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INTRODUCTION 

Vortioxetine is a new generation antidepressant that 

has 5-HT3, 5-HT1D, 5-HT7 antagonist, 5-HT1B partial 

agonsite and 5-HT1A receptor agonist features (Sanchez 

et al. 2015). The antagonist effect on 5-HT3 receptors 

causes nausea and vomiting, the most common side 

effect of vortioxetine (D'Agostino et al. 2015). In 

animal studies, it blocks 5-HT3 receptors, causing an 

increase in serotonin, dopamine, norepinephrine, 

acetylcholine, and histamine (Sanchez et al. 2015).  

It is known that manic or hypomanic switch may 

occur due to antidepressant treatment. Treatments that 

increase dopamine and norepinephrine levels can 

cause a manic shift (Allain et al. 2017). The features 

that increase the risk of manic or hypomanic switch 

due to antidepressants are female sex, young age, fa-

mily history of psychiatric disorders, atypical features 

and three or more lifetime episode of depression 

(Pirdogan Aydin et al. 2019). 

The aim of this case report is to present a patient 

who presented to psychiatry with depressive com-

plaints for the first time, and a hypomanic shift that 

occurred two months after the start of vortioxetine 

with the diagnosis of major depressive disorder. 

 

CASE REPORT 

A 35 year-old woman applied to our clinic because 

of more than 10 years of unhappiness, not enjoying life 

and crying spells. She has not applied to psychiatry 

before. She was started on vortioxetine 10 mg/day with 

the diagnosis of depression. Then she came to the 

control with a delay of two months. In her second 

application, she said that he benefited from vortio-

xetine which was started earlier, the complaint of un-

happiness decreased, but she did not continue drug 

treatment after a month. Insomnia complaints were 

accompanied by old complaints. Since she previously 

benefited from vortioxetine, vortioxetine was started 

again at 10 mg/day. Trazodone was added to 50 mg/day 

treatment for insomnia. After two months of treatment, 

she applied to our clinic, saying that her need for sleep 

has decreased, she complained about the acceleration 

of her speech, and that her desire to deal with many 

projects at work began to increase for last one week. 

She was still using vortioxetine and had used the 

trazodone for insomnia for one or two times. Recently 

she has used no other drugs. There were no pathologic 

findings that could cause hypomania in the laboratory 

tests. She has no other known physical disease. Her 

uncle had a history of substance abuse and died as a 

result of suicide. There was no manic or hypomanic 

period before. Vortioxetine treatment was discontinued 

considering that the patient had a hypomanic shift due 

to vortioxetine. Young Mania Rating Scale score was 

17. She was started on quetiapine 50 mg/day. Since she 

had concerns about excessive daytime sedation at work 

as a side effect, quetiapine dose was kept low and a 

control visit was recommended for one week later. In 

the follow-up visit, the Young Mania Rating Scale 

score was 13. Her speech was slower, her desire to 

deal with many projects decreased. Quetiapine dose 

was increased to 100 mg/day. At the control 2 weeks 

later, the Young Mania Rating Scale score was 2. 

Quetiapine treatment was continued as 100 mg/day. 

 

DISCUSSION 

In this case report we present a young woman with 

major depressive disorder who has a hypomanic switch 

after two month vortioxetine treatment. It was thought 

that there might be a trazodon induced hypomania 

since the patient was a two-month period when he did 

not experience hypomanic symptoms while using 

vortioxetine alone and although trazodone is thought 

to be safe at low doses to promote sleep in bipolar 

patients, in the literature trazodone added to the treat-

ment for insomnia complaints has been reported to 

cause manic and hypomanic shifts (Hu et al. 2017). 

However, since the patient used trazodone for 

insomnia for one or two nights two months ago, and 

then discontinued the drug, as it was evaluated that the 

hypomanic shift may be due to vortioxetine. Although 

a meta-analysis on the use of vortioxetine in depres-

sion patients known to have no bipolar disorder history 

has been reported to have no risk of manic shift as a 

side effect (Berhan & Barker 2014) and in a study on 

the safety and tolerability of vortioxetine, only one 

patient in 3018 patients showed symptoms of 
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hypomania, and vortioxetine was not different from 

placebo in terms of hostility/aggression-related side 

effects (Baldwin et al. 2016). In the previous literature 

there are three manic (D'Andrea et al. 2019, Maud 

2016, Sobreira et al. 2017) and two hypomanic 

(Baldwin et al. 2016, Pirdogan Aydin et al. 2019) cases 

that developed after vortioxetine use. Three of these 

cases (D'Andrea et al. 2019; Pirdogan Aydin et al. 

2019, Sobreira et al. 2017) patients had no known 

bipolar disorder history, while one case (Maud 2016) 

had a prior diagnosis of bipolar disorder. Our case is 

the sixth case of mood shift associated with 

vortioxetine. Our patient applied to psychiatry for the 

first time despite having depressive complaints for 

more than 10 years and had not been diagnosed with 

bipolar before. There were no known relatives who 

had bipolar disorder in the family, but his uncle had a 

history of substance abuse and completed suicide. 

Being young and female were risk factors for manic / 

hypomanic switch due to antidepressants for our case. 

 

CONCLUSION 

Vortioxetine is a new antidepressant with its multi-

nodal feature, which has effects on multiple neuro-

transmitter systems, including dopamine and nore-

pinephrin (D'Agostino et al. 2015). As in this case, the 

presence of hypomanic and manic switches due to 

vortioxetine in the literature suggests that there is a 

risk of manic or hypomanic switch for vortixetine as in 

other antidepressant treatments. When starting vortio-

xetine treatment, it may be useful to question whether 

there is bipolar disorder in the past psychiatric history 

and family history, to reduce the risk of possible 

hypomanic or manic shift. 
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