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Abstract 
The authors report five cases of very young children with autistic disorder, aged 2.1-3.7 

years, treated with risperidone, as part of the comprehensive intervention. Treatment with risperi­
done 0.25-0.5 mg per day was associated with clinically meaningful decreases in problem behaviors 
including hyperactivity, irritability, and aggressiveness. There were also improvements in social 
relatedness and cooperation with developmental treatment. All of the children tolerated the medica­
tion well and experienced no untoward effects. The efficacy of risperidone in the treatment of very 
young children with autistic disorder reported here is consistent with findings in the limited number 
of cases previously reported in the literature. Controlled studies are needed to confirm the efficacy 
and safety of risperidone in the treatment of these children. 
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Autistic disorder and other pervasive deve­
lopmental disorders (PDDs) are chronic and disabling 
disorders characterized by impairments in social 
interaction and communicative competence, and res­
tricted patterns of interest. Treatment for these dis-

orders consists mainly of early developmental stimu­
lation and behavioral interventions to improve com­
munication and socialization. Medication is not the 
primary treatment and no medication has been proven 
to be effective in treating social and relationship pro-
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blems in autism(1). However, when there are per­
sisting behavioral disturbances such as hyperactivity, 
irritability, or aggressiveness, which often worsen 
the child's communication and socialization, medi­
cation trials might be warranted. Several medications 
including corticosteroids, fenfluramine, naltrexone, 
secretin, and vitamin B6 plus magnesium have been 
studied in this population. Although originally pro­
posed as helpful, these medications were proven not 
effective in more recent and well-designed studies 
(1), Recently, more attention has been paid to drugs 
targeting dopamine and serotonin for the treatment 
of disturbing symptoms associated with autistic dis­
order, as these two neurotransmitter systems have 
been shown to be dysfunctional in these indivi­
duaJs(2,3). 

A potent dopamine D2 antagonist, halo­
peridol, has been extensively studied, and shown to 
be effective in improving hyperactivity and aggres­
siveness in autistic children(4). The use of halo­
peridol, however, is limited by the extrapyramidal 
side effects, such as acute dystonia and akathisia, 
and the risk of developing permanent neurological 
sequale, tardive dyskinesia(5). Moreover, haloperidol 
is Jess effective in treating core symptoms of autism, 
namely impaired communication and socialization(6). 
Risperidone, a new generation antipsychotic medica­
tion, which has antagonistic activities on dopamine 
D2 serotonin 2A, and other serotonin receptors, has 
be~n shown to be effective in improving negative 
symptoms such as social withdrawal in schizophre­
nic patientsO). It is thought that some core symp­
toms of autism are similar to schizophrenic negative 
symptoms and risperidone might also be helpful in 
autistic patients(2,8). Positive results of risperidone 
in the treatment of adults with autistic disorder and 
other PDDs were reported in a number of open-label 
studies(9,10) and one controlled study01). While 
there have not been reports of controlled studies 
in children, a number of open-label studies showed 
risperidone to be effective in improving problem 
behaviors and socialization in children and adoles­
cents with autistic disorder and other PDDs( 12-15). 
In these studies, the age range of the subjects was 
5-18 years old and the dose range of risperidone was 
0.75-6 mg daily, with weight gain being the most 
common side effect. 

In preschool children, there are only a few 
case reports and a limited number of open-label 

studies on the use of risperidone. Schwam et al 
(1998)06) reported successful treatment of food 
refusal with risperidone in a 3-year-old autistic boy. 
Posey et al ( 1999)( 17) reported the use of risperidone 
in the treatment of two young autistic children aged 
23 and 29 months, who had persistent symptoms 
of aggression and irritability not responding to non­
pharmacological interventions. In both cases, risperi­
done was shown to significantly reduce aggression 
and improve social relatedness. Masi et al (200 1 )08) 
reported a 16-week open-label trial of risperidone in 
10 preschool children with PDDs, aged 3.9 to 6.6 
years. Risperidone was shown to be safe and mode­
rately effective in these children. The same group 
of investigators reported a larger open-label study 
in 24 children with PDDs, aged 3.6-6.6 years09). 
In this study, two subjects dropped out due to side 
effects of sedation in one child, and tachycardia in 
the other. With the mean risperidone dosage of 0.49 
mg/day, 8 of 22 were rated as much or very much 
improved on the Clinical Global Impression-Im­
provement (CGI-1 ) Scale and were considered res­
ponders. However, data regarding the efficacy of ris­
peridone in very young children from this study is 
still limited, as the number of children younger than 
4 years old was only 4 from the 22 children there 
were no children younger than 3 years old. 

