Case Reports

Prolonged Catatonic Stupor Successfully
Treated with Aripiprazole in an Adolescent
Male with Schizophrenia: A Case Report

Eiji Kirino "2

Abstract

We present the case of a fifteen-year-old adolescent male with schizophrenia who had long-term catatonic stupor and
was successfully treated with aripiprazole. The onset of his stupor manifested rapidly after experiencing prodromal
symptoms for two months. He was left untreated without adequate food ingestion for three weeks because of his par-

ents’ religious faith, and was severely dehydrated and malnourished upon admission to our hospital. After his physical

recovery, treatment with risperidone (0.5-2.0 mg, 5 weeks) was started. However, hypersedation occurred, and the ris-
peridone was switched to aripiprazole, with dose increases up to 18 mg/day (5 months). As a result, he recovered from
his totally noncommunicative state. Aripiprazole, which has a unique pharmacological mechanism of action distinct
from other atypical antipsychotics and an excellent safety profile, may be effective in the treatment of some schizo-
phrenic patients with stupor, which sometimes carries a risk of physical debilitation and requires special attention due

to the risk of adverse drug reactions.
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Case Report

The patient was a fifteen-year-old Japanese male who
attended a junior high school. He was the second of three
children, born in Prefecture A in Japan. The patient had
no previous personal or family history of schizophrenia or
any other psychiatric disorder. His birth was normal. His
language development was slightly delayed, but he had no
motor development problems. He graduated from a local el-
ementary school then entered a local junior high school.

The boy was introverted and unsociable. He was the
victim of bullying during his junior high school years, and
gradually stopped going to school. His parents belonged to a
new religious organization, and his father worked at an affili-
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ated medical site of the same organization. His mother used
to work as a nurse at this site. The bullying had escalated
since October of year X (when the patient was fifteen-years
old). He was beaten by his classmates and forced to go on
errands for them. A marked truancy history was observed
afterward, and he stopped going to school completely in
mid-November of the same year. He talked less and less after
these events. In December, his appetite gradually decreased,
and he withdrew to his room. He expressed unreasonable
hostility toward his parents.

On the night of January 2 of year X+1, he suddenly
made grimaces and shouted excitedly, “I have taken over this
lad’s body” “T've lost my face” “Someone’s chasing me.” “T've
just come back from the war,” and “I am the man who died
thirty years ago,” etc. He tried to rush out of his home, but
his parents stopped him. After these episodes were repeated
for a few days, verbal communication was no longer pos-
sible. The boy stayed in bed all day with his eyes open, but
did not speak. It was difficult for him to take foods orally.
His parents stuck to their faith that natural healing would
cure the disease, and did not bring their son to a hospital. No
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improvement was seen and his emaciation became marked,
until finally on 23 January of year X+1 he was brought to
Clinic B, an affiliated site of the religious organization to
which his parents belonged.

Afterward, he was transferred by ambulance and admit-
ted to the department of internal medicine of our hospital,
General Hospital C, due to severe dehydration and malnu-
trition. He was in a stupor where he spontaneously opened
his eyes, but he remained unexpressive and did not respond
when we spoke to him. He also had systemic stiffness, as
well as contracture of the joints in both his upper and lower
extremities. His posture was catalepsy-like because he main-
tained an unusual posture accompanied by external ma-
nipulations of the limbs (rather than due to contracture of
the joints). Although his eyes moved slightly in response to
our voices, he had difficulty communicating with others. To
exclude the possibility of organic brain diseases, a physical
examination was ordered upon admission, and included a
brain computed tomography (CT) scan, magnetic resonance
imaging (MRI), encephalogram (EEG), and blood examina-
tions. These tests were conducted, but there were no remark-
able findings, except for the patient’s creatinine phosphoki-
nase (CPK) levels. Although the patient’s CPK levels were
increased (42,500 IU/), clinical symptoms and other blood
chemistry tests were not consistent with the diagnosis of
rhabdomyolysis; glutamic oxaloacetic transaminase (GOT)
470 IU/l; glutamic piruvic transaminase (GPT) 98 IU/]; lac-
tate dehydrogenase (LDH) 1,610 IU/I; blood urea nitrogen
(BUN) 77.1 mg/dl; and, creatinine 0.8 mg/dl. Intravenous
hyperalimentation immediately improved the boy’s dehy-
dration. Spinal puncture and single photon emission com-
puted tomography (SPECT) was not conducted because the
parents’ consent was not obtained.

