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Treatment of Autism Spectrum 
Disorder in Children and Adolescents

By Melissa DeFilippis, Karen Dineen Wagner

ABSTRACT ~ Autism spectrum disorder is a diagnosis that includes signif icant social 
communication deficits/delays along with restricted patterns of interests and behaviors. 
The prevalence of this diagnosis has increased over the past few decades, and it is unclear 
whether this is solely attributable to the increased awareness of milder forms of the dis-
order among medical providers. The current treatment options for the core symptoms of 
autism are limited to psychosocial therapies, such as applied behavior analysis. Medications 
have been most effective in treating the associated behavioral symptoms of autism, though 
studies have examined potential benefits in some of the core symptoms of autism with 
certain medications, especially the repetitive behaviors often seen with this diagnosis. 
Risperidone and aripiprazole are currently the only medications FDA approved for symp-
toms associated with autism spectrum disorders, targeting the irritability often seen with 
this diagnosis. Children and adolescents with autism spectrum disorder appear to be more 
susceptible to adverse effects with medications; therefore, initiation with low doses and 
titrating very slowly is recommended. Some complementary alternative treatments have 
been researched as possible treatments in autism, though evidence supporting many of these 
is very limited. Psychopharmacology Bulletin. 2016;46(2):18–41.

Diagnosis anD Prevalence

Changes to diagnostic criteria in the Diagnostic and Statistical Manual of Mental 
Disorders, 5th edition included eliminating several sub-diagnostic categories (i.e. 
Asperger syndrome, pervasive developmental disorder not otherwise specified, dis-
integrative disorder) and using one term to describe both the lower and higher 
functioning forms of autism: autism spectrum disorder (ASD). The requirements 
for this diagnosis also decreased from 3 criteria (social reciprocity, communicative 
intent, and restricted and repetitive behaviors in DSM IV-TR) to 2 criteria (social 
communication/interaction and restricted and repetitive behaviors in DSM 5).1,2 
Individuals must meet all the social communication/interaction criteria, which 
include: problems reciprocating social or emotional interaction; severe problems 
maintaining relationships; and nonverbal communication problems. They must also 
meet 2 of the 4 restricted and repetitive behaviors criteria, which include:  stereotyped 
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or repetitive speech, motor movements or use of objects; excessive adher-
ence to routines, ritualized behavior, or excessive resistance to change; 
highly restricted interests, abnormal in intensity or focus; and hyper or 
hypo reactivity to sensory input or unusual interest in sensory aspects 
of environment. These symptoms must cause functional impairment for 
a diagnosis to be made. Associated symptoms may be seen with autism 
spectrum disorder, including, but not limited to, irritability, hyperactivity, 
aggressive behaviors, anxiety, mood symptoms, and insomnia.3

Current recommendations by both the American Academy of Child 
and Adolescent Psychiatry and the American Academy of Pediatrics 
include routine developmental screening for symptoms of ASD in 
young children.4,5 The US Preventative Services Task Force recently 
reported there is insufficient evidence to assess the balance of benefits 
and harms of screening for ASD in young children for whom no con-
cerns of ASD have been raised either by their parents or their clini-
cians.6 Their recommendation is for clinicians to use clinical judgment 
to decide if screening for ASD in these children is appropriate.

The Center for Disease Control’s Autism and Developmental 
Disabilities Monitoring Network estimated prevalence of ASD to be  
1 in 68 individuals in their latest survey.7 The prevalence of ASD has 
continuously increased in past decades, with a nearly fourfold increase 
in diagnosis (parent-reported) from 1997 to 2008. This is thought to 
be, at least partially, due to increased awareness of milder forms of the 
diagnosis among clinicians, meaning many cases are being identified 
which would have previously gone undiagnosed. The latest National 
Health Statistics Report by the US Department of Health and Human 
Services and the CDC showed school-aged children newly diagnosed 
with ASD in or after 2008 were more likely to have milder ASD and 
less likely to have severe ASD than those diagnosed in or before 2007.8

A recent systematic review of prognosis/outcome studies showed that 
intelligence quotient (IQ) and early language ability are the strongest 
predictors for a favorable prognosis in ASD. Studies also show with age 
(in general) the diagnosis of ASD remains stable, but adaptive function-
ing improves and co-morbid behavioral symptoms become less severe, 
whereas social functioning, cognitive ability and language skills have 
more variable outcomes.9

TreaTmenT

Psychosocial Therapies

Many different psychosocial interventions have been developed tar-
geting both the core symptoms and associated symptoms of ASD. 
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Applied behavior analysis (ABA) is a treatment based on theories of 
learning and operant conditioning. It includes specific intervention 
targets, coupled with positive reinforcement (verbal praise, tokens, or 
edible rewards), with repetition of learning-trials a key component.10 
It was postulated that early, intensive ABA intervention might lead to 
remarkable outcomes, including almost half of the children receiving 
this treatment gaining significant IQ points and being mainstreamed 
into regular classes.11 Many of the earlier studies lacked methodologi-
cal rigor, and replication with randomized controlled trials was needed 
to support such claims. One proposed early intensive ABA therapy 
model, the Early Start Denver Model, showed significant cognitive 
and adaptive behavior gains over the course of 2 years in a random-
ized, controlled trial of 48 preschool-aged children.12 A meta-analy-
sis examining the efficacy of ABA interventions for young children 
with autism showed medium to large positive effects on intellectual 
functioning, language development, daily living skills acquisition, and 
social functioning, with the larger effect sizes observed on language-
related outcomes.13

Limitations to this form of intervention include the length of time 
required to see improvements, questionable generalizability of learned 
skills, and lack of motivation at times from the patient to work on these 
skills.14 Additional limitations to ABA interventions include the cost of 
these intensive therapies, which can be substantial, given the intensive 
nature of treatment (usually 20+ hours a week).

Another intervention that shows some promise in treating core symp-
toms of ASD is Pivotal Response Treatment (PRT) and includes a 
more naturalistic behavioral method that targets specific skills as well 
as motivations (i.e. pivotal areas).15,16 The theory is that PRT leads 
to more widespread/generalizable gains in areas not specifically tar-
geted by the therapy, such as joint attention. It is also less time-intensive 
than ABA therapies. A randomized, controlled trial found PRT to be 
helpful for functional and adaptive communication skills in 53 children 
(aged 2 to 6 years) with autism and significant language delay.17 A ran-
domized clinical trial comparing PRT and ABA interventions found 
PRT to be superior to ABA in improving verbal expressive communi-
cation with three months of treatment.18 Children also were found to 
exhibit less disruptive behaviors during PRT when compared to ABA.19

One randomized controlled trial examined the addition of a supple-
mental social curriculum to treatment, which included aspects of ABA 
and PRT to assess whether the supplemental curriculum resulted in 
improved joint attention, shared positive affect and socially engaged 
imitation as compared to those without the supplemental curriculum.20 
The group with the supplemental curriculum showed a twofold increase 
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in socially engaged imitation, though the other two outcome variables 
showed similar gains in both treatment groups. Other psychosocial 
interventions include parent-mediated early interventions (teaching 
parents interventions that they can then apply in the home) and social 
skills interventions. Studies examining parent-mediated interventions 
have shown mixed results and most include small sample sizes, though 
one large randomized controlled trial showed parent training to be 
superior to parent education alone.21–25 Other randomized controlled 
trials have found parent-training to be effective in improving social 
communication and adaptive behavior.26,27

Social skills interventions have also been studied, though usually as 
components of other types of therapies. They have been studied more 
extensively in individuals with medium to higher cognitive functioning 
levels and are often provided in a group format. Social skills interven-
tions include peer-related mediation, social narratives, and video mod-
eling. Goals of social skills training may include emotional regulation, 
basic conversation skills, nonverbal communication skills, perspective 
taking, initiating, responding, and maintaining social interactions.28 
Reviews of social skills interventions show them to be promising treat-
ments, especially with targeted skills; however, the generalizability of 
skills is still unclear and more rigorous, high quality intervention studies 
are needed.29,30 Cognitive behavior therapy (CBT) has been studied as 
a treatment for co-morbid anxiety disorders in children and adolescents 
with autism spectrum disorder. Randomized controlled trials have 
shown CBT to be an effective treatment for anxiety, but it may be more 
effective for higher functioning individuals.31–34

Pharmacology

Medications are primarily used for treating associated symptoms 
of autism spectrum disorder, as efficacy for use in treating the core 
symptoms of autism has not been established. Targeted associated 
symptoms may include, but are not limited to, irritability, aggression, 
self-injurious behaviors, anxiety, hyperactivity, impulsivity, inattention, 
and insomnia.

Atypical Antipsychotics

Risperidone and aripiprazole are approved by the Food and Drug 
Administration (FDA) for the treatment of irritability associated with 
the diagnosis of autism spectrum disorder. Risperidone is approved in 
children at least 5 years of age and aripiprazole is approved for children 
at least 6 years of age.
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Risperidone

A double blind, placebo-controlled study by the Research Units on 
Pediatric Psychopharmacology (RUPP) Autism Network examined the 
efficacy of risperidone in treating irritability associated with autism in 101 
individuals, aged 5–17 years.35 This 8 week study compared risperidone 
(mean dose 1.8 mg/d) to placebo on measures of irritability (Abberant 
Behavior Checklist Irritability subscale) and global improvement (Clinical 
Global Impressions – Improvement scale).36–37 Response was defined 
as • 25% decrease in the irritability score and a rating of much improved 
or very much improved on the CGI-I scale. Response rates were 69% in 
the risperidone treatment group and 12% in the placebo group, which was a 
significant difference. Significant side effects in the risperidone group were 
weight gain (2.7 kg versus 0.8 kg in the risperidone and placebo groups, 
respectively), increased appetite, fatigue, drowsiness, dizziness, and drooling. 
Of the responders in the risperidone group, 68% maintained this response 
at a 6 month follow up.