As early diagnosis and timely treatment are 
crucial prognostic factors for autistic children(20), 
early effective pharmacotherapy targeting symptoms 
that interfere with the child's development might 
improve the treatment outcomes. Therefore, more 
knowledge on the efficacy and safety of medications 
for these very young children is needed. Given the 
limited number of case reports and studies in very 
young children reported in the above-cited articles, 
the authors would like to report their experience with 
five autistic Thai children younger than 4 years old. 

CASE REPORTS 
The following are reports of five cases that 

received risperidone as part of the comprehensive 
treatment. All cases met the Diagnostic and Statis­
tical Manual of Mental Disorders, 4th ed. (DSM-IV) 
(21) for autistic disorder. 

Case 1 
A 3.6-year-old boy was evaluated for 

delayed speech and abnormal social behavior at the 
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age of 3 years. He usually was not responsive when 
his parents called and not interested in playing with 
other children. His birth and early developmental 
history were unremarkable. At the age of 1.1 years, 
his parents first noticed that he was not making eye 
contact and seemed to pay little attention to people. 
His physical exam and hearing test were normal. 

After six months of weekly developmental 
therapy along with social stimulation by the parents, 
the child gained only minimal improvement. Problem 
behaviors included hyperactivity, frequent temper 
tantrums and physical aggression towards his mother. 
The child was still not communicating, not respond­
ing when his name was being called, and not coope­
rative with developmental therapy. 

A trial of risperidone was started at 0.25 
mg, which was later increased to 0.5 mg at bedtime. 
After 6 weeks of trial, the child demonstrated an 
improvement in eye contact and social interaction 
with his parents. His temper tantrums and aggres­
sive behavior lessened. Although he was still hyper­
active, his attention span improved and he was more 
cooperative with developmental therapy. He conti­
nued to have this improvement till the most recent 
follow-up at the 22nd week visit. No side effects 
have occurred. His complete blood count and liver 
function test were normal. 

Case 2 
A 3.7-year-old boy, diagnosed with autistic 

disorder at the age of 3, presented with failure to 
develop meaningful words, lack of interest in playing 
with other children, and hyperactivity. He would use 
his own non-comprehensible language and pull his 
parents' hands when he wanted them to do things for 
him without making eye contact. After 3 months of 
weekly developmental and speech therapies, his eye 
contact improved but he continued to be hyperactive 
and aggressive toward his mother. A trial of 
methylphenidate at 5 mg twice daily resulted in a slight 
decrease in hyperactivity but no changes in 
aggressiveness. After he had been on methylphenidate 
for three months, the child continued to be distracted 
and was not cooperative with developmental treatment. 
Methylphenidate was then discontinued and risperidone 
at 0.5 mg at bedtime was started. 

After six weeks on risperidone, the child's 
mood improved and he was more cooperative with 
developmental and speech therapies. His repetitive 
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behavior decreased and he started to imitate words 
taught by the speech therapist. The child tolerated 
the trial well and has not experienced any side 
effects. His electrocardiogram (ECG) and liver func­
tion test at the 6-week follow-up were normal. 

Case 3 
A 2.10-year-old boy was evaluated and 

diagnosed with autistic disorder on the basis of 
delayed speech, impaired social development, and 
restricted interest. He had an uneventful prenatal and 
birth history. At the age of II months he started to 
say "rna" and used this word for a month before it 
disappeared. He was then not using meaningful 
words but was able to sing the last part of the Thai 
National Anthem which he heard from the television. 
He did not make eye contact and did not respond 
when his parents called him. He was preoccupied 
with the examiner's necktie, while paying minimal 
attention to people during the play interview. He was 
markedly hyperactive, not responsive to redirection, 
and not cooperative with developmental therapy. 

Risperidone was started at 0.25 mg at bed­
time and was later increased to 0.25 mg twice daily. 
Two weeks after the start, he demonstrated signi­
ficant improvements in his hyperactivity and respon­
siveness. These improvements have been maintained 
until the most current follow-up visit at 16 weeks. 
He was making more sustained eye contact, less 
hyperactive, and responding more to developmental 
interventions. The child has not experienced side 
effects. His ECG and liver function test were normal. 

Case 4 
A 2.9 year-old boy, who has been receiving 

weekly speech therapy for 9 months for delayed 
receptive and expressive language, continued to have 
significant impairment in communication and socia­
lization. He was born by caesarian section due to 
twin pregnancy and weighed 2,490 g at birth. He 
had an uneventful neonatal period and normal deve­
lopmental milestones during the first year. He was 
the first twin and his female second twin has been 
developing normally. At the age of 2 years, there 
was little response to his parents and he was not able 
to wave bye-bye despite being taught repeatedly by 
his parents. At the age of 2.3 years, he was seen by 
a child psychiatrist who diagnosed him with autistic 
disorder and recommended continued speech therapy 
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and stimulation by the parents. At the age of 2.9 
years, the child showed minimal improvement in 
communication. He occasionally used single words 
such as "want" when he wanted something, and con­
tinued to pull adults' hands as a way of communi­
cation. His eye contact was still poor and he conti­
nued to have repetitive behavior such as playing 
and watching his own hands in a mirror. 

