Received: 30 September 2017 Revised: 4 December 2017

Accepted: 14 December 2017

DOI: 10.1002/npr2.12005

CASE REPORT

NEUROPSYCHOPHARMACOLOGY

WILEY

REPORTS

Successful treatment of psychosis in dentatorubral-
pallidoluysian atrophy with quetiapine: A case report

Zui Narita'@® | Tomiki Sumiyoshi?

1Department of Psychiatry, National Center
Hospital, National Center of Neurology and
Psychiatry, Tokyo, Japan

Abstract

2Department of Clinical Epidemiology,
Translational Medical Center, National
Center of Neurology and Psychiatry, Tokyo,
Japan

Correspondence

Tomiki Sumiyoshi, Department of Clinical
Epidemiology, Translational Medical Center,
National Center of Neurology and
Psychiatry, Tokyo, Japan.

Email: sumiyot@ncnp.go.jp

to quetiapine.

KEYWORDS

degenerations

1 | INTRODUCTION

atrophy (DRPLA) is one of the
spinocerebellar degeneration diseases, which is caused by mutation
of the atrophin-1 (ATN-1) gene on
12p13.31.1 In DRPLA, CAG repeats in the ATN-1 gene are
expanded.® The morbidity of the illness in Japan is approximately
0.2-0.7/100 0002 One study reported that the occurrence of

expanded CAG repeats are more frequent in Japan compared with

Dentatorubral-pallidoluysian

human chromosome

other countries,® while non-Japanese population may also be vul-
nerable to DRPLA, with a morbidity higher than has been consid-
ered.* Patients with DRPLA typically show epileptic seizures,
myoclonus, ataxia, and dementia.>®

Patients with DRPLA occasionally elicit psychosis, and its treat-
ment has yet to be established. Adachi et al” reported that first-gen-
eration antipsychotics drugs (FGAs), such as haloperidol and

levomepromazine, were effective in treating psychosis of DRPLA.

Introduction: Patients with dentatorubral-pallidoluysian atrophy (DRPLA) sometimes
elicit psychosis. First-generation antipsychotic drugs have been reported to be effec-
tive in treating psychotic symptoms associated with the disease. However, little infor-
mation is available on the benefits of second-generation antipsychotic drugs (SGAs).

Case: We report on a 47-year-old man with DRPLA whose psychotic symptoms
were effectively treated with quetiapine, one of the SGAs. He suffered from delu-
sions, auditory hallucinations, and disorganized speech. Initially, other antipsychotic
drugs were tried, but were withdrawn because of adverse effects before switching

Conclusion: Our observations add to the notion that some of the SGAs are useful

for ameliorating psychosis in DRPLA.

antipsychotics, progressive myoclonic epilepsies, psychosis, second generation, spinocerebellar

However, little information is available on whether second-genera-
tion antipsychotic drugs (SGAs) are useful.® Here, we report on a
patient with DRPLA whose psychotic symptoms were successfully

treated with quetiapine.

2 | CASE

Mr. A was a 47-year-old Japanese man. Ten years before consulting
us, mild cerebellar ataxia and choreoathetosis emerged in him. Two
years later, he experienced repeated epileptic seizures, which were
controlled by co-administration of levetiracetam, clobazam, and clon-
azepam. Mild upper-limb dystonia and ataxic dysarthria developed
next year, which encouraged him to visit the department of neurol-
ogy of our hospital. These symptoms were gradually aggravating in
him, but his physical condition was basically stable. Brain images

with magnetic resonance imaging demonstrated cerebellar and
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brainstem atrophy. Genetic examination revealed 59 CAG repeats in
exon 5, which confirmed the diagnosis of DRPLA. His father and
grandmother suffered from similar symptoms, although no genetic
examinations were performed on them.