An 8-week, double-blind, placebo-controlled study examined the efficacy 
of risperidone on irritability in children with autism and other pervasive 
developmental disorders. The risperidone group (mean dose 1.17 mg/d) 
was superior to placebo in decreasing scores on the irritability subscale of 
the ABC.38 Weight gain was significant in the risperidone group, with a 
mean increase of 2.7 kg versus 1 kg in the placebo group. 

A six month randomized controlled trial examined the efficacy of ris-
peridone in children with autism spectrum disorder.39 Targets included 
some core autism symptoms (social and emotional responsiveness and 
communication) and associated symptoms (aggressiveness, hyperactivity, 
and irritability). The primary outcome measures were the changes in the 
median Childhood Autism Rating Scale rating from baseline and the 
mean Children’s Global Assessment Scale score from baseline.40–41 
The risperidone group was superior to the placebo group on both out-
come measures. Risperidone also lessened hyperactivity and aggression 
and improved social responsiveness and nonverbal communication. Side 
effects in the risperidone group included mild sedation, increased appe-
tite, weight gain (mean 2.8 kg), and mild, transient dyskinesias.

Several studies have examined the long-term benefits of risperidone 
in autism spectrum disorder. A blinded discontinuation study examined 
the long-term efficacy of risperidone in children, aged 5 to 17 years.42 
The 8 week, randomized, double-blinded discontinuation phase of this 
study included 32 individuals.35 After 6 months of risperidone treat-
ment,  62.5% of youth randomized to placebo relapsed compared 
to 12.5% of youth randomized to continue risperidone treatment, which 
was a significant finding. Relapse was defined as a 25% increase in the 
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ABC irritability subscale score and a CGI-I score of much worse or 
very much worse compared to the prediscontinuation baseline. A study 
examining the long term efficacy of risperidone in autism spectrum 
disorder in 36 youths (aged 5 to 17 years) included 6 months of risperi-
done treatment followed by an  8 week, randomized, double-blinded, 
placebo-controlled discontinuation phase.43 Signifcantly more youth in 
the placebo group relapsed (67%) when compared to youth who con-
tinued risperidone treatment (25%) during the discontinuation phase 
of the study. Side effects in the risperidone group included increased 
weight and appetite, anxiety, and fatigue. A 21-month naturalistic study 
followed 84 children and adolescents over an average of 21 months and 
showed  2/3 of the participants remained on risperidone throughout 
the follow up period.44 Though risperidone was associated with more 
adverse effects (weight gain, enuresis, increased appetite), the study con-
cluded that these were balanced by the positive effects seen in those who 
continued treatment. These included improved social skills/socialization 
and decreased irritability, compared to baseline and compared to the 
group who discontinued treatment during the follow up phase. 

The efficacy of risperidone and haloperidol was compared in 
30 children and adolescents, aged 8 to 18 years in a 12-week randomized 
controlled trial.45 The mean dose was 2.6 mg/d in both the risperidone 
and haloperidol groups. Risperidone was shown to be more effective in 
reducing behavioral symptoms and impulsivity than haloperidol. It was 
also more effective in improving language skills and social relations. 
When comparing adverse effects, the risperidone group had greater 
increases in prolactin and the haloperidol group had greater increases 
in alanine amino transferase (ALT). There was no significant difference 
between the two groups in weight gain.

Though no medication is approved for use in treating the core symp-
toms of autism, there is some evidence that risperidone may be effective 
in treating the repetitive and restricted patterns of behaviors in children 
with autism. An open-label continuation study of 63 children and ado-
lescents (aged 5–17 years) examined the efficacy of risperidone in treat-
ing the core symptoms of autism spectrum disorder.46 Measurements 
included the Ritvo-Freeman Real Life Rating Scale, the Children’s 
Yale Brown Obsessive Compulsive Scale, and the maladaptive behavior 
domain of the Vineland Adaptive Behavior Scales.47–49 Statistically 
significant improvements in restricted, repetitive, and sterotyped pat-
terns of behavior, interest, or activities was observed over the 16 week 
continuation phase. No significant improvement was observed in the 
area of social interaction and communication. 

The benefits of risperidone for adaptive behaviors in autism spectrum 
disorder was examined in  48 children and adolescents, aged  5 to  
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16 years.50 Adaptive behaviors were assessed using the Vineland 
Adaptive Behavior Rating Scales over a  6 month period. Significant 
improvement was seen in adaptive behavior in the areas of communica-
tion, daily living skills, and socialization. This suggests possible direct 
positive effects on adaptive behavior with risperidone treatment, but 
more rigorous study is needed in this area.

Aripiprazole

The efficacy of aripiprazole in the acute treatment of irritability 
associated with autism spectrum disorder was examined in an 8 week, 
double-blind, randomized controlled trial in 218 children and adoles-
cents, aged 6 to 17 years.51 Subjects were randomized into four fixed 
dosing groups, 5 mg, 10 mg, 15 mg, or placebo. All doses of aripip-
razole were superior to placebo on the primary outcome measure, the 
mean change on ABC irritability subscale score from baseline to end-
point. Weight gain was significantly higher in each aripiprazole dose 
group when compared to placebo, and sedation was the most common 
adverse effect reported. An 8 week trial examined the efficacy of aripip-
razole in the treatment of irritability associated with autism spectrum 
disorder in 98 children and adolescents, aged 6–17 years, using a flexible 
dosing schedule.52 Doses at 8 weeks were either 5 mg, 10 mg, 15 mg, 
or placebo. Aripiprazole was found to be superior to placebo on the 
primary outcome measure of mean change of the ABC irritability sub-
scale score from baseline to endpoint. The most common side effects 
in the aripiprazole group were somnolence and fatigue. The rate of 
extrapyramidal symptoms was  14.9% in the aripiprazole group, ver-
sus 8% in the placebo group.

A double-blind, randomized, placebo-controlled trial examined the 
efficacy of aripiprazole in preventing relapse in long-term mainte-
nance treatment.53 The study included 85 youths, aged 6 to 17 years 
with autism, who were responders to acute treatment with aripiprazole 
for 12 weeks. They were randomized to receive either continued aripip-
razole treatment or placebo and followed to relapse or 16 weeks. Time 
from randomization to relapse was the primary outcome measure, and 
there was no difference between the two groups on this measure. The 
hazard ratio (HR =  0.57) and number needed to treat (NNT =  6) 
suggested that some patients may benefit from maintenance treatment. 

The long-term efficacy of aripiprazole for irritability in patients 
with autism spectrum was examined in a 52 week open-label study 
of 199 children and adolescents, aged 6–17 years.54 The study included 
responders to acute treatment with aripiprazole (who continued treat-
ment for the 52 weeks of this study) as well as individuals with no 
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prior treatment with aripiprazole (who began open-label treatment 
with this study, continuing for 52 weeks). Flexible dosing was used, 
with a mean daily dose of 10.6 mg by week 52. The group that con-
tinued treatment with aripiprazole maintained response, as measured 
by the ABC irritability subscale and the CGI improvement scores. 
The group of patients with no prior aripiprazole treatment showed 
significant improvement in both scores compared to baseline. The 
most common side effects included weight gain, vomiting, nasophar-
yngitis, appetite increase, pyrexia, upper respiratory tract infection, 
and insomnia.

A  2-month randomized, double-blind, placebo-controlled com-
parison trial examined the efficacy of aripiprazole versus risperidone 
in 59  children and adolescents with autism spectrum disorder and asso-
ciated behavioral symptoms.55 There was no difference between the 
groups on primary outcome measures (ABC scores) or on safety mea-
sures (including appetite increase and weight gain).

Olanzapine

The efficacy of olanzapine on global improvement was examined 
in an  8-week double-blind, randomized, placebo-controlled study of  
11  children and adolescents (aged  6 to  14 years) with pervasive 
developmental disorders.56 Response rates (CGI-I •  2) were signifi-
cantly higher in the olanzapine group compared to the placebo group 
(50% versus 20%, respectively). Weight gain was significant in the olan-
zapine treatment group (mean  7.5 pounds) compared to the placebo 
group (mean 1.5 lbs).

In a 3 month open-label study, the efficacy of olanzapine was examined 
in 25 children and adolescents (aged 6 to 16 years) with autistic disorder 
or pervasive developmental disorder not otherwise specified.57 The mean 
daily dose of olanzapine in the study was 10.7 mg. The 23 who com-
pleted the study showed significant improvements on the ABC subscales 
of irritability, hyperactivity, and excessive speech; however, only 3 youth 
were deemed “responders” based on CGI Severity/Improvement scores. 
Significant weight gain was observed (mean 4.7 kg), along with appetite 
increase and loss of strength.

An open label study examining the efficacy of olanzapine in 40 male 
youth, aged 7 to 17 years, with autism showed significant decreases in 
the ABC subscales of irritability, stereotyped behaviors, hyperactivity, 
and inappropriate speech.58 Only 30% of the study participants were 
considered much improved based on CGI severity scores when com-
pared to baseline. Mean daily dose was 7.5 mg and no significant weight 
gain was observed in this study.
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Lurasidone

A  6-week, double-blind, randomized, placebo-controlled study 
examined the efficacy of lurasidone for irritability associated with autism 
spectrum disorder in 150 children and adolescents, aged 6 to 17 years.59 
Study participants were randomized into three different fixed dosing 
groups: lurasidone  20  mg/day, lurasidone  60  mg/day, and placebo. 
Lurasidone was not found to be superior to placebo at either dose as 
measured by the change in ABC-I scores from baseline. Lurasidone 
was superior to placebo, as measured by change in the CGI-I scores 
from baseline to endpoint, in the 20 mg/day treatment group but not 
in the 60 mg/day treatment group. The most commonly observed side 
effects included vomiting and somnolence.