Risperidone was started at 0.25 mg at bed­
time. Six weeks after the start, the child demonstrated 
an improvement in communication and socialization. 
His parents reported that he was more responsive 
and was playing more with his twin sister. His eye 
contact improved and repetitive behaviors decreased. 
In speech therapy sessions, he was more coopera­
tive, better able to follow directions and imitated 
more words. The child has not experienced side 
effects. His liver function test and ECG at the 
8-week follow-up were normal. 

Case 5 
A 2.1 year-old boy was diagnosed with 

autistic disorder at age 1.9 years, at which time he 
was seen for not making eye contact and not having 
language. He was described as not being attached to 
his parents, nanny, or grandmother who was help­
ing with his care. He was not responsive when his 
name was called and would pull his parents' hands 
as a way of communication without making eye 
contact. He has been having weekly developmental, 
occupational, and speech therapies after the diagnosis 
was made. 

After 4 months of intensive developmental 
intervention, the child demonstrated some improve­
ment in his communication, being able to imitate 
words and responding when his name was called. 
However, he continued to avoid eye contact and 
would close his eyes or look away when attempts to 
make eye contact were made by adults. He was also 
irritable and not cooperative with the developmental 
interventions. Risperidone 0.25 mg was started at 
bedtime. Improvements in eye contact and mood 
were noted at the 4 week follow-up visit. These 
improvements were maintained for another 6 weeks, 
at which point his parents discontinued the medi­
cation due to the child's refusal. This resulted in a 
decrease in eye contact and an increase in irritabi­
lity, which improved again after risperidone was 
resumed at the same dosage 2 weeks later. No side 
effects have been reported. The child's liver func­
tion test and ECG results were normal. 

DISSCUSION 
This is a report of successful short-term 

treatment with risperidone as part of the compre­
hensive intervention in 5 very young children with 
autistic disorder. Treatment with risperidone was 
associated with clinically meaningful improvement 
in problem behaviors and socialization in all of the 
five children. After treatment with risperidone, there 
were decreases in irritability, hyperactive and aggres­
sive behaviors in case 1, 2 and 3, and in repetitive 
behaviors in case 4. Improvements in eye contact 
and responsiveness were seen in all cases. In case 4 
and 5, despite not having much disturbing hyperacti­
vity or irritability, risperidone was used on a basis 
of the lack of satisfying improvement after a period 
of nonpharmacological intervention, and was found 
to be effective in improving the child's socializa­
tion. The positive response to risperidone found in 
this report is similar to results reported by other 
authors07-19). 

All of the five cases tolerated the relatively 
low dosage (0.25-0.5 mg) of risperidone used in this 
report well. Side effects of risperidone reported in 
the literature, which include sedation, weight gain, 
extrapyramidal symptoms, galactorhea, hepatotoxi­
city and cardiovascular effects(2), were not found in 
these children. As recommended by several authors 
(2,14,19), the authors attempted to monitor liver 
function test and ECG in the cases. The results of liver 
function test obtained in all and the ECG findings 
obtained in 4 cases were normal. The tolerability of 
risperidone in this report is similar to findings from 
other studies07-19). However, longer-term studies 
are needed to assess the safety of risperidone in 
these children. 

Autistic disorder is a severe and disabling 
illness, in which early intervention is critical and 
might influence the outcome(20). It has generally 
been accepted that important interventions for these 
children include developmental, educational, occupa­
tional and speech therapies, while medication is not 
a primary intervention. However, when there are 
severe or persisting behavioral problems that are not 
responsive to or interfering with nonpharmacologi­
cal interventions, medication treatment might be 
indicated. Effective medication treatment at an early 
age might enable the child to benefit better from 
nonpharmacological interventions. 

As there is a limited number of young 
children with autistic disorder or other PDDs treated 
with risperidone reported in the literature, the authors 
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report more cases of very young autiStic children 
who benefited from short-term treatment with this 
medication. All five children demonstrated improve­
ments in problem behaviors and socialization and 
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tolerated the trial well. Controlled studies with larger 
samples are needed before a conclusion about the 
efficacy and safety of risperidone in the treatment of 
young children with autistic disorder can be drawn. 

(Received for publication on February I, 2002) 
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