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Abstract 

Background 
Autistic spectrum disorder (ASD) refers to a syndrome associated with persistent impairments in 

communication skills, social interactions, and so forth. Given the approval of risperidone and 

naltrexone by U.S. Food and Drug Administration (FDA) for ASD cases and extant controversy 

concerning their pertained side effects, this double-blind, placebo-controlled, crossover clinical trial 

with 2-treatment, 2-sequence, 2-period design was intended to evaluate the behavioral effectiveness of 

individual risperidone and its combination with naltrexone in autistic children aged 4-12 years old.  

Materials and Methods 

A total of 30 autistic children were recruited in this study, and then equally assigned into groups A 

and B. The first group underwent co-treatment with risperidone and naltrexone, while group B was 

instructed to use placebo and risperidone for 8 weeks. After a washout period of two weeks, 

treatments were crossed over for another 8 weeks. The behavioral changes were assessed applying the 

childhood autism rating scale (CARS). 

Results 

There were five out of 30 cases at the risk of drop-out due to side effect in group A, while only three 

failed to complete the trial in group B. The effect size of the combined treatment was greater than the 

individual which was manifest in the total score of CARS, improved 4-week listening response, and 

8-week general impressions.  

Conclusion 

According to the results, naltrexone can be a promising candidate for the management of behavioral 

symptoms in autism children.  
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1- INTRODUCTION 

     Autism spectrum disorders (ASD) are a 

clinical condition characterized by 

permanent impairments in 

communications and social interactions, 

along with restrictive desires and repetitive 

behaviors (1, 2). The prevalence of ASD 

has increased due to its modified definition 

from a single disorder to a spectrum of 

conditions (3). Almost 1.5% of eight-year 

children in several regions of United States 

were reported to be affected by ASD (4). 

A recent study by Samadi et al. indicated 

that the overall prevalence rate of autism 

among five-year Iranian children was 6.26 

per 10,000 (5). The long course as well as 

poor prognosis of this medical condition 

has always posed a challenge to families 

and the society (6, 7). Almost two-third of 

these patients is afflicted with a severe 

disability in adulthood and thus will be 

dependent to their family and related 

institutions for the whole lifetime (3). 

Accordingly, proper and early treatment 

plays a crucial role in the quality of life 

and prognosis of these patients (8).  

Recently, applying psychotropic 

treatments for children with ASD has been 

established (9-11). However, the overuse 

of these antipsychotics may be associated 

with adverse effects, including 

hyperprolactinemia (12, 13). Greenhill et 

al. reviewed the results of 196 studies 

about pharmacological treatment of ASD 

in children. They found that there has been 

no active surveillance for adverse effect 

measurements (14). Furthermore, there 

have been other side effects regarding the 

application of psychotropic medications 

such as, delayed puberty, growth 

problems, and cognitive impairments (15). 

Although the available pharmacological 

and non-pharmacological treatments have 

failed to completely eradicate the 

symptoms pertained to ASD, they can be 

effective in alleviating these symptoms (6, 

16). Risperidone and aripiprazole are the 

two drugs that have approved by the 

United States Food and Drug 

Administration (FDA) to be used in 

intensive behavioral intervention for ASD 

children (17-19). It has been shown that 

these two drugs can improve the 

symptoms, namely aggression, 

hyperactivity, fidget, self-injury, and 

irritability (6, 18-20). Risperidone and 

other recent antipsychotics were 

demonstrated to cause weight gain (21). 

Despite such undesirable consequences, 

the long-term positive behavioral benefits 

of risperidone outweigh the adverse effects 

(22). Evidence about the administration of 

naltrexone in practice is controversial. 

Various studies have reported the 

beneficial effects of naltrexone on the 

decrease in some symptoms such as 

hyperactivity, irritability, and self-injury. 

However, no significant improvement was 

shown in communications and social 

interactions (6, 16, 23-25).  

It is also suggested that naltrexone can be 

used in persistent behavioral symptoms 

(16). Desjardins et al. observed an 

increased transient negative behavior upon 

the treatment with naltrexone (16). On the 

contrary, there have been some reports 

indicating that the low dose of naltrexone 

can significantly reduce hyperactivity, 

irritability, and even social communication 

(26, 27). Besides, it was associated with 

marked improvements in the self-injury 

behavior (28). In light of such conflicting 

evidence with respect to the application of 

naltrexone for treating ASD, this double-

blind, randomized, placebo-controlled, 

cross-matched trial was intended to 

compare the effects of individual 

risperidone, and its combination with 

naltrexone in children with ASD aged 4-12 

years.  