Quetiapine

Several small, open-label studies have examined the efficacy of que-
tiapine in children and adolescents with autism spectrum disorder. 
One  16-week trial included  6 male children with autism who also 
had intellectual disability.60 No statistically significant improvement 
in symptoms were demonstrated. Side effects with quetiapine were 
sedation, a possible seizure, behavioral activation, increased appetite and 
weight gain. A 12-week trial with 9 adolescents with autism showed 
overall low response; only 2 study participants met criteria for response 
(CGI • 2).61 A study examined the efficacy of low dose quetiapine in  
11 adolescents with autism spectrum disorder over the course 
of 8 weeks.62 Mean dose of quetiapine was 122.7 mg/day at the end of 
the study. The study showed significant improvements in aggression and 
sleep, and quetiapine was generally well-tolerated at these lower doses. 

Ziprasidone

A 6-week, open-label pilot study of ziprasidone examined the efficacy 
and safety of this medication in 12 adolescents with autism.63 Seventy-
five percent of participants were deemed responders (CGI-I • 2), and 
ziprasidone was well-tolerated, with no weight gain and mean QTc 
increase of  14.7 msec. Two study participants experienced acute dys-
tonic reactions. An open-label trial examined the efficacy of ziprasidone 
in 12 patients, aged 8–20 years with autism or pervasive developmental 
disorder not otherwise specified for at least 6 weeks.64 Fifty percent of 
study participants were considered responders (CGI-I • 2), with tran-
sient sedation as the most commonly observed side effect. There was no 
observed weight gain and no observed cardiovascular side effects. 
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Paliperidone

An 8-week, open-label trial examined the efficacy of paliperidone 
in the treatment of irritability in  25 adolescents and young adults 
(aged  12–21  years) with autism.65 The mean daily dose of paliper-
idone was  7.1  mg. Eighty-four percent of study participants were 
 considered “responders” (CGI-I •  2 and •  25% improvement in 
ABC-I score). Mild to moderate extrapyramidal symptoms were 
reported in  4 study participants and mean weight gain was  2.2 kg 
over the course of the study.

TyPical anTiPsychoTics

Haloperidol

Haloperidol was one of the first medications studied for use in autism 
spectrum disorder. Studies of acute treatment with haloperidol have 
shown benefits in the areas of hyperactivity, temper tantrums, with-
drawal, stereotypical behaviors, and facilitating learning on discrimina-
tion tasks.66–68 Doses used in these studies ranged from 0.25 mg to 4 mg 
per day. The most commonly observed side effects included sedation, 
irritability, and acute dystonic reactions. A 6-month study examining 
the long-term efficacy of haloperidol in 60 children (aged 2–8 years) 
with autism showed maintenance of efficacy over the course of the 
study.69 It was most helpful for children with irritability, angry/labile 
affect, and uncooperative behaviors. Side effects included haloperidol-
related dyskinesias, including withdrawal dyskinesias. 

The risk of extrapyramidal symptoms with haloperidol is a concern. 
A prospective, longitudinal study followed 118 children, aged 2 to 8 years, 
with autism treated with haloperidol for associated behavioral symptoms 
for a mean length of 708 days.70 Thirty-four percent of children devel-
oped either withdrawal or tardive dyskinesia during the course of the 
study. The risk of dyskinesia increased with length of treatment, making 
long-term use of this medication especially concerning. For this reason, 
haloperidol should be considered after the atypical antipsychotics in 
children and adolescents with autism spectrum disorder.

Antidepressants

Antidepressants have been considered for use in autism spectrum dis-
order due to the observed symptoms of repetitive, ritualistic behaviors 
and insistence on restricted patterns of routines. Selective serotonin 
reuptake inhibitors (SSRIs), tricyclic antidepressants, and other antide-
pressants have been studied in patients with autism spectrum disorders.
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Selective Serotonin Reuptake Inhibitors (SSRIs)

Studies examining the efficacy of SSRIs in autism spectrum disorder 
have had mixed results. Some studies show potential benefits in the 
treatment of repetitive movements and irritability, while others show no 
improvement and significant adverse effects when these medications are 
used in this patient population.

Two double blind, placebo-controlled studies examining the efficacy 
of fluoxetine showed conflicting results. In one study of  45 children 
and adolescents (aged 5 to 17 years), the efficacy of liquid fluoxetine 
was compared to placebo for repetitive behaviors associated with autism 
spectrum disorder.71 This cross-over study included 8 weeks of treat-
ment with fluoxetine and 8 weeks of treatment with placebo, separated 
by a  4-week washout phase. Fluoxetine (mean dose  10  mg/day) was 
found to be superior to placebo in the treatment of repetitive behaviors, 
as measured by the Children’s Yale-Brown Obsessive-Compulsion Scale, 
compulsions subscale (CY-BOCS).72 Fluoxetine appeared to be well-
tolerated. A 14-week double-blind, placebo-controlled trial examined 
the efficacy of low dose fluoxetine for repetitive behaviors associated 
with a diagnosis of autistic disorder in  158 children and adolescents 
(aged 5 to 17 years).73 Fluoxetine was not found to be superior to pla-
cebo in this study. An open trial examined the efficacy of fluoxetine 
in 23 children and adults with autistic disorder and found significant 
improvement in CGI ratings of clinical severity in 15 of 23  subjects.74 
Observed side effects were restlessness, hyperactivity, agitation, decreased 
appetite or insomnia.

Citalopram was not superior to placebo in a randomized, placebo-
controlled trial of 149 children and adolescents (aged 5 to 17 years) with 
autism spectrum disorder.75 The primary outcome measures were the 
CGI, Improvement subscale and CY-BOCS (repetitive movements), 
and the mean daily dose of citalopram was 16.5 mg. 97% of those in 
the citalopram group experienced adverse effects, including increased 
energy, impulsivity, decreased concentration, hyperactivity, stereotypy, 
diarrhea, insomnia, and dry skin or pruritus.

Fluvoxamine was studied in a double-blind, placebo-controlled study 
in 34 children with autistic disorder.76 No significant clinical improve-
ment was seen with the medication when compared to placebo. The 
efficacy of low dose fluvoxamine (mean 67 mg/day) was examined in 
an open study of 18 children and adolescents with pervasive develop-
mental disorders.77 No statistically significant improvement was seen 
during the 10-week study. Adverse effects were experienced in 72% of 
the participants, with agitation/behavioral activation and insomnia the 
most commonly reported symptoms.
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The efficacy of escitalopram was examined in a 10-week open-label 
trial of 28 children and adolescents (aged 6 to 17 years) with pervasive 
developmental disorders.78 Significant improvement was seen on irrita-
bility and global improvement measures, and the study highlighted the 
need to start with very low doses and titrate slowly. Twenty-five percent 
of the participants responded at doses , 10 mg and did not tolerate 
doses at or above 10 mg. The most commonly reported adverse effects 
were irritability and hyperactivity, which appeared dose-related.

Other Antidepressants 

Low dose venlafaxine was found to be effective for repetitive behav-
iors and restricted interests, social deficits, communication and language 
function, inattention, and hyperactivity in an open, retrospective clini-
cal report of 10 individuals (aged 3 to 21 years) with autism spectrum 
disorder.79 Over an average length of  5 months,  60% of participants 
responded to venlafaxine (mean dose 24.4 mg/day). Response was based 
on CGI, improvement scores, and adverse effects included behavioral 
activation, nausea, inattention and polyuria.

Mirtazepine was studied in a naturalistic open-label study of  
26 children and adults (aged  3 to  23 years) with pervasive develop-
mental disorders.80 The mean daily dose was 30 mg/day, and 34.6% of 
participants were deemed responders (much improved or very much 
improved on CGI scale). The medication was not effective for the core 
symptoms of social or communication impairment. Adverse effects 
included increased appetite, irritability, and sedation.

A 6-week, open-label, pilot study of 8 children with autistic disorder 
showed clomipramine was not effective for symptoms, with  7 of the   
8 children showing worsening symptoms.81 Side effects were also con-
cerning, including one incidence of acute urinary retention, requiring 
catheterization. Five children with autistic disorder and severe intel-
lectual disability showed improvement in adventitious movements and 
compulsions in a small, open-label study of clomipramine.82

A double-blind, placebo-controlled trial examined the efficacy of 
clomipramine and desipramine in the treatment of autistic disorder.83 
This 12 week study included 24 participants, aged 6 to 23 years, with 
autistic disorder and included a clomipramine versus placebo group 
(n = 12) and a clomipramine and desipramine crossover comparison 
group (n = 12). Clomipramine was superior to both placebo and desip-
ramine on measures of stereotypical behaviors, anger, and compulsive, 
ritualized behaviors. Both clomipramine and desipramine were helpful 
for reducing hyperactive behaviors. Adverse effects were high in the 
desipramine group, with  8 of the  12 subjects experiencing increased 
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irritability, temper outbursts, and uncharacteristic aggression while 
receiving desipramine. Clomipramine was relatively well-tolerated, with 
no significant adverse effects when compared to placebo.

mooD sTabilizers

There have been two small double-blind, placebo-controlled studies 
of divalproex sodium for the treatment of autism spectrum disorder in 
children and adolescents, aged 5 to 17 years. A 12-week study exam-
ined the efficacy of this drug in treating irritability in 27 children and 
adolescents with autism spectrum disorder.84 Response was defined 
using scores from the ABC, irritability subscale and the CGI-I scale, 
with  62.5% in the divalproex sodium treatment group responders  
versus 9% in the placebo group, which was statistically significant. The 
trend was for responders to have higher valproate blood levels than the 
non-responders. Divalproex sodium was generally well-tolerated, with 
one case of extreme agitation in the treatment group. An 8-week study 
examined the efficacy of divalproex sodium in improving repetitive 
behaviors associated with autism spectrum disorder in 13 children and 
adolescents.85 There was significant improvement in repetitive behav-
iors among the group treated with divalproex sodium when compared 
to placebo, as measured by the CY-BOCS. The most common adverse 
effect in the divalproex sodium group was irritability. 

