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LETTERS TO THE EDITOR

A case of Huntington’s disease L)
presenting with psychotic symptoms
and rapid cognitive decline in the

early stage

Dear editor:

Huntington’s disease (HD) is an autosomal dominant
disorder, caused by cytosine-adenine-guanine (CAG) trinu-
cleotide repeat expansion in the huntingtin (HTT) gene on
chromosome 4p. It is characterized by progressive motor,
behavioral, and cognitive decline. The prevalence of HD in
Asia and Europe is about 0.4 in 100,000 people’ and 4-15 in
100,000 people respectively.>? It typically develops in adults
between 30-50 years, with a life expectancy of around 20
years after diagnosis.* Although there is no cure for HD,
early treatment can relieve symptoms and improve qual-
ity of life.3 The earliest symptoms can present as subtle
psychosis, mood disturbances, or mental disabilities.? Initial
symptoms in HD patients are psychotic symptoms that com-
plicate the clinical diagnosis. Here, we report a case of HD
that presented with psychotic symptoms and rapid cognitive
decline in the early stage.

A 28-year-old woman was admitted to our psychiatric
ward because of psychotic symptoms, poor impulse control,
and aggressive behavior. According to medical records, she
had difficulty in reading, writing, and arithmetic at elemen-
tary school. Therefore, her academic performance had been
poor, and she had dropped out of school in the eighth grade.
Moreover, she had impairment in social skills, self-care, and
communication. At 22 years of age, she was found wan-
dering around and her parents took her to the clinic. Mild
mental retardation was diagnosed at that time according to
her delayed milestone in childhood and learning disabilities
in school. She did not have any neurological or psychotic
symptoms until the age of 27. Her first psychiatric admis-
sion was at the age of 27 due to symptoms of aggressive
behavior, self-talking, auditory hallucination, and persecu-
tory delusion. The full-scale intelligence quotient (flQ) on
the Wechsler Intelligence Scale for Children was 65 (verbal
1Q: 61, performance 1Q: 70). The mini-mental status exam-
ination (MMSE) score was 22 (subscale scores: orientation:
8/10; immediate memory: 3/3; attention and calculation:
1/5; short-term memory: 3/3; language: 7/9). The clini-
cians then diagnosed her with schizophrenia and prescribed
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aripiprazole (10 mg/day). A few days later, symptoms of
slow gait and uncoordinated body movement developed.
Aripiprazole-induced parkinsonism was suspected; biperiden
(4 mg/day) was initiated. Following symptom improvement,
she was transferred to our hospital for psychiatric rehabili-
tation and long-term treatment.

At our hospital, symptoms of irritability and psychotic
symptoms were still observed. Her medications were revised
from aripiprazole (10 mg/day) to quetiapine (600 mg/day)
and valproic acid (1000 mg/day). However, the therapeutic
effect was insufficient. The flIQ on the Wechsler Intelligence
Scale for Children was 42 (verbal 1Q: 40; performance IQ:
44). The MMSE score was 7 (subscale scores: orientation:
0/10; immediate memory: 0/3; attention and calculation:
1/5; short-term memory: 0/3; language: 6/9). Compared to
the MMSE score 1 year ago, her cognitive function declined
rapidly. In addition, uncontrollable, and jerky movements
developed on the face, neck, and four limbs. These involun-
tary movements were identified as chorea. A brain computed
tomography scan revealed mild bilateral frontal lobe and
vermis atrophy. A review of family medical history revealed
that her mother and aunt had undergone genetic testing and
HD had been diagnosed; thus, a genetic examination was
arranged for her. The genetic testing showed 55 CAG repeats
in the HTT gene, confirming HD. Her involuntary movement
improved partially following therapy with tetrabenazine (25
mg/day).

This patient with HD developed psychotic symptoms and
rapid cognitive decline at the early stage. To summarize
her clinical course, initially, she presented with mild mental
retardation, which is a neurodevelopmental disorder charac-
terized by significantly impaired intellectual and cognitive
function. Her impaired cognitive function in childhood did
not worsen until the onset of psychotic symptoms at the
age of 27. Rapid decline in cognitive function within 1 year
(MMSE score from 22 to 7) was noted. Subsequently, she
developed chorea and HD was confirmed.

The clinical presentations of this case highlighted sev-
eral points for learning. First, the early stage of HD was
dominated by psychotic symptoms, not mood symptoms. A
previous study stated that as high as 33%-69% of HD patients
manifested depression and 34%-61% of HD patients mani-
fested anxiety.® In comparison, the prevalence of psychotic
symptoms in individuals with HD ranges only between 3%
and 11%.°> The possible mechanisms involve y-aminobutyric
acid (GABA) and acetylcholine, the main neurotransmit-
ters affected in HD.® The psychotic symptoms in HD can
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be explained as a loss of inhibitory GABAergic function
and an increased dopamine turnover due to selective sur-
vival of type Il spiny interneurons.® Second, the patient
showed rapid cognitive decline within 1 year, especially in
domains of orientation to place and time, immediate mem-
ory, and short-term memory. Previous studies have reported
progressively impaired cognitive abilities® and memory and
executive functions as the main affected domains.” There-
fore, more attention should be paid to the orientation ability
of suspected HD cases. Third, it is important to evaluate the
change in intelligence or cognitive function for patients with
suspected HD diagnosis. This case presented as mild mental
retardation (flIQ = 70) and her fIQ dropped to 42 within 1
year (27-28 years old). The rapid cognitive decline could
not be explained by only the disease course of mental retar-
dation, and this needs further evaluation. In this case, the
most probable reason for rapid cognitive decline was the
onset of HD at the age of 27.

In conclusion, this report is unique because the present
case of HD manifested with psychotic symptoms and rapid
cognitive decline at the early stage. The report supports the
consideration of HD as a differential diagnosis for patients
with these symptoms in the early stage. A careful investiga-
tion of abnormal motor symptoms in patients with psychosis
and a comprehensive assessment of family medical history
can aid the detection of inherited genetic disease in them.
Early differential diagnosis of HD may facilitate its treat-
ment management and improve the quality of life for HD
patients.
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