2- MATERIALS AND METHODS 

2-1. Participants 

    This double-blind, placebo-controlled, 

crossover clinical trial was performed on a 

sample of convenience consisting of 30 



Moharreri et al. 

Int J Pediatr, Vol.5, N.12, Serial No.48, Dec. 2017                                                                                           6377 

children who were referred to the 

psychiatry ward or the clinic of the Ebn-e-

Sina hospital, Mashhad city, North East of 

Iran, and diagnosed with autism or autistic 

spectrum disorders. This sample size was 

calculated based on the following formula: 

2

22
)(

1
 zz

d
n   

With a statistical power of 0.80, reliability 

coefficient of 0.9 and effect size of 0.3. 

The inclusion criteria were as follow: a) 

being aged 4-12 years; b) having autistic 

spectrum disorder; d) being under no 

treatment with antipsychotic drugs, 

risperidone or naltrexone for at least 8 

weeks before the study commencement. 

The exclusion criteria included having 

severe medical illnesses, history of severe 

drug allergy to naltrexone or risperidone, 

and onset of the severe side effects related 

to the treatment. 

2-2. Instruments  

Before and during the treatment, the 

participants were evaluated using the 

childhood autism rating scale (CARS). It is 

a clinical scale that determines the severity 

of autism, helps in the diagnosis, and 

evaluates the treatment outcome through 

serial assessments. The scale is used to 

observe and subjectively rate fifteen items, 

including relationship to people, imitation, 

emotional response, body use, object use, 

adaptation to change, visual response, 

listening response, taste-smell-touch 

response and use, fear or nervousness, 

verbal communication, non-verbal 

communication, activity level, level and 

consistency of intellectual response, and 

general impressions. Each of the items has 

7 scores ranging from 1 (normal for the 

child's age) to 4 (severely abnormal) with 

intervals of 0.5 (29). Its Persian version is 

well developed in clinical settings. 

Mohammadi and Zarafshan reported a 

Cronbach’s alpha coefficient of 0.76 (30).   

2-3. Procedure 

The participants were randomly divided 

into a 1:1 ratio to groups A and B. 

Randomization was conducted by a 

researcher who was not involved in the 

study and used random numbers from 

statistical tables. The first group was 

treated with naltrexone (0.5-1.5 mg/kg of 

body weight daily in the form of either 25 

or 37.5 mg capsule), and risperidone (0.5-2 

mg/day in the form of 1 mg tablet) for 

eight weeks followed by a two-week 

washout period.  

Thereafter, they were administered the 

similar dose of risperidone along with a 

placebo identical in color and size to 

naltrexone capsules for another eight 

weeks. The placebo was made in the 

Pharmacy School in the Mashhad 

University of Medical Sciences. It 

contained starch and was designed to 

achieve an appearance and taste similar to 

naltrexone. Group B received risperidone 

and placebo for the first eight weeks prior 

to the washout period. In the second eight 

weeks, they underwent risperidone and 

naltrexone. During washout, both groups 

were exposed to risperidone. All the drugs 

were packed in similar boxes and neither 

the psychologist nor the patients were 

aware of the contents.  

2-4. Outcome measures 

The CARS mean score was considered as 

the outcome measures which were 

recorded at baseline, weeks 4, 8, 10, 14, 

and 18. Data collection was performed by 

a clinical psychologist who was 

independent from the study and blinded to 

the patient’s group allocation. Any adverse 

events or treatment failure were also 

recorded by this psychologist. If any 

adverse event was observed that could 

affect participation in the trial, the 

physician in charge of care of the subjects 

would be informed by the parents. 

According to predetermined regulations, 

the trial researcher was then notified and 
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the event was recorded in the case-report 

form. In case that the event was 

manageable or not related to the trial, a 

series of therapeutic interventions was 

implemented. When it was life-threatening 

and likely related to the trial, the trial 

coordinator was called within 24 h to 

decide on this serious case. Decision-

making process was performed by at least 

two members of the trial team who defined 

factors that would rule out participation. 

Those participants, whom the team 

decided to be excluded from the trial, 

underwent evidence-based therapies. 

2-5. Statistical analysis 

The data were fed into SPSS software 

(version 15, SPSS Science, Apache 

Software Foundation, USA). Normal 

distribution was tested by means of the 

Kolmogorov-Smirnov test. The 

demographic characteristics of the patients 

were compared between the two groups by 

using the nonparametric Mann-Whitney U 

test and Chi-squared test. As for the 

comparisons of the CARS variables, the 

MIXED procedure in SAS was utilized 

due to the crossover design. Repeated 

measures ANOVA were performed to 

determine the effect of sequence, 

treatment, and period. A p-value below 

0.05 was considered significant.  