A randomized, double-blind, placebo-controlled trial examined 
the efficacy of lamotrigine in  28 children (aged  3–11 years) with 
autistic disorder.86 This  18 week study showed no significant dif-
ference between lamotrigine and placebo on any of the outcome 
measures. Reported adverse effects also did not differ significantly 
between the groups.

sTimulanTs/aTomoxeTine/alPha-2 agonisTs

Symptoms of attention-deficit/hyperactivity disorder (ADHD) are 
commonly observed with a diagnosis of autism spectrum disorder, 
which has led to research examining the efficacy and tolerability of 
ADHD treatments in this patient population. Several studies have 
examined the efficacy of methylphenidate for symptoms of inatten-
tion, hyperactivity, and impulsivity among patients with a diagnosis 
of autism spectrum disorder. The largest of these, a double-blind, pla-
cebo-controlled, crossover study,87 included  72 children and adoles-
cents, aged  5–14 years, with pervasive developmental disorders and 
hyperactivity. Methylphenidate was found to be superior to placebo in 
treating hyperactive symptoms using the ABC, hyperactivity subscale. 
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Effect sizes ranged from 0.20 to 0.54, lower than what is seen in typically 
developing children and adolescents with ADHD treated with methyl-
phenidate. Adverse effects were also observed more frequently than are 
seen in typically developing patients with ADHD, and included appe-
tite decrease, insomnia, irritability and emotional outbursts. A placebo-
controlled study examining the use of extended-release preparations of 
methylphenidate in  24 elementary school-aged children with autism 
spectrum disorder showed it was beneficial for hyperactivity, impulsiv-
ity and inattention with no evidence of an increased risk of adverse 
effects in this patient population.88 This study included children who 
were relatively high functioning, and the investigators point this out as 
a potential limitation of the study.

Smaller placebo-controlled studies have shown benefits of methyl-
phenidate for hyperactivity in children with autism spectrum disorder, 
but effects have been modest and side effects are concerning, especially 
at higher doses.89–91 More studies examining the effects of this medi-
cation on core symptoms of autism are needed. The findings from the 
existing studies suggests a need to start these medications at low doses 
and increase slowly.

Atomoxetine has been studied in several double-blind, placebo-con-
trolled trials in children and adolescents with autism spectrum disorder 
and ADHD symptoms.92–94 Modest improvements in hyperactive and 
impulsive symptoms were seen in these studies, and atomoxetine was 
generally well-tolerated, with no indication of increased adverse effects 
in this population versus that of typically developing children and 
adolescents with ADHD. One study found atomoxetine to be effec-
tive in some core autism symptoms (decreasing restricted and stereo-
typed behaviors and communication) but showed no effect on social 
functioning.94

Due to concerns about a possible increased risk of side effects when 
using stimulants in children with autism spectrum disorder, alpha-2 
agonists have been studied as possible alternatives to stimulants for 
managing hyperactivity and impulsivity in this patient population. A 
recent randomized, double-blind, placebo-controlled trial examined 
the efficacy of extended-release guanfacine in children and adolescents 
(aged 5 to 14 years) with autistic disorder, asperger’s disorder, or per-
vasive developmental disorder, not otherwise specified.95 This 8 week 
trial showed extended-release guanfacine to be superior to placebo in 
lowering scores on the ABC-hyperactivity subscale as well as on global 
improvement measures (CGI-I scores). Adverse effects included drows-
iness, fatigue and decreased appetite. Blood pressure decreased slightly 
early in the study, but returned to baseline by study endpoint. These 
findings were similar to another trial in which guanfacine was compared 
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to placebo in children (aged 5 to 9 years) with autism, intellectual dis-
ability, and comorbid ADHD.96 Guanfacine was superior to placebo 
on measures of hyperactivity and global improvement. Adverse effects 
included drowsiness and irritability, with no significant difference in 
blood pressure or pulse in the guanfacine group. 

Two small double-blind, placebo-controlled studies and one retro-
spective open-label study have examined clonidine for the treatment of 
hyperactivity and impulsivity in children and adolescents with autism 
spectrum disorders.97–99 All three studies found clonidine to be at least 
modestly effective for symptoms of hyperactivity. Some of the studies 
found it to be helpful for other symptoms, such as social relationships, 
sensory responses, irritability, sleep and aggression. Adverse effects com-
mon to all three studies were sedation or drowsiness, but the medication 
was otherwise well-tolerated.

oTher meDicaTions

Several randomized, placebo-controlled trials have examined the effi-
cacy of naltrexone for core symptoms of autism, associated symptoms of 
hyperactivity and irritability, and for discrimination learning. Overall, it 
appears naltrexone may have some benefits in reducing hyperactivity and 
impulsivity in children and adolescents with autism spectrum disorder, 
but core symptoms did not appear to improve with this medication.100–103 
Naltrexone also had no effect on discrimination learning.104–105 The 
efficacy of oxytocin has been examined in several randomized, placebo-
controlled trials in children and adolescents with autism spectrum dis-
order and results have been mixed. One small study showed oxytocin 
to improve emotion recognition significantly when compared to pla-
cebo.106 Two other studies showed no separation from placebo on social 
behaviors, emotion recognition, or general behavioral symptoms.107,108

Medications that have shown some promise in improving the core 
symptoms of autism in children and adolescents in randomized, placebo-
controlled trials include donepezil hydrochloride, levocarnitine (l-carni-
tine), and the GABA-ergic drug, bumetanide.109–111 Galantamine may 
be beneficial for irritability, hyperactivity and social withdrawal associ-
ated with autism spectrum.112 More studies replicating these findings 
are needed to support the use of these medications in the management 
of autism spectrum disorders. 

Medications that have shown mixed results in randomized, placebo-
controlled trials of children and adolescents with autism spectrum dis-
orders include amantadine and arbaclofen. Amantadine showed no 
improvement on parent-ratings of hyperactivity and irritability, but 
clinicians reported significant improvements in behavioral ratings.113 
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Arbacolfen showed no significant improvement on social withdrawal 
compared to placebo, but it did separate from placebo on improved 
global functioning scales.114 Medications that have shown no benefits 
in treating symptoms of autism in children and adolescents in random-
ized, placebo-controlled studies include mecamylamine, memantine, 
and levetiracetam.115–117

Several medications have been studied as potential augmenting 
agents in combination studies with risperidone or haloperidol. Agents 
studied as augmenting agents to risperidone include pentoxifylline, 
N-acetylcysteine, riluzole, memantine, amantadine, celecoxib, piogli-
tazone, and buspirone.118–126 All medications except buspirone were 
superior to risperidone plus placebo on various measures, including 
irritability, hyperactivity, social withdrawal, or inappropriate speech. 
Cyproheptadine was studied in combination with haloperidol and was 
found to be superior to haloperidol plus placebo on the primary out-
come measure, change in scores on the Aberrant Behavior Checklist 
from baseline to endpoint.127 More studies are needed examining med-
ication augmentation strategies in children and adolescents with autism 
spectrum disorder.

comPlemenTary alTernaTive meDicine

The efficacy of melatonin for sleep disturbances in children and ado-
lescents with autism spectrum disorder has been examined in multiple 
double-blind, placebo-controlled studies, making it one of the best-
studied complementary alternative treatments used in autism spectrum 
disorder. The largest of these examined controlled-release melatonin 
alone and in combination with cognitive-behavioral therapy (CBT) 
versus CBT alone and placebo in 160 children (aged 4 to 10 years) with 
autistic disorder.128 This  12-week study showed combination treat-
ment (melatonin plus CBT) to be the most effective intervention for 
sleep-related difficulties, but all active treatment groups outperformed 
placebo. No difference was observed between the groups in reported 
adverse effects. Other randomized, placebo-controlled trials and one 
open trial have shown similar improvements in sleep with melatonin, 
and none showed treatment-emergent adverse effects with this medica-
tion.129–133 Melatonin was well-tolerated in all the above studies and 
appears to be a safe treatment option for sleep in children with autism 
spectrum disorder.

Omega-3 fatty acids have been examined as potential treatments for 
autism spectrum disorder, specifically for the associated symptom of 
hyperactivity. Randomized, placebo-controlled trials have shown pos-
sible improvements in hyperactivity in children and adolescents with 
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autism spectrum disorder, but the findings have failed to achieve statis-
tical significance in this population.134–136 Omega-3 supplementation 
has been relatively well-tolerated, and seems to be a safe intervention to 
consider in children with ASD.