A diagnosis of schizophrenia was made because the boy
had psychomotor excitability, hallucinations and delusions
before he experienced stupor, and there were insufficient
findings to suggest organic cerebral disease. Major depres-
sive disorder with psychosis or schizoaffective disorder was
considered in the differential diagnosis. Major depressive
disorder was ruled out because his delusion was neither
empathically comprehensive nor a psychopathological man-
ifestation of an affective disorder. Schizoaffective disorder
was ruled out as well because definitive depressive symp-
toms were not recognized, although the boy was withdrawn
from his family and school. Nasogastric administration of
risperidone oral solution 0.5 mg/day, which was chosen be-
cause of its convenience of administration, was commenced
on February 5 after the levels of CPK returned to a normal
level (43 TU/I). When the dose was increased to 2 mg/day,
the patient began to look drowsy, even during the daytime,
which appeared to be due to hypersedation by risperidone.
Therefore, his antipsychotic medication was switched from

risperidone to aripiprazole, at a starting dose of 6 mg/day,
on March 9. Aripiprazole was administrated in powder form
because an oral solution was not available in Japan at that
time. Aripiprazole was gradually increased while the risperi-
done dose was tapered off. After aripiprazole was increased
to 12 mg/day on March 13, the boy began to speak in two-
or three-word phrases and visually track objects and people.
Aripiprazole was increased to a dose of 18 mg/day on March
20 to confirm safety and to improve efficacy, after which his
communication ability improved further. He began express-
ing his will to talk to his mother or to go home. His systemic
stiffness and joint contracture were also improved. In early
April, he had recovered enough to play Shiritori, a Japanese
word game, with the nurses. He was able to show emotions
such as feeling sullen or joyful through facial expressions.
Rehabilitation also helped him to become able to feed him-
self. He was then transferred to the psychiatric department
of Hospital D. He remained on aripiprazole at the same dose
after his transfer. Two months later, he had recovered to al-
most the same state as before the stupor event occurred, and
was discharged from the hospital (see Figure 1). At that time,
he expressed his emotions naturally and his quality of life
(QOL) was improved after discharge such that he could go
back to school and enjoy basketball.

Discussion

Catatonia is an infrequent but severe condition in chil-
dren and adolescents, and is usually associated with schizo-
phrenia, affective disorders or other psychotic illnesses (1-
3). Studies in adult patients with major psychiatric disorders
(schizophrenia, affective disorders, and other psychotic
illnesses) have been reported at an incidence rate of 10 to
37.7% (4-7). Catatonia in young people has been understud-
ied. The incidence (0.6-5.5) and the most frequent diagnosis
(schizophrenia or major depression) in young people varies
in the literature (1-3). The symptoms are characterized by
the coexistence of psychic and motor symptoms such as stu-
por/immobility, posturing/catalepsy, psychomotor automa-
tism, rigidity and negativism (1, 2).

Ethnic and cultural factors might be associated with the
clinical manifestations of catatonia in adolescents (2, 3), as
well as in adults. In Cohen’s reports (1), automatic compul-
sive movements and stereotypies were highly suggestive of
schizophrenia, but stupor cannot be regarded as specific for
a diagnostic class.

Our patient was characterized by a prolonged stupor
due to both acute psychotic symptoms and physical de-
bilitation resulting from dehydration and malnutrition. His
parents’ religious faith was a factor in delaying medical
intervention. At first, the patient’s consciousness was not suf-
ficiently recovered and risperidone oral solution was chosen
because of its convenience for nasogastric administration.
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Clinical Course and Treatment

Figure 1
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Hypersedation followed the risperidone treatment, which
made it difficult to evaluate the effects of the antipsychotic
medication. Therefore, the risperidone was switched to
aripiprazole, which has little sedative effect compared with
other atypical antipsychotics, an excellent safety profile, and
pharmacological actions that are distinct from other drugs.