2-6. Ethical considerations 

This study was approved by the Ethical 

Committee for Medical Research affiliated 

to the Mashhad University of Medical 

Sciences with the identification number 

IRCT.201108155280N5 at the Iranian 

Clinical Trial Registry (IRCT.ir). Written 

parental permission was obtained prior to 

the study. The drugs used in the study, 

their side effects, and symptoms of the 

adverse drug reactions were thoroughly 

explained in this forms. The parents were 

asked to call the physician in charge if any 

pertained symptoms appeared.  

3- RESULTS 

   This study recruited 30 patients who 

were eligible based on the inclusion 

criteria to enter into the 20-week drug 

therapy intervention. They were then 

allocated into groups A and B as shown in 

Figure.1. Of all the subjects, a half was 

allocated to group- A and the other 50% 

served as group- B. Table.1 indicated that 

they were comparable in terms of the 

demographic characteristics (i.e., age, 

gender, and parental education) (p>0.05). 

The major age category was 4-6 year in 

group A (41.7%), and 7-9 years in group B 

(45.4%). Moreover, there was female 

predominance in the study with the 

striking 1.8 female/male ratio. A number 

of eight subjects withdrew from this trial. 

Five subjects were from group A, who 

reported severe side effects due to 

naltrexone, such as constipation (n=2), 

reduced communication and increased 

symptoms of autism (n=2), and sleepiness 

(n=1). Of these eight subjects, three from 

group B failed to complete the trial during 

the first period.  

They experienced frustration and 

restlessness (n=1), stereotyped movements 

(n=1), fecal incontinence (n=1), 

angioedema and shortness of breath (n=1), 

and skin dryness (n=2). Table.2 shows the 

comparison of baseline, 4-week, and 8-

week mean scores. Of all 15 parameters 

defined in CARS, only listening response 

on week 4 and general impression on week 

8 were associated with a marked difference 

(p=0.050). The results of repeated 

measures ANOVA in Table.3 indicated 

that there was a significant difference 

between two groups regarding treatment 

effect (p=0.050), while no considerable 

difference was observed in period effect 

and sequence effect (p>0.05). Moreover, 

the effect sizes were 0.6 and 0.4 for groups 

A and B, respectively. 
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Table-1: Characteristics of the study participants at enrolment 

Variables Group  A Group B P-value
*
 

Age category in year, number (%) 

4-6  5 (41.7) 3 (30.0) 

1.000 7-9 4 (33.3) 6 (60.0) 

10-12 3 (25.0) 1 (10.0) 

Males, number (%)                                               - 9 (75.0) 8 (80) 1.000 

Maternal Education level, number (%)  

Primary 5 (41.6) 5 (50.0) 

0.974 High school  6 (50) 2 (20.0) 

University  1 (3.3) 3 (30.0) 

Paternal Education level, number (%) 

Primary 6 (50.0) 2 (20.0) 

0.228 High school  5 (41.7) 5 (50.0) 

University  1 (8.3) 3 (30.0) 

* Chi-square test.  

 

  

Table-2: Parameters of CARS during treatment with naltrexone-risperidone and risperidone-placebo 

administered to groups A and B, in order for 8 weeks 

Variables  

 Result by study group, Mean (SD) 

P-value
*  Group A Group B 

 
1

st
 

period 

2
nd

 

period 

1
st
 

period 

2
nd

 

period 

Relationship to people Baseline  2.1(0.7) 2.0(0.8) 2.8(0.4) 2.4(0.7) 0.402 

0.974 4 weeks 2.3(0.9) 1.6(0.5) 2.5(0.6) 2.3(0.7) 

8 weeks 2.3(0.9) 1.8(0.8) 2.5(0.6) 2.0(0.6) 0.722 

Imitation  Baseline  2.6(0.8) 2.5(1.0) 2.5(0.6) 2.3(0.8) 0.071 

0.974 4 weeks 2.5(0.8) 2.2(0.7) 2.5(0.9) 2.4(0.7) 

8 weeks 2.5(0.8) 2.3(0.9) 2.5(0.8) 2.0(0.5) 0.771 

Emotional response Baseline  2.7(0.4) 2.3(0.8) 3.0(0.2) 2.6(0.6) 0.053 

0.364 4 weeks 2.3(0.7) 2.2(0.6) 2.4(0.5) 2.8(0.7) 

8 weeks 2.3(0.7) 2.2(0.9) 2.4(0.5) 2.6(0.8) 0.418 

Body use Baseline  2.5(0.7) 2.7(0.7) 2.6(0.4) 2.2(0.9) 0.401 

0.418 4 weeks 2.6(0.7) 2.8(0.9) 2.6(0.7) 2.7(0.7) 