Methyl B12 has been studied in two randomized, placebo-controlled 
trials as a treatment for both behavioral symptoms and core symptoms 
of autism spectrum disorder in children. One study found no significant 
difference between the placebo group and the active treatment group,137 
and the other study found significant improvement in clinician-ratings 
of global improvement but no difference in parent-ratings of behavioral 
or core symptoms when compared to placebo.138 Though it was con-
sidered to be safe and was well-tolerated in these studies, the need for 
frequent injections make this treatment less desirable for many patients 
and their families. N-acetylcysteine may improve irritability in children 
with autism and appears to be well tolerated, but more studies are needed 
examining its efficacy in this patient population before this treatment 
can be recommended.139 Vitamin supplementation has been studied as 
a possible treatment for autism spectrum disorder, and results from two  
randomized controlled trials have been mixed. One study found signifi-
cant improvements only in gastrointestinal symptoms and sleep compared 
to placebo, but no significant improvements in core symptoms or associ-
ated behavioral symptoms of ASD.140 The other study found significant 
global improvement on parent rating scales, along with improved recep-
tive language and decreased hyperactivity and tantrums.141

Digestive enzymes and special diets have been examined as potential 
treatments in autism spectrum disorder, due to the increased rate of gas-
trointestinal symptoms found in these patients. The evidence does not 
support any improvement in core symptoms or associated behavioral 
symptoms of autism with digestive enzyme supplementation, though 
it may improve food variety scores in these patients.142 A small ran-
domized, placebo-controlled study examining the possible effects of a 
gluten-free/casein-free diet suggested no change in core symptoms or 
associated behavioral symptoms in children with autism in a double-
blind challenge trial.143

Intravenous immunoglobulin therapy has been suggested as a poten-
tial treatment for autism spectrum disorder, however there are no ran-
domized-controlled trials examining this treatment in children and 
adolescents with autism. The several open-label trials have been mixed, 
and there is significant risk associated with this treatment, therefore, 
available evidence does not support this treatment for ASD.144–147

Chelation is another suggested treatment for symptoms of autism 
spectrum disorder which is associated with significant risks and has lim-
ited evidence supporting its use in this patient population. Two studies 
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conducted by the same group reported possible benefits from chelation 
therapy for symptoms of autism spectrum disorder; however, the studies 
were not randomized controlled trials, and only served to compare one 
round versus multiple rounds of chelation therapy for autism symptoms. 
A small group of study participants showed worsening of symptoms, 
which is concerning. No difference was found between the two groups 
on any of the measures of core symptoms or associated behavioral 
symptoms.148–149 Post-chelation urine metal reference ranges have not 
been validated, and comparing them with validated non-chelated urine 
specimens may be misleading.150 There are risks associated with unnec-
essary chelation, some of which are severe (hypocalcemia, renal impair-
ment, and reported death), and there is evidence that some patients 
may experience worsening symptoms after treatment, therefore, this 
treatment is not currently recommended for children and adolescents 
with autism spectrum disorder.147 The FDA released a warning for 
parents regarding several possibly harmful treatments for autism spec-
trum disorder that do not have evidence supporting their use, including 
chelation therapies, hyperbaric oxygen therapy, miracle mineral solu-
tion, detoxifying clay baths, and coconut kefir and other probiotic prod-
ucts.151 It is important for clinicians to be aware of the various proposed 
complementary and alternative treatments so they can answer questions 
parents and families may have and provide evidence-based treatment 
recommendations. D

references

 1. American Psychiatric Association. Diagnostic and Statistical Manual of Mental Disorders, 4th Edition, 
Text Revision. Washington, DC: American Psychiatric Association; 2000.

 2. American Psychiatric Association. Diagnostic and Statistical Manual of Mental Disorders (Fifth ed.). 
Arlington, VA: American Psychiatric Publishing; 2013.

 3. Lai MC, Lombardo MV, Baron-Cohen S. Autism. The Lancet. 2014;383:896–910.
 4. Volkmar F, Siegel M, Woodbury-Smith M, et al. Practice parameter for the assessment and treatment 

of children and adolescents with autism spectrum disorder. Journal of the American Academy of Child and 
Adolescent Psychiatry. 2014;53(2):237–257.

 5. Simon GR, Baker CN, Barden GA, et al. 2015 reommendations for preventive pediatric health care 
committee on practice and ambulatory medicine and bright futures periodicity schedule workgroup. 
Pediatrics. 2015;136(3):e727.

 6. Siu AL; the US Preventive Services Task Force (USPSTF). Screening for autism spectrum disorder in 
young children: US Preventive Services Task Force recommendation statement. Journal of the American 
Medical Asssociation. 2016;315(7):691–696.

 7. Christensen DL, Baio J, Braun KV, et al. Prevalence and characteristics of autism spectrum disorder 
among children aged 8 years – Autism and Developmental Disabilities Monitoring Network, 11 sites, 
United States, 2012. Morbidity and Mortality Weekly Report Surveillance Summaries. 2016;65(3):1–23.

 8. Blumberg SJ, Bramlett MD, Kogan MD, et al. Changes in prevalence of parent-reported autism 
spectrum disorder in school-aged US Children:  2007 to  2011–2012. National Health Statistics 
Reports. 2013;65:1–11.

 9. Magiati I, Tay XW, Howlin P. Cognitive, language, social and behavioural outcomes in adults with 
autism spectrum disorders: a systematic review of longitudinal follow-up studies in adulthood. Clinical 
Psychology Review. 2014;34:73–86.

10. Landa R. Early communication development and intervention for children with autism. Mental 
Retardation and Developmental Disabilities Research Reviews. 2007;13(1):16–25.

PB-DeFilippis.indd   35 08-08-2016   17:33:19



Treatment of Autism Spectrum Disorder in Children and Adolescents

36
DeFilippis, Wagner

PsychoPharmacology Bulletin:  Vol. 46 · No. 2

11. Lovaas OI. Behavioral treatment and normal educational and intellectual functioning in young autistic 
children. Journal of Consulting and Clinical Psychology. 1987;55(1):3–9.

12. Dawson G, Rogers S, Munson J, et al. Randomized, controlled trial of an intervention for toddlers with 
autism: the early start Denver model. Pediatrics. 2010;125(1):e17–e23.

13. Virués-Ortega J. Applied behavior analytic intervention for autism in early childhood: meta-anal-
ysis, meta-regression and dose-response meta-analysis of multiple outcomes. Clinical Psychology 
Review. 2010;30:387–399.

14. Koegel RL, Camarata S, Koegel LK, et al. Increasing speech intelligibility in children with autism. 
Journal of Autism and Developmental Disorders. 1998;28(3):241–251.

15. Ingersoll B, Schreibman L. Teaching reciprocal imitation skills to young children with autism using a 
naturalistic behavioral approach: effects on language, pretend play, and joint attention. Journal of Autism 
and Developmental Disorders. 2006;36(4):487–505.

16. Koegel LK, Koegel RL, Harrower JK. Pivotal response intervention I: overview of approach. Research 
and Practice for Persons with Severe Disabilities. 1999;24(3):174–185.

17. Hardan AY, Gengoux GW, Berquist KL, et al. A randomized controlled trial of pivotal response 
treatment group for parents of children with autism. The Journal of Child Psychology and 
Psychiatry. 2015;56(8):884–892.

18. Mohammadzaheri F, Koegel LK, Rezaee M, Rafiee SM. A randomized clinical trial comparison 
between pivotal response treatment (PRT) and structured applied behavior analysis (ABA) for children 
with autism. Journal of Autism and Developmental Disorders. 2014;44:2769–2777.

19. Mohammadzaheri F, Koegel LK, Rezaei M, and Bakhshi E. A randomized clinical trial comparison 
between pivotal response treatment (PRT) and adult-driven applied behavior analysis (ABA) interven-
tion on disruptive behaviors in public school children with autism. Journal of Autism and Developmental 
Disorders. 2015;45:2899–2907.

20. Landa RJ, Holman KC, O’Neill AH, Stuart EA. Intervention targeting development of socially syn-
chronous engagement in toddlers with autism spectrum disorder: a randomized controlled trial. Journal 
of Child Psychology and Psychiatry. 2011;52(1):13–21.

21. Bearss K, Johnson C, Smith T, et al. Effect of parent training vs parent education on behavioral prob-
lems in children with autism spectrum disorder: a randomized clinical trial. Journal of the American 
Medical Association. 2015;313(15):1524–1533.

22. Kasari C, Gulsrud AC, Wong C, et al. Randomized controlled caregiver mediated joint engage-
ment intervention for toddlers with autism. Journal of Autism and Developmental Disorders. 2010;40: 
1045–1056.

23. Green J, Charman T, McConachie H, et al. Parent-mediated communication-focused treatment in 
children with autism (PACT): a randomized controlled trial. Lancet. 2010;375(9732):2152–2160.

24. Carter AS, Messinger DS, Stone WL, et al. A randomized controlled trial of Hanen’s ‘more than words’ 
in toddlers with early autism symptoms. Journal of Child Psychology and Psychiatry. 2011;52(7):741–752.

25. Oosterling I, Visser J, Swinkels S, et al. Randomized controlled trial of the focus parent training 
for toddlers with autism:  1-year outcome. Journal of Autism and Developmental Disorders.  2010;40: 
1447–1458.

26. Wetherby AM, Guthrie W, Woods J, et al. Parent-implemented social intervention for toddlers with 
autism: an RCT. Pediatrics. 2014;134(6):1084–1093.

27. Kasari C, Lawton K, Shih W, et al. Caregiver-mediated intervention for low-resourced preschoolers 
with autism: an RCT. Pediatrics. 2014;134(1):e72–e79.

28. Otero TL, Schatz RB, Merrill AC, Bellini S. Social skills training for youth with autism spectrum 
disorders. Child and Adolescent Psychiatric Clinics of North America. 2015;24(1):99–115.

29. White SW, Koenig K, Scahill L. Social skills development in children with autism spectrum disorders: a 
review of the intervention research. Journal of Autism and Developmental Disorders. 2007;37:1858–1868.

30. Whalon KJ, Conroy MA, Martinez JR, Werch BL. School-based peer-related social competence inter-
ventions for children with autism spectrum disorder: a meta-analysis and descriptive review of single 
case research design studies. Journal of Autism and Developmental Disorders. 2015;45:1513–1531.

31. Van Steensel FJA, Bogels SM. CBT for anxiety disorders in children with and without autism spec-
trum disorders. Journal of Consulting and Clinical Psychology. 2015;83(3):512–523.

