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To the Editor.

Attention-deficit hyperactivity disorder (ADHD) is one 
of the most common mental disorders with a worldwide 
prevalence of around 5% in children1. Pharmacotherapy is 
the most commonly recommended intervention for ADHD. 
Methylphenidate, dexamphetamine and atomoxetine are 
widely used in European countries and North America for 
the pharmacological treatment of ADHD2. Atomoxetine, a 
selective inhibitor of norepinephrine reuptake is the first 
non-stimulant drug approved by the Food and Drug 
Administration for the treatment of ADHD3. The efficiency 
of atomoxetine has been documented in short and long-
term studies4. We report a case of mania-like symptoms 
induced by atomoxetine, which was observed in an 
adolescent with ADHD and oppositional defiant disorder 
(ODD). 

A 12-year-old girl was diagnosed with ADHD, combined 
type and ODD according to Diagnostic and Statistical 
Manual of Mental Disorders, Fourth Edition, in our hospital. 
She showed inattention, hyperactivity and oppositional 
symptoms such as problems with inattention to detail, 
distractibility, forgetfulness, impulsiveness and anger 
regulation. She did not have a history of bipolar disorder 
and depression. There was no family history suggestive of 
bipolar disorder. Only her mother had a history of depression. 
The patient had not been treated previously with any 
medications for ADHD. Her body weight was 35 kg and 
physical examination did not reveal any abnormality. She 
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was started on atomoxetine 0.5 mg/kg/d, which she tolerated 
well. After 1 week, the dose of atomoxetine was increased to 
1.2 mg/kg/d. However, on the 4th day of the increase in the 
dose, she demonstrated a marked increase in distractibility, 
hyperactivity, talkativeness, hostility and self-esteem at 
school and at home. She became more irritable. She had a 
decreased need for sleep (3 or 4 hours of sleep per night) 
than usual (5 or 6 hours of sleep per night). The patient 
threatened to kill the grandson of her aunt. She did not 
show grandiosity, delusions, hallucinations, flight of ideas, 
increased goal-directed behavior or hypersexuality. These 
symptoms were thought to be an activation similar to the 
one produced by SSRI-activation and this condition was 
evaluated as mania-like symptoms induced by atomoxetine. 
The dose of atomoxetine was decreased and stopped within 
three days. No medication was started. The mania-like 
symptoms improved within 1 week. The patient returned to 
her baseline behaviors both at home and at school. The 
patient was observed up to two months without medication 
and she did not have spontaneous episodes of mania or 
hypomania, but continued to have baseline problems such 
as inattention, hyperactivity and oppositional symptoms. 
Therefore, methylphenidate was started at a dose of 5 mg/d, 
and it was gradually increased up to a dose of 20 mg/d 
within 1 month. Her symptoms improved significantly with 
this medication. The mania-like symptoms did not occur 
while on methylphenidate.

The illustrated case has no confounding medications and 
shows clear onset and resolution of manic symptoms with the 
introduction and subsequent removal of atomoxetine. 
Although the other cases of mania induced by methylphenidate 
in children with ADHD5,6, or worsening of the bipolar illness 
with stimulants have been reported in the literature7, in our 
case the child well tolerated methylphenidate. There is only 
one a case report of mania induced by atomoxetine in an 
adolescent patient with ADHD in the literature. This case had 
a personal history of drug-induced mania and had a family 
history suggestive for bipolar disorder8. Moreover, Henderson 
and Hartman (2004), in a study of 153 patient taking 
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atomoxetine reported extreme irritability, aggression, mania, 
or hypomania induction in 51 cases (33%). While most of the 
51 cases had a personal and family history of mood disorders, 
only six patients (11%) had neither personal nor family history 
of mood disorders9. According to the piece of literature above, 
a personal and/or family history of bipolar disorder is 
significantly a risk factor for mania/hypomania induced by 
atomoxetine. On the other hand, rarely, mania/hypomania 
that is induced by atomoxetine also can occur in patients with 
no personal or family risk factors of bipolar disorder. Our case 
suggests that the clinicians who choose atomoxetine for the 
treatment of ADHD should be careful for the mania/
hypomania even in patients with no family or personal risk 
factors of bipolar disorder. As a result, all patients who are 
treated with atomoxetine should be closely monitored for 
mania-like symptoms that are induced by this medication.  
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