temporal 
association and exclusion of other causes, a relation between the 
onset of manic-like symptoms and agomelatine seems probable 
(Naranjo Adverse Drug Reaction Probability Scale13 score of 8). 
As ethinylestradiol can inhibit the metabolism of cytochrome 
P450 (CYP) 1A2 substrates and lead to an increase in their plasma 
concentrations, drug-drug interactions between ethinylestradiol 
and the CYP1A2 substrate agomelatine cannot be fully excluded.
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