32. Wood JJ, Ehrenreich-May J, Alessandri M, et al. Cognitive behavioral therapy for early adoles-
cents with autism spectrum disorders and clinical anxiety: a randomized, controlled trial. Behavioral 
Therapy. 2015;46(1):7–19.

33. Storch EA, Lewin AB, Collier AB, et al. A randomized controlled trial of cognitive-behavioral ther-
apy versus treatment as usual for adolescents with autism spectrum disorders and comorbid anxiety. 
Depression and Anxiety. 2015;32(3):174–181.

34. Reaven J, Blakeley-Smith A, Culhane-Shelbourne K, et al. Group cognitive behavior therapy for chil-
dren with high-functioning autism spectrum disorders and anxiety: a randomized trial. Journal of Child 
Psychology and Psychiatry. 2012;53(4):410–419.

PB-DeFilippis.indd   36 08-08-2016   17:33:19



Treatment of Autism Spectrum Disorder in Children and Adolescents

37
DeFilippis, Wagner

PsychoPharmacology Bulletin:  Vol. 46 · No. 2

35. Research Units on Pediatric Psychopharmacology Autism Network. Risperidone in children 
with autism and serious behavioral problems. The New England Journal of Medicine.  2002;347(5): 
314–321.

36. Aman MG, Sing NN, Stewart AW, Field CJ. The aberrant behavior checklist: a behavior rat-
ing scale for the assessment of treatment effects. American Journal of Mental Def iciency.  1985;89: 
485–491.

37. Guy W. Assessment Manual for Psychopharmacology, Revised. Bethesda, MD. U.S. Department of 
Health, Education, and Welfare. 1976.

38. Shea S, Turgay A, Carroll A, et al. Risperidone in the treatment of disruptive behavioral symptoms in 
children with autistic and other pervasive developmental disorders. Pediatrics. 2004;114(5):e634–e641.

39. Nagaraj R, Singhi P, Malhi P. Risperidone in children with autism: randomized, placebo-controlled, 
double-blind study. Journal of Child Neurology. 2006;21:450–455.

40. Schopler E, Mesibov GB, Renner BR. The Childhood Autism Rating Scale (CARS). Los Angeles, 
CA, Western Psychological Press, 1988.

41. Shaffer D, Gould M, Ambrosini P, et al. A Children’s Global Assessment Scale (CGAS). Archives of 
General Psychiatry. 1983;40:1228–1231.

42. Research Units on Pediatric Psychopharmacology Autism Network. Risperidone treatment of autis-
tic disorder: longer-term benefits and blinded discontinuation after  6 months. American Journal of 
Psychiatry. 2005;162(7):1361–1369.

43. Troost P, Lahuis B, Steenhuis MP, et al. Long-term effects of risperidone in children with autism spec-
trum disorders: a placebo discontinuation study. Journal of the American Academy of Child and Adolescent 
Psychiatry. 2005;44(11):1137–1144.

44. Aman M, Rettiganti M, Nagaraja H, et al. Tolerability, safety, and benefits of risperidone in children 
and adolescents with autism:  21-month follow-up after  8-week placebo-controlled trial. Journal of 
Child and Adolescent Psychopharmacology. 2015;25(6):482–493.

45. Miral S, Gencer O, Inal-emiroglu FN, et al. Risperidone versus haloperidol in children and ado-
lescents with AD: a randomized, controlled, double-blind trial. European Child and Adolescent 
Psychiatry. 2008;17(1):1–8.

46. McDougle CJ, Scahill L, Aman MG, et al. Risperidone for the core symptom domains of autism: 
results from the study by the autism network of the research units on pediatric psyhchopharmacology. 
American Journal of Psychiatry. 2005;162(2):1142–1148.

47. Freeman BJ, Ritvo ER, Yokota A, Rivo A. A scale for rating symptoms of patients with the syn-
drome of autism in real life settings. Journal of the Academy of Child and Adolescent Psychiatry. 1986;25: 
130–136.

48. Scahill L, Riddle MA, McSwiggin-Hardin M, et al. Childdren’s Yale-Brown Obsessive 
Compulsive Scale: reliability and validity. Journal of the American Academy of Child and Adolescent 
Psychiatry. 1997;36:844–852.

49. Sparrow SS, Balla DA, Cicchetti DV. Vineland Adaptive Behavior Scales. Circle Pines, Minn, 
American Guidance Services, 1984.

50. Williams S, Scahill L, Vitiello B, et al. Risperidone and adaptive behavior in children with autism. 
Journal of the American Academy of Child and Adolescent Psychiatry. 2006;45(4):431–439.

51. Marcus R, Owen R, Kamen L, et al. A placebo-controlled, fixed-dose study of aripiprazole in children 
and adolescents with irritability associated with autistic disorder. Journal of the American Academy of 
Child and Adolescent Psychiatry. 2009;48(11):1110–1119.

52. Owen R, Sikich L, Marcus R, et al. Aripiprazole in the treatment of irritability in children and ado-
lescents with autistic disorder. Pediatrics. 2009;124(6):1533–1540.

53. Findling RL, Mankoski R, Timko K, et al. A randomized controlled trial investigating the safety and 
efficacy of aripiprazole in the long-term maintenance treatment of pediatric patients with irritability 
associated with autistic disorder. Journal of Clinical Psychiatry. 2014;75(1):22–30.

54. Marcus RN, Owens R, Manos G, et al. Aripiprazole in the treatment of irritability in pediatric patients 
(aged 6–17 years) with autistic disorder: results from a 52-week, open-label study. Journal of Child and 
Adolescent Psychopharmacology. 2011;21(3):229–236.

55. Ghanizadeh A, Sahraeizadeh A, Berk M. A head-to-head comparison of aripiprazole and risperidone 
for safety and treating autistic disorders, a randomized double blind clinical trial. Child Psychiatry and 
Human Development. 2014;45:185–192.

56. Hollander E, Wasserman S, Swanson EN, et al. A double-blind placebo-controlled pilot study of 
olanzapine in childhood/adolescent pervasive developmental disorder. Journal of Child and Adolescent 
Psychopharmacology. 2006;16(5):541–548.

57. Kemner C, Willemsen-Swinkels S, De Jonge M, et al. Open-label study of olanzapine in children with 
pervasive developmental disorder. Journal of Clinical Psychopharmacology. 2002;22(5):455–460.

58. Fido A, Al-Saad S. Olanzapine in the treatment of behavioral problems associated with autism: an 
open-label trial in Kuwait. Medical Principles and Practice. 2008;17:415–418.

PB-DeFilippis.indd   37 08-08-2016   17:33:19



Treatment of Autism Spectrum Disorder in Children and Adolescents

38
DeFilippis, Wagner

PsychoPharmacology Bulletin:  Vol. 46 · No. 2

59. Loebel A, Brams M, Goldman RS, et al. Lurasidone for the treatment of irritability associated with 
autistic disorder. Journal of Autism and Developmental Disorders. 2016;46:1153–1163.

60. Martin A, Koenig K, Scahill L, Bregman J. Open-label quetiapine in the treatment of children and 
adolescents with autistic disorder. Journal of Child and Adolescent Psychopharmacology.  1999;9(2): 
99–107.

61. Findling RL, McNamara NK, Gracious BL, et al. Quetiapine in nine youths with autistic disorder. 
Journal of Child and Adolescent Psychopharmacology. 2004;14(2):287–294.

62. Golubchik P, Sever J, Weizman A. Low-dose quetiapine for adolescents with autistic spectrum disorder 
and aggressive behavior: open-label trial. Clinical Neuropharmacology. 2011;34(6):216–219.

63. Malone RP, Delaney MA, Hyman SB, Cater JR. Ziprasidone in adolescents with autism: an open-label 
pilot study. Journal of Child and Adolescent Psychopharmacology. 2007;17(6):779–790.

64. McDougle CJ, Kem DL, Posey DJ. Case series: use of ziprasidone for maladaptive symptoms in 
youths with autism. Journal of the American Academy of Child and Adolescent Psychiatry.  2002;41(8): 
921–927.

65. Stigler KA, Mullett JE, Erickson CA, Posey DJ, McDougle CJ. Paliperidone for irritability in adoles-
cents and young adults with autistic disorder. Psychopharmacology. 2012;223:237–245.

66. Campbell M, Anderson LT, Small AM, et al. The effects of haloperidol on learning and behavior in 
autistic children. Journal of Autism and Developmental Disorders. 1982;12(2):167–175.

67. Anderson LT, Campbell M, Grega DM, et al. Haloperidol in the treatment of infantile autism: effects 
on learning and behavioral symptoms. American Journal of Psychiatry. 1984;141(10):1195–1202.

68. Anderson LT, Campbell M, Adams P, et al. The effects of haloperidol on discrimination learn-
ing and behavioral symptoms in autistic children. Journal of Autism and Developmental Disorders.  
1989;19(2):227–239.

69. Perry R, Campbell M, Adams P, et al. Long-term efficacy of haloperidol in autistic children: continu-
ous versus discontinuous drug administration. Journal of the American Academy of Child and Adolescent 
Psychiatry. 1989;28(1):87–92.

70. Campbell M, Armenteros JL, Malone RP, et al. Neuroleptic-related dyskinesias in autistic chil-
dren: a prospective, longitudinal study. Journal of the American Association of Child and Adolescent 
Psychiatry. 1997;36(6):835–843.

71. Hollander E, Phillips A, Chaplin W, et al. A placebo controlled crossover trial of liquid fluoxetine on 
repetitive behaviors in childhood and adolescent autism. Neuropsychopharmacology. 2005;30:582–589.

72. Goodman WK, Price LH, Rasmussen SA, et al. The Yale-brown obsessive compulsive scale I. 
Development, use, and reliability. Archives of General Psychiatry. 1989;4:1006–1011.

