B LETTER TO THE EDITOR

Beneficial Effects of Fluvoxamine for Choreain a
Patient With Huntington’s Disease: A Case Report

To the Editor: Huntington’s disease is a neurodegenerative illness
that has a robust genetic basis with onset in middle age and that is
characterized by involuntary choreatic movements, behavioral and
psychiatric disturbances, and dementia. The etiopathogenesis of
Huntington’s disease has still not been resolved, and a cure does not
exist; the many therapeutic options currently available exist only for
treating symptoms and signs with a view to improving quality of
life. We report a case in which a patient with Huntington’s disease
benefited from fluvoxamine treatment in terms of mood symptoms
as well as choreatic movements.'

Casereport. Mr A, a 38-year-old man, suffered from depressed
mood, insomnia, poor appetite, fatigue, and difficulty concentrating;
occasional involuntary violent behavior toward family members;
involuntary sudden movements in his upper limbs; and involuntary
muscle contractions in his face and trunk. Per his history, the
involuntary movements had started initially with his fingers 2 years
ago, but he had not presented to the hospital. After a year and a half,
involuntary movements spread to his upper limbs and were present
during the day except when the patient was sleeping. He presented
at that time to a neurology department in another city, but he did
not continue his follow-up treatment.

He presented to our outpatient clinic approximately 2 months
later with complaints of depressed mood, insomnia, poor appetite,
fatigue, and difficulty concentrating as well as occasional involuntary
violent behavior and abnormal movements of different parts of his
body, and he agreed to be hospitalized. On psychiatric examination,
depressed and anxious mood, insomnia, poor appetite, fatigue, and
aggressiveness were noted. His cognitive functioning was within
normal limits. On physical and neurologic examination, chorea
was noted in both arms and both hands and also his face and neck.
He had no exposure to antipsychotic medication. Family history
revealed that his mother had similar abnormal movements and that
she died 5 or 6 years after initiation of these abnormal movements;
however, she could not be diagnosed. Electroencephalography
revealed no abnormalities, and blood chemistry measurements,
complete blood cell count, and thyroid function tests were all within
normal limits. Brain magnetic resonance imaging revealed focal
cortical bilateral atrophy in occipital and parieto-occipital lobes
(Figure 1) as well as bicaudate atrophy and cerebellar atrophy.

Consultation from the neurology department was made.
Huntington’s disease was suspected, and the neurology department
recommended a genetic investigation. He scored 22 on the Hamilton
Depression Rating Scale (HDRS)? and received a diagnosis of
mood disorder (major depressive disorder) due to organic etiology
according to DSM-IV-TR. He was started on fluvoxamine 100 mg/d.
After 5 days, his choreatic movements decreased dramatically, but
did not disappear. With the patient’s permission, we interrupted
fluvoxamine treatment to understand whether or not the decrease
in chorea stemmed from fluvoxamine treatment. Two days after
fluvoxamine was stopped, chorea of the upper limbs increased
dramatically. Genetic investigation confirmed CAG repeats in
the abnormal range (1 allele with 40 repeats and another with 17
repeats) after 4 weeks, at which time Mr A was diagnosed with
Huntington’s disease. At the fifth week, his depression had remitted
as determined by an HDRS score of 6. His choreatic movements
decreased but did not disappear. At outpatient follow-up, his
symptoms were as stable as at discharge.

Huntington’s disease is an autosomal dominantly inherited
disease caused by an elongated CAG repeat on the short arm of
chromosome 4p16.3 in Huntingtin gene 2. Curative treatment
does not exist. Hyperkinesia, or chorea, is treated with dopamine
receptor blocking or depleting agents.?
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Figure 1. Bilateral Caudate Head, Parieto-occipital, and
Cerebellar Atrophy in a Patient With Huntington’s Disease as
Demonstrated by T2-Weighted Magnetic Resonance Imaging
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A study that included the selective sigma-1 receptor agonist
[11C]SA4503 and positron emission tomography showed that
fluvoxamine bound to sigma-1 receptors in the living human brain
at therapeutic doses, suggesting that sigma-1 receptors play a role in
the mechanism of action of fluvoxamine. There is also conflicting
evidence that sigma-1 agonists increase and reduce dopamine
levels in the striatum.! Although Furuse and Hashimoto®®
reported antipsychotic-induced akathisia cases that resolved with
administration of the sigma-1 receptor agonist fluvoxamine,
the mechanism of the benefit was unclear due to the complex
pathophysiology of akathisia. We” reported that fluvoxamine was
effective for treating both hemiballism and depression in a patient,
and suggested that fluvoxamine might act as a reducer of dopamine
in the striatal area. We more recently reported a case in which
fluvoxamine was beneficial for tardive dyskinesia as well as major
depressive disorder.® Similarly, fluvoxamine reduced dopaminergic
activity in the striatal area in the present case.

In conclusion, to our knowledge, this is the first case study in
which the potent sigma-1 agonist fluvoxamine was shown to be
effective in reducing chorea as well as treating depressive disorder in
a patient with Huntington’s disease. It is difficult, in a case study, to
demonstrate the effects of fluvoxamine on hyperkinetic movement
disorders. More detailed, double-blind studies should clarify the
potential use of fluvoxamine in the treatment of hyperkinetic
movement disorders.
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