Aripiprazole, the world’s first dopamine system stabiliz-
er (DSS), is also called a partial dopamine D2 receptor ago-
nist (8, 9). Aripiprazole has a higher affinity for dopamine
D2 receptors than dopamine, a full agonist, in the brain
(8). This pharmacological action was demonstrated as hav-
ing efficacy over hallucinations and delusions in short-term
(10, 11) and long-term clinical trials in patients with acute
relapse of schizophrenia (12, 13). Aripiprazole also has high
affinity for serotonin 5-HT1A receptors and 5-HT2A recep-
tors. It acts as a partial agonist on 5-HT1A receptors (14),
and as an antagonist on 5-HT2A receptors (15). Its partial
agonism at the 5-HT1A receptor plays a significant role in
its antianxiety effect and low incidence of extrapyramidal
symptoms (EPS), and its antagonism at the 5-HT2A recep-
tor also decreases EPS. Given this profile, aripiprazole is ex-
pected to cause few EPS (16). In addition, aripiprazole has
low or almost no affinity for adrenalin (alpha-1) receptors,
histamine (H1) receptors, and muscarinic (M1) receptors
which are associated with adverse effects like cardiovascular
abnormalities, weight gain and hypersedation, suggesting a
better safety profile for aripiprazole (17).

In the case of catatonic schizophrenia, antipsychotic
drugs have been recommended (18), but lack of efficacy or
worsening of catatonic symptoms frequently occurs. Neu-
roleptics (especially first-generation antipsychotics) have
been associated with a risk of adverse effects such as EPS or
malignant catatonia (i.e., neuroleptic malignant syndrome)
(3, 19, 20). Previous reports suggested that atypical antipsy-
chotics are effective in treating catatonic stupor in schizo-

Feb. Mar. Jun.

phrenic patients (21, 22), but the evidence is limited to case
reports and retrospective studies (23), making it necessary
to prescribe them carefully. Catatonic stupor is thought to
result from blockage of D2 receptors in the striata or a regu-
lation disorder in the motor cortex, although the mechanism
remains to be elucidated (24). Some patients with first-
episode schizophrenia often exhibit the catatonic type or the
disorganized type, and atypical antipsychotics with few EPS
may be effective in catatonic-type schizophrenia (25). The
use of electroconvulsive therapy may be indicated in cases of
malignant subtype or refractoriness to pharmacotherapy, or
life-threatening conditions (3, 26-28).

Regarding the use of aripiprazole for children and ado-
lescents, a multi-center, randomized, double-blind, placebo-
controlled study found that aripiprazole was generally well
tolerated, with a low rate of discontinuations due to ad-
verse events and a high completion rate in adolescents with
schizophrenia. These results provide support for aripipra-
zole use in adolescents with schizophrenia at a starting dose
of 2 mg/day, and provide evidence of efficacy and tolerability
at the recommended adult doses, ranging from 10 to 30 mg/
day (29). Given the safety profile and efficacy, a case report
(20) also suggests that aripiprazole may be considered early
in the treatment of children or adolescents with psychosis
accompanied by catatonia, particularly those who have had
suboptimal response to benzodiazepines.

Our patient was a case of first-episode schizophrenia,
which requires special attention due to the adverse reactions
to drugs. If the dose of antipsychotics is increased in order to
control delusions and hallucinations in young patients, EPS
or hypersedation often occurs, making it difficult to increase
the dose. A key to a successful outcome is to choose an
appropriate drug given the pharmacological attributes. Cata-
tonia may be particularly critical, and prolonged catatonia
can lead to complications such as pulmonary embolism and
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bladder infection (2, 30, 31). Aripiprazole’s partial agonism
of the D2 receptor, rather than completely blocking dopami-
nergic activity (32), might lead to less risk of hypersedation
and improve communication ability and QOL as observed
in the present case, although QOL was only assessed by ob-
servation and not measured on any scale. Furthermore, its
partial agonism of the 5-HT1A receptor might have had a
significant antianxiety effect in his catatonic state. Hence,
aripiprazole may be beneficial for patients with catatonia.

A specific background of the present case is that the
parents’ negativism against the medical care due to their re-
ligious faith delayed their first consultation with the hospital
for more than a month. Even after admission, they were not
provided enough understanding of the necessity for appro-
priate examination and treatment, including pharmacologi-
cal therapy. That is another reason we paid special attention
to the adverse reactions to drugs. Our choice of antipsychot-
ics resulted in aripiprazole being selected, and it eventually
turned out to be therapeutically relevant. In our experience
and in the literature (3), managing the family’s reactions and
fears is essential to avoid noncooperation. In this case, if the
family negativism had been greater and the family uncoop-
erative, we would have had to consider this case as religion-
motivated medical neglect.

Like the five months in the present case, hospitalization
time in Japan is generally longer than in western countries.
This is the case with the general hospital, the psychiatric hos-
pital, or the rehabilitation hospital in Japan. That may be due
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