73. Study of Fluoxetine in Autism (SOFIA), Autism Speaks Press Release, February 18, 2009, Available 
online at: http://www.autismspeaks.org/about-us/press-releases/autism-speaks-announces-results-
reported-study-fluoxetine-autism-sofia. Accessed May 6, 2016.

74. Cook EH Jr, Rowlett R, Jaselskis C, Leventhal BL. Fluoxetine treatment of children and adults 
with autistic disorder and mental retardation. Journal of the American Academy of Child and Adolescent 
Psychiatry. 1992;31(4):739–745.

75. King BH, Hollander E, Sikich L, et al. Lack of efficacy of citalopram in children with autism spectrum 
disorders and high levels of repetitive behavior: Citalopram ineffective in children with autism. Archives 
of General Psychiatry. 2009;66(6):583–590.

76. McDougle CJ, Kresch LE, Posey DJ. Repetitive thoughts and behavior in pervasive developmental 
disorders: treatment with serotonin reuptake inhibitors. J Autism Dev Disord. 2000;30:427–435.

77. Martin A, Koenig K, Anderson GM, Scahill L. Low-dose fluvoxamine treatment of children and 
adolescents with pervasive developmental disorders: a prospective, open-label study. Journal of Autism 
and Developmental Disorders. 2003;33(1):77–85.

78. Owley T, Walton L, Salt J, et al. An open-label trial of escitalopram in pervasive developmental disor-
ders. Journal of the American Academy of Child and Adolescent Psychiatry. 2005;44(4):343–348.

79. Hollander E, Kaplan A, Cartwright C, Reichman D. Venlafaxine in children, adolescents, and 
young adults with autism spectrum disorders: an open retrospective clinical report. Journal of Child 
Neurology. 2000;15(2):132–135.

80. Posey DJ, Guenin KD, Kohn AE, Swiezy NB, McDougle CJ. A naturalistic open-label study of 
mirtazapine in autistic and other pervasive developmental disorders. Journal of Child and Adolescent 
Psychopharmacology. 2001;11(3):267–277.

81. Sanchez L, Campbell M, Small A, et al. A pilot study of clomipramine in young autistic children. 
Journal of the American Academy of Child and Adolescent Psychiatry. 1996;35(4):537–544.

82. Brasic JR, Barnett JY, Sheitman BB, et al. Clomipramine ameliorates adventitious move-
ments and compulsions in prepubertal boys with autistic disorder and severe mental retardation. 
Neurology. 1994;44(7):1309–1312.

83. Gordon CT, State RC, Nelson JE, et al. A double-blind comparison of clomipramine, desipramine, and 
placebo in the treatment of autistic disorder. Archives of General Psychiatry. 1993;50:441–447.

PB-DeFilippis.indd   38 08-08-2016   17:33:19



Treatment of Autism Spectrum Disorder in Children and Adolescents

39
DeFilippis, Wagner

PsychoPharmacology Bulletin:  Vol. 46 · No. 2

 84. Hollander E, Chaplin W, Soorya L, et al. Divalproex sodium vs. placebo for the treatment of irritability in 
children and adolescents with autism spectrum disorders. Neuropsychopharmacology. 2010;35:990–998.

 85. Hollander E, Soorya L, Wasserman S, et al. Divalproex sodium vs. placebo in the treatment of repetitive 
behaviors in autism spectrum disorder. International Journal of Neuropsychopharmacology. 2006;9:209–213.

 86. Belsito KM, Law PA, Kirk KS, Lana RJ, Zimmerman AW. Lamotrigine therapy for autistic dis-
order: a randomized, double-blind, placebo-controlled trial. Journal of Autism and Developmental 
Disorders. 2001;31(2):175–181.

 87. Research Units on Pediatric Psychopharmacology (RUPP) Autism Network. Randomized, con-
trolled, crossover trial of methylphenidate in pervasive developmental disorders with hyperactivity. 
Archives of General Psychiatry. 2005;62:1266–1274.

 88. Pearson DA, Santos CW, Aman MG, et al. Effects of extended release methylphenidate treat-
ment on ratings of attention-deficit/hyperactivity disorder (ADHD) and associated behavior in 
children with autism Spectrum disorders and AHDD symptoms. Journal of Child and Adolescent 
Psychopharmacology. 2013;23(5):337–351.

 89. Handen BL, Johnson CR, Lubetsky M. Efficacy of methylphenidate among children with autism 
and symptoms of attention-deficit hyperactivity disorder. Journal of Autism and Developmental 
Disorders. 2000;30(3):245–255.

 90. Quintana H, Birmaher B, Stedge D, et al. Use of methylphenidate in the treatment of children with 
autistic disorder. Journal of Autism and Developmental Disorders. 1995;25(3):283–294.

 91. Jahromi LB, Kasari CL, McCracken JT, et al. Positive effects of methylphenidate on social com-
munication and self-regulation in children with pervasive developmental disorders and hyperactivity. 
Journal of Autism and Developmental Disorders. 2009;39(3):395–404.

 92. Arnold LE, Aman MG, Cook AM, et al. Atomoxetine for hyperactivity in autism spectrum disor-
ders: placebo-controlled crossover pilot trial. Journal of the American Academy of Child and Adolescent 
Psychaitry. 2006;45(10):1196–1205.

 93. Harfterkamp M, van de Loo-Neus G, Minderaa RB, et al. A randomized double-blind study of atom-
oxetine versus placebo for attention-deficit/hyperactivity disorder symptoms in children with autism 
spectrum disorder. Journal of the American Academy of Child and Adolescent Psychiatry. 2012;51(7): 
733–741.

 94. Harfterkamp M, Buitelaar JK, Minderaa RB, et al. Atomoxetine in autism spectrum disorder: no 
effects on social functioning; some beneficial effects on stereotyped behaviors, inappropriate speech, 
and fear of change. Journal of Child and Adolescent Psychopharmacology. 2014;24(9):481–485.

 95. Scahill L, McCracken JT, King BH, et al. Extended-release guanfacine for hyperactivity in children 
with autism spectrum disorder. American Journal of Psychiatry 2015;172(12):1197–1206.

 96. Handen BL, Sahl R, and Hardan AY. Guanfacine in children with autism and/or intellectual dis-
abilities. Journal of Developmental and Behavioral Pediatrics. 2008;29(4):303–308.

 97. Fankhauser MP, Karumanchi VC, German ML, Yates A, Karumanchi SD. A double-blind, 
placebo-controlled study of the efficacy of transdermal clonidine in autism. Journal of Clinical 
Psychiatry. 1992;53(3):77–82.

 98. Jaselskis CA, Cook EH Jr, Fletcher KE, Leventhal BL. Clonidine treatment of hyperactive and 
impulsive children with autistic disorder. Journal of Clinical Psychopharmacology. 1992;12(5):322–327.

 99. Ming X, Gordon E, Kang N, Wagner GC. Use of clonidine in children with autism spectrum disor-
ders. Brain and Development. 2008;30:454–460.

100. Willemsen-Swinkels SHN, Buitelaar JK, Weijnen FG, van Engeland Herman. Placebo-controlled 
acute dosage naltrexone study in young autistic children. Psychiatry Research. 1995;58:203–215.

101. Kolmen BK, Feldman HM, Handen BL, Janosky JE. Naltrexone in young autistic children: a double-
blind, placebo-controlled crossover study. Journal of the American Academy of Child and Adolescent 
Psychiatry. 1995;34(2):223–231.

102. Willemsen-Swinkels SHN, Buitelaar JK, van Engeland H. The effects of chronic naltrexone 
treatment in young autistic children: a double-blind placebo-controlled crossover study. Biological 
Psychiatry. 1996;39:1023–1031.

103. Feldman HM, Kolmen BK, Gonzaga AM. Naltrexone and communication skills in young children 
with autism. Journal of the Academy of Child and Adolescent Psychiatry. 1999;38(5):587–593.

104. Campbell M, Anderson LT, Small AM, et al. Naltrexone in autistic children: a double-blind and 
placebo-controlled study. Psychopharmacology Bulletin. 1990;26(1):130–135.

105. Campbell M, Anderston LT, Small AM, et al. Naltrexone in autistic children: behavioral 
symptoms and attentional learning. Journal of the American Academy of Child and Adolescent 
Psychiatry. 1993;32(6):1283–1291.

106. Guastella AJ, Einfeld SL, Gray KM, et al. Intranasal oxytocin improves emotion recognition for youth 
with autism spectrum disorders. Biological Psychiatry. 2010;67:692–694.

107. Dadds MR, MacDonald E, Cauchi A, et al. Nasal oxytocin for social deficits in childhood autism: a 
randomized controlled trial. Journal of Autism and Developmental Disorders. 2014;44:521–531.

PB-DeFilippis.indd   39 08-08-2016   17:33:19



Treatment of Autism Spectrum Disorder in Children and Adolescents

40
DeFilippis, Wagner

PsychoPharmacology Bulletin:  Vol. 46 · No. 2

108. Guastella AJ, Gray KM, Rinehart NJ, et al. The effects of a course of intranasal oxytocin on social 
behaviors in youth diagnosed with autism spectrum disorders: a randomized controlled trial. The 
Journal of Child Psychology and Psychiatry. 2015;56(4):444–452.

109. Chez MG, Buchanan TM, Becker M, et al. Donepezil hydrochloride: a double-blind study in autistic 
children. Journal of Pediatric Neurology. 2003;1(2):83–88.

110. Geier DA, Kern JK, Davis G, et al. A prospective double-blind, randomized clinical trial of levocar-
nitine to treat autism spectrum disorders. Medical Science Monitor. 2011;17(6):PI15–PI23.

