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Bipolar disorder affects 0.8% of the general adult
population and is defined by the presence of at
least 1 episode of (hypo)mania and depressive episodes.
Many patients with bipolar disorder, specifically in
bipolar depression, fail to experience the benefits of first-
and second-line approaches and subsequently require
alternative treatments to achieve remission. Current
guidelines defend the use of antidepressants, antipsychotics,
mood-stabilizing agents, and electroconvulsive therapy
(ECT) or a combination of them.!

Repetitive transcranial magnetic stimulation (rTMS)
is a noninvasive neuromodulation technique approved
for treatment-resistant depression, obsessive-compulsive
disorder, and other neuropsychiatric disorders.? Clinical
trials of rTMS for bipolar depression suggest a potential
reduction of depressive symptoms,>* and there is a lack of
evidence reporting development of manic symptoms after
this treatment.*”

We present the case of a patient diagnosed with bipolar
depression who developed manic symptoms after treatment.
This case prompted a discussion of the relevance and safety
of this treatment in bipolar depression. Relevant clinical
information was extracted from the patient’s medical
record.

Case Report

The patient was a 46-year-old woman diagnosed with
bipolar I disorder since her teens. She had a history of 7
psychiatric hospitalizations, the last one in 2003, most
of which resulted in a diagnosis of a manic episode with
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psychotic symptoms. She was treated with lithium, sodium
valproate, quetiapine, and lamotrigine, which she had to
suspend after developing severe side effects: acute hepatitis
with sodium valproate and quetiapine and severe skin rash
with lithium and lamotrigine. In 2008, she started ECT
sessions and achieved symptom remission. However, in
2011 she refused to continue due to the development of
cognitive symptoms. Before starting psychiatric follow-up
in our outpatient clinic, she was taking clozapine 50 mg/d,
paliperidone 6 mg/d, bupropion 300 mg/d, and sertraline 200
mg/d, maintaining, however, anhedonia, depressive mood,
and severe psychomotor retardation. She was then referred
to initiate treatment with our rTMS depression protocol:
20 daily sessions of intermittent theta burst stimulation
over the left dorsolateral prefrontal cortex and continuous
theta burst stimulation over the right dorsolateral prefrontal
cortex. The Montgomery-Asberg Depression Rating Scale
(MADRS)® and Young Mania Rating Scale (YMRS)” were
administered before and after treatment with rTMS. Her
baseline scores were MADRS =35 and YMRS =2.

After the 10th session, she suddenly became restless,
and her mood quickly switched to euphoria. She developed
total insomnia and flight of ideas in association with
disinhibition, irritability, and persecutory and grandeur
delusions (MADRS =12, YMRS =40). The rTMS depression
protocol and antidepressant agents were immediately
suspended, and clozapine and paliperidone were titrated
to 300 mg/d and 12 mg/d, respectively. After 5 weeks, the
described manic episode remitted, and the patient stabilized
(MADRS =8, YMRS =2).

Conclusion

This report illustrates the clinical case of a patient who
developed a manic mood during treatment with rTMS
for bipolar depression. This case adds evidence for the
previously raised concerns of manic mood switches reported
in the literature. Further clinical studies will help clarify this
potential effect and how to prevent it.
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