Three months before consulting us, cerebellar ataxia and
choreoathetosis started to progress rapidly, producing gait distur-
bances. As a result, his daily living activity declined dramatically. Two
months later, he was not able to move without a wheelchair and
spent most of time lying on a bed. This progression was thought to
represent deterioration of DRPLA. Several days before consulting us,
he started to say aggressive words, such as “I will kill you.” When
we saw the patient for the first time, his speech was disorganized.
For example, he uttered “One, two, three, go.” and “Please delete all
of my memory.” In addition, the hallucinatory-paranoid state domi-
nated. For example, he believed that his “child” was dead, although
he actually did not have one. Moreover, he complained about hear-
ing weird sounds, such as “You are a dead man.” His memory was
not disturbed, indicating the patient was unlikely to suffer from
dementia. Electroencephalography recording was normal.

Psychotic disorder due to DRPLA was diagnosed in Mr. A.
Choreoathetosis was treated with haloperidol at 0.75 mg/d for
2 months, and subsequently, fluphenazine at 0.5 mg/d for 1 week.
However, both antipsychotics were withdrawn because tremor
occurred. Then, 2.5 mg/d olanzapine was given for 2 months, but
was discontinued because of concurrent nausea/vomiting. Thus,
choreoathetosis was not ameliorated. For psychotic symptoms, we
started giving quetiapine at 50 mg/d (before sleep) as initial dose.
We titrated it to 300 mg/d (once a day) to effectively ameliorate his
symptoms. Six weeks after the start of the medication, the hallucina-
tory-paranoid state was improved so that he no longer experienced
auditory hallucination, delusion, and disorganized speech. Treatment
with quetiapine was not accompanied with adverse effects.

The patient became observant and insightful enough to be
adherent to quetiapine. Several weeks later, he moved to another
hospital in order to undergo rehabilitation because cerebellar ataxia

and ADL continued to deteriorate.

3 | DISCUSSION

To our knowledge, this is the first report of the ability of quetiapine,
one of the SGAs, to improve psychotic symptoms associated with
deterioration of DRPLA. Accordingly, Sato et al’ reported that
DRPLA sometimes progresses rapidly, followed by the development
of psychosis. Schizophrenia is occasionally misdiagnosed in patients
with psychosis due to DRPLA.1®! To identify DRPLA, it is necessary
to carefully examine the history of present illness. In our patient,
psychotic symptoms started on deterioration of DRPLA, consistent
with the diagnosis of psychotic disorder due to DRPLA.}? We
started administrating antipsychotic drugs soon after our patient had
complained about psychotic symptoms, indicating the absence of
duration of untreated psychosis. This may have been a reason for
the favorable prognosis in terms of psychotic symptoms.

REPORTS

The relative paucity of information on psychosis in DRPLA may
be due to the low incidence of the disease. On the other hand, Ada-
chi et al” reported approximately 10% of patients with DRPLA suffer
from psychosis. Antipyschotic drugs are not always recommended for
the treatment of organic mental disorders because of a greater inci-
dence of adverse effects, such as sedation and extra-pyramidal symp-
toms (EPS).2® The use of FGAs is generally associated with side
effects, especially EPS, which are less common with SGAs. 1416
Specifically, quetiapine elicits a more favorable profile regarding EPS

1617 which encouraged us

compared with olanzapine and risperidone,
to use it.

We previously reported the ability of olanzapine, one of the
SGAs, to improve psychotic symptoms associated with DRPLA.Z In
our patient, olanzapine was added to treat choreoathetosis, but
was withdrawn because of adverse events. Therefore, we adminis-
tered quetiapine, an antipsychotic drug known to have a favorable
pharmacologic profile in terms of EPS, compared to other
antipsychotics.*® Both olanzapine and quetiapine possess a consid-
erable affinity for serotonin-5-HT,A (relative to dopamine-D,)
receptors, as well as others, including acetylcholine and nora-
drenaline receptors.’” The observed effectiveness of the two SGAs
may provide a promising strategy for treating psychosis associated
with DRPLA.

A limitation of the current report is that we did not quantitatively
evaluate severity and change of psychotic symptoms. In spite of this,
the benefit of quetiapine to treat psychosis associated with DRPLA is
encouraging, given the minimal chance of producing EPS by the drug.
Further investigations with a larger number of patients are required to

generalize the effectiveness of quetiapine.
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