111. Lemonnier E, Degrez C, Phelep M, et al. A randomised controlled trial of bumetanide in the treat-
ment of autism in children. Translational Psychiatry. 2012;2:e202.

112. Niederhofer H, Staffen W, Mair A. Galantamine may be effective in treating autistic disorder. The 
British Medical Journal. 2002;325:1422.

113. King BH, Wright DM, Handen BL, et al. Double-blind, placebo-controlled study of amantadine 
hydrochloride in the treatment of children with autistic disorder. Journal of the American Academy of 
Child and Adolescent Psychiatry. 2001;40(6):658–665.

114. Veenstra-Vanderweele J, Sikich L, Melmed R, et al. Randomized, controlled, phase 2 trial of STX209 
for social function in autism spectrum disorder. International Society of Autism Research Annual 
Meeting. 2013;102:001.

115. Arnold LE, Aman MG, Hollway J, et al. Placebo-controlled pilot trial of mecamylamine for treat-
ment of autism spectrum disorders. Journal of Child and Adolescent Psychopharmacology.  2012;22(3): 
198–205.

116. Hardan A. Efficacy and safety of memantine in a global, double-blind, placebo-controlled, ran-
domized withdrawal study in children with autism spectrum disorder. Presented at the American 
Psychiatric Association annual meeting May 2014; Abstracxt NR6–NR36.

117. Wasserman S, Iyengar R, Chaplin WF, et al. Levetiracetam versus placebo in childhood and ado-
lescent autism: a double-blind placebo-controlled study. International Clinical Psychopharmacology. 
2006;21(6):363–367.

118. Akhondzadeh S, Fallah J, Mohammadi M, et al. Double-blind placebo-controlled trial of pentoxifyl-
line added to risperidone: effects on aberrant behavior in children with autism. Progress in Neuro-
Psychopharmacology and Biological Psychiatry. 2010;34:32–36.

119. Nikoo M, Radnia H, Rarokhnia M, et al. N-acetylcysteine as an adjunctive therapy to risperidone 
for treatment of irritability in autism: a randomized, double-blind, placebo-controlled clinical trial of 
efficacy and safety. Clinical Neuropharmacology. 2015;38(1):11–17.

120. Ghanizadeh A, Moghimi-Sarani E. A randomized double blind placebo controlled clinical trial of 
n-acetylcysteine added to risperidone for treating autistic disorders. BMC Psychiatry. 2013;13(196):1–7.

121. Ghaleiha A, Mohammadi E, Mohammadi M, et al. Riluzole as an adjunctive therapy to risperidone 
for the treatment of irritability in children with autistic disorder: a double-blind, placebo-controlled, 
randomized trial. Pediatric Drugs. 2013;15:505–514.

122. Ghaleiha A, Asadabadi M, Mohammadi M, et al. Memantine as adjunctive treatment to risperidone 
in children with autistic disorder: a randomized, double-blind, placebo-controlled trial. International 
Journal of Neuropsychopharmacology. 2013;16:783–789.

123. Mohammadi M, Yadegari N, Hassanzadeh E, et al. Double-blind, placebo-controlled trial of 
risperidone plus amantadine in children with autism: a  10-week randomized study. Clinical 
Neuropharmacology. 2013;36(6):179–184.

124. Asadabadi M, Mohammadi M, Ghanizadeh A, et al. Celecoxib as adjunctive treatment to ris-
peridone in children with autistic disorder: a randomized, double-blind, placebo-controlled trial. 
Psychopharmacology. 2013;225:51–59.

125. Ghaleiha A, Rasa SM, Nikoo M, et al. A pilot double-blind placebo-controlled trial of pioglitazone 
as adjunctive treatment to risperidone: effects on aberrant behavior in children with autism. Psychiatry 
Research. 2015;229:181–187.

126. Ghanizadeh A, Ayoobzadehshirazi A. A randomized double-blind placebo-controlled clinical trial of 
adjuvant buspirone for irritability in autism. Pediatric Neurology. 2015;52:77–81.

127. Akhondzadeh S, Erfani S, Mohammadi M, et al. Cyproheptadine in the treatment of autistic disorder: a 
double-blind placebo-controlled trial. Journal of Clinical Pharmacy and Therapeutics. 2004;29:145–150.

128. Cortesi F, Giannotti F, Sebastiani T, Panunzi S, Valente D. Controlled-release melatonin, singly and 
combined with cognitive behavioural therapy, for persistent insomnia in children with autism spec-
trum disorders: a randomized placebo-controlled trial. Journal of Sleep Research. 2012;21:700–709.

129. Wright B, Sims D, Smart S, et al. Melatonin versus placebo in children with autism spectrum condi-
tions and severe sleep problems not amenable to behaviour management strategies: a randomised 
controlled crossover trial. Journal of Autism and Developmental Disorders. 2011;41:175–184.

130. Wirojanan J, Jacquemont S, Diaz R, et al. The efficacy of melatonin for sleep problems in chil-
dren with autism, fragile x syndrome, or autism and fragile x syndrome. Journal of Clinical Sleep 
Medicine. 2009;5(2):145–150.

PB-DeFilippis.indd   40 08-08-2016   17:33:19



Treatment of Autism Spectrum Disorder in Children and Adolescents

41
DeFilippis, Wagner

PsychoPharmacology Bulletin:  Vol. 46 · No. 2

131. Wasdell MB, Jan JE, Bomben MM, et al. A randomized, placebo-controlled trial of controlled release 
melatonin treatment of delayed sleep phase syndrome and impaired sleep maintenance in children 
with neurodevelopmental disabilities. Journal of Pineal Research. 2008;44:57–64.

132. Garstang J, Wallis M. Randomized controlled trial of melatonin for children with autistic spectrum 
disorders and sleep problems. Child: Care, Health and Development. 2006;32(5):585–589.

133. Malow B, Adkins KW, McGrew SG, et al. Melatonin for sleep in children with autism: a con-
trolled trial examining dose, tolerability, and outcomes. Journal of Autism and Developmental 
Disorders. 2012;42:1729–1737.

134. Bent S, Hendren RL, Zandi T, et al. Internet-based, randomized controlled trial of omega-3 
fatty acids for hyperactivity in autism. Journal of the American Academy of Child and Adolescent 
Psychiatry. 2014;53(6):658–666.

135. Bent S, Bertoglio K, Ashwood P, et al. A pilot randomized controlled trial of omega-3 fatty acids for 
autism spectrum disorder. Journal of Autism and Developmental Disorders. 2011;41:545–554.

136. Amminger GP, Berger GE, Schafer MR, et al. Omega-3 fatty acids supplementation in children 
with autism: a double-blind randomized, placebo-controlled pilot study. Biological Psychiatry. 2007;61: 
551–553.

137. Bertoglio K, James SJ, Deprey L, et al. Pilot study of the effect of methyl B12 treatment on behav-
ioral and biomarker measures in children with autism. The Journal of Alternative and Complementary 
Medicine. 2010;16(5):555–560.

138. Hendren RL, James SJ, Widjaja F, et al. Randomized, placebo-controlled trial of methyl B12 for 
children with autism. Journal of Child and Adolescent Psychopharmacology. 2016 Feb 18 [Epub ahead of 
print].

139. Hardan AU, Fung LK, Libove RA, et al. A randomized controlled pilot trial of oral n-acetylcysteine 
in children with autism. Biological Psychiatry. 2012;71:956–961.

140. Adams JB, Holloway C. Pilot study of a moderate dose multivitamin/mineral supplement 
for children with autistic spectrum disorder. The Journal of Alternative and Complementary 
Medicine. 2004;10(6):1033–1039.

141. Adams JB, Audhya T, McDonough-Means S, et al. Effect of a vitamin/mineral supplement on chil-
dren and adults with autism. BioMed Central Pediatrics. 2011;11:1–30.

142. Munasinghe S, Oliff C, Finn J, Wray J. Digestive enzyme supplementation for autism spec-
trum disorders: a double-blind randomized controlled trial. Journal of Autism and Developmental 
Disorders. 2010;40:1131–1138.

143. Hyman SL, Stewart PA, Foley J, et al. The gluten-free/casein-free diet: a double-blind challenge trial 
in children with autism. Journal of Autism and Developmental Disorders. 2016;46(1):205–220.

144. Gupta S. Treatment of children with autism with intravenous immunoglobulin. Journal of Child 
Neurology. 1999;14(3):203–205.

145. DelGiudice-Asch G, Simon L, Schmeidler J, et al. Brief report: a pilot open clinical trial 
of intravenous immunoglobulin in childhood autism. Journal of Autism and Developmental 
Disorders. 1999;29(2):157–160.

146. Plioplys AV. Intravenous immunoglobulin treatment of children with autism. Journal of Child 
Neurology. 1998;13(2):79–82.

147. Hendren RL. Autism: biomedical complementary treatment approaches. The Child and Adolescent 
Psychiatric Clinics of North America. 2013;22(3):443–456.

148. Adams JB, Baral M, Geis E, et al. Safety and efficacy of oral DMSA therapy for children with autism 
spectrum disorders: part B – behavioral results. BioMed Central Pharmacology. 2009;9(17):1–9.

149. Adams JB, Baral M, Geis E, et al. Safety and efficacy of oral DMSA therapy for children with autism 
spectrum disorders: part A – medical results. BioMed Central Pharmacology. 2009;9(16):1–22.

150. Brent J. Commentary on the abuse of metal chelation therapy in patients with autism spectrum dis-
orders. Journal of Medical Toxicology. 2013;9:370–372.

151. FDA Consumer Health Information. Beware of false or misleading claims for treating autism. U.S. 
Food and Drug Administration. April 2014. Available online at: http://www.fda.gov/ForConsumers/
ConsumerUpdates/ucm394757.htm

PB-DeFilippis.indd   41 08-08-2016   17:33:19


