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ABSTRACT

Autism spectrum disorder (ASD) includes disturbances in communication, imagination, and social interac-
tion. In individuals with ASD, selective mutism is a common symptom of a communication disability. Selec-
tive serotonin reuptake inhibitors (SSRIs) have been recommended to treat selective mutism, especially after
psychosocial interventions fail. However, the mechanism and efficacy of SSRIs in treating selective mutism
remain unclear. Here we report the case of an adult male with ASD whose selective mutism was improved
by aripiprazole but not SSRIs. To the best of our knowledge, this is the first such case report. We believe
that our patient’s case highlights the value of differentiating between psychopathology and psychopharma-
cology when examining ASD symptoms.
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Introduction SSRIs, but was improved by treatment with

Selective mutism is a common symptom in indi-
viduals with autism spectrum disorder (ASD),
mainly in children, but it has also been observed in
adults [1]. The prevalence of mutism among adults
with ASD patients is not yet known, as is also the
case for children with ASD [1]. The use of selec-
tive serotonin reuptake inhibitors (SSRIs) to treat
selective mutism has been supported by at least two
systematic reviews [1, 2]. Although symptoms of
ASD have been relieved by non-pharmacological
interventions, such interventions for mutism often
fail. SSRIs are often considered to treat ASD-
related mutism that might be associated with social
anxiety. We present the case of an adult with ASD
whose selective mutism did not improve with

aripiprazole (ARI).
Case Report

Mr. A, a 25-year-old male, was referred by a men-
tal health clinic to our psychiatric unit for treatment
for selective mutism. He showed no pathological
symptoms such as delusions, hallucinations, anxi-
ety, or depression. Since he was 13 years old, he
had spoken quietly or whispered, only to his
mother, older sisters, and a few friends with whom
he was willing to communicate; he spoke only a
few words to others. According to his developmen-
tal history taken from his mother and sisters, he
had been isolated, with only a few friendships since
kindergarten, but his ability to speak and his intelli-
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gence were not problematic. He had shown very lit-
tle obvious affection to others, and his speech into-
nation had been flat for 20 years. He was rigid in
his thinking and showed sensitivity to both sound
and light.

We diagnosed the patient having with ASD accord-
ing to the Diagnostic and Statistical Manual of
Mental Disorders, 5th edition, based on his score of
28 points on the Autism Questionnaire, and on the
result of the Autism Diagnostic Interview-Revised.
In his present state, the patient’s score on a Parent-
Interview ASD Rating Scale-Text Revision con-
ducted by H.T. was 22 points. After a discussion
with his family and his physician (S.S.) about the
risks and benefits of medications, the patient con-
sented to treatment with an SSRI (fluvoxamine,
which we selected based on literature reviews [1-4]
of the uses of SSRIs for treating ASD), in conjunc-
tion with an explanation to him and his family of
his mutism from a psychological point of view, and
also to his family what attitude they should take to
him in daily life. The patient began taking fluvox-
amine (75mg/day). However, after 6 weeks of this
treatment, there was no change in his symptoms
and some adverse effects occurred (nausea and leth-
argy) while the patient was taking up to 150 mg of
fluvoxamine per day. He had previously been
treated with sertraline, risperidone, and benzodi-
azepines, but all of the medications were changed
to another medication due mainly to adverse ef-
fects.

We then changed the patient’s medication from the
SSRI fluvoxamine to ARI (3 mg/day) based on
prior reports [10, 11]. The patient showed no ad-
verse effects after this change. He gradually began
to talk to others, and at 1 month after starting the
ARI he reported feeling relaxed although he did not
show any changes in his expression of affection.
We carefully and gradually increased the ARI dose
to 12 mg/day for 8 weeks while monitoring the
possible changes in his symptoms and side effects,
as there has been a lack of data about the efficacy
and adverse effects of ARI for treating mutism in
an adult with ASD [10]. At that time, the patient
talked about getting a job, and at approx. 1 year af-
ter starting the treatment with ARI, he began to
work in a factory. He declined further psychiatric
follow-up.

27

Shinji Sato et al.

Discussion

To the best of our knowledge, this is the first report
of an adult with ASD with a communication dis-
ability that was improved by ARI treatment. Al-
though the diagnosis of ASD in adults is difficult
[1], our patient’s diagnosis of ASD was apparent
after his long-term history was obtained from his
family and the diagnosis of schizophrenia was care-
fully considered and excluded. His symptom of se-
lective mutism was considered a partial symptom of
ASD.

Some reports [3, 4] have described the efficacy of
SSRIs for mutism related to social anxiety. As a
treatment for ASD, such medications should be
combined with patient/family education and/or psy-
chosocial intervention [3]; however, the mutism has
often failed to show improvement with SSRI treat-
ment, and particularly in Japan, the psychosocial
interventions for patients with ASD cannot be con-
ducted due to healthcare facilities limitations. In
previous studies [3-7], alterations of neurotransmit-
ters have been demonstrated in ASD patients in-
cluding lower gamma-aminobutyric acid (GABA)
levels, higher glutamate levels, hyperserotonemia,
and increased dopamine turnover. In particular, so-
cial disabilities in ASD patients were revealed to be
related to abnormalities in both the glutamate [3, 7,
8] and dopamine systems [4-7].

ARI is a SHT2A antagonist as well as a partial ag-
onist at D2 receptors and a SHT1A partial agonist
[9]. ARI has a protective effect against the toxicity
of glutamate [9], and it regulates many neurotrans-
mitters that are related to problematic behaviors in
ASD patients such as our patient’s mutism, which
might have arisen due to the patient’s dysfunctions
of communication disability, social integration, and
stereotyping [5-7]. It has been reported that the
treatment of ASD patients with ARI led to improve-
ments in the patients’ social withdrawal, social in-
teraction, and problems communicating with others
[5, 10, 11]. In a laboratory study [12], ARI im-
proved deficits in phencyclidine-induced social in-
teraction in rats.

The use of ARI to treat depression and anxiety
along with a SHT1A partial agonist might improve
problems with communication or sociability [10].
Although the efficacy of ARI treatment for mutism
in our patient’s case may have been mediated by
decreases in both depressive and anxious feelings,
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he denied feeling depression or anxiety without any
underlying reason; thus, the mutism may have been
improved by another mechanism in his case.

Vahabzadeh et al. [10] point out that there has been
a lack of research on the use of ARI in adults with
ASD. The present report of the successful treatment
of a case involving social interaction in an adult
with ASD is therefore very important. Further in-
vestigations and evaluations are needed to elucidate
the risks and benefits of treating social problems
such as selective mutism with ARIL.
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