8 weeks 2.6(0.7) 2.5(0.9) 2.6(0.7) 2.3(0.9) 0.539 

Object use Baseline  2.5(0.6) 2.5(0.8) 2.6(0.5) 2.4(0.6) 0.215 

0.628 4 weeks 2.4(0.7) 2.2(0.6) 2.3(0.5) 2.3(0.7) 

8 weeks 2.4(0.7) 2.1(0.7) 2.3(0.5) 2.3(0.6) 0.107 

Adaptation to change Baseline  2.4(0.6) 2.2(1.0) 2.7(0.5) 2.7(1.0) 0.063 

0.228 4 weeks 2.7(0.8) 2.2(0.9) 2.3(0.9) 2.0(0.9) 

8 weeks 2.7(0.8) 2.1(0.9) 2.3(0.9) 2.2(0.9) 0.821 

Visual response Baseline  2.3(0.5) 2.3(0.6) 2.5(0.4) 2.1(0.7) 0.111 

0.069 4 weeks 2.3(0.6) 2.3(0.7) 2.4(0.5) 2.4(0.5) 

8 weeks 2.5(0.6) 2.0(0.6) 2.4(0.5) 1.9(0.4) 0.314 

Listening response Baseline  2.4(0.6) 2.3(0.6) 2.7(0.5) 2.0(0.3) 0.309 

0.050
† 

4 weeks 2.4(0.4) 2.0(0.6) 2.1(0.5) 2.1(0.4) 

8 weeks 2.4(0.4) 2.1(0.7) 2.1(0.5) 2.0(0.4) 0.123 

Taste-smell-touch response and 

use 

Baseline  2.4(0.6) 2.7(0.7) 2.4(0.4) 2.1(0.8) 0.210 

0.821 4 weeks 2.7(0.8) 2.7(0.6) 2.5(1.11) 2.4(0.5) 

8 weeks 2.7(0.8) 2.3(0.7) 2.5(1.1) 2.2(0.05) 0.254 

Fear or nervousness Baseline  2.4(0.6) 3.0(0.8) 3.1(0.4) 2.7(0.4) 0.672 

0.228 4 weeks 2.7(0.8) 2.9(0.8) 2.9(0.7) 2.7(0.6) 

8 weeks 2.7(0.8) 2.4(0.5) 2.9(0.7) 2.4(0.8) 0.107 

Verbal communication Baseline  2.7(0.7) 2.6(0.9) 3.2(0.4) 2.4(0.8) 0.107 

0.069 4 weeks 2.9(0.8) 2.4(0.6) 2.8(0.8) 2.5(0.6) 



Effect of Individual Risperidone and its Combination with Naltrexone in Autistic Children 

Int J Pediatr, Vol.5, N.12, Serial No.48, Dec. 2017                                                                                           6380 

8 weeks 2.9(0.8) 2.5(0.8) 2.8(0.8) 2.4(0.4) 0.093 

Non-verbal communication Baseline  2.6(0.9) 2.5(0.8) 2.5(0.6) 2.5(0.6) 0.062 

0.069 4 weeks 2.6(0.7) 2.5(0.6) 2.4(0.5) 2.4(0.4) 

8 weeks 2.6(0.7) 2.4(0.7) 2.4(0.5) 2.2(0.5) 0.093 

Activity level Baseline  2.8(0.5) 2.2(0.6) 2.7(0.4) 2.0(0.6) 0.918 

0.872 4 weeks 2.3(0.6) 1.9(0.5) 2.2(0.3) 2.1(0.4) 

8 weeks 2.3(0.6) 1.8(0.6) 2.2(0.3) 1.8(0.5) 0.628 

Level and consistency of 

intellectual response 
Baseline  2.1(0.5) 2.7(0.4) 2.5(0.6) 2.8(0.8) 0.078 

0.821 4 weeks 2.5(0.6) 2.6(0.6) 2.8(0.4) 2.8(0.7) 

8 weeks 2.5(0.6) 3.0(0.5) 2.8(0.4) 2.8(0.5) 0.582 

General impressions Baseline  3.0(0.6) 2.8(0.8) 3.2(0.5) 2.4(0.5) 0.095 

0.539 4 weeks 2.9(0.6) 2.8(0.5) 2.6(0.6) 2.3(0.3) 

8 weeks 2.9(0.6) 2.5(0.8) 2.6(0.6) 2.4(0.4) 0.050
† 

a Mann-Whitney U test; † Statistically significant. 

 

Table-3: Total score of CARS during treatment with naltrexone-risperidone and risperidone-placebo 

administered to groups A and B, in order for 8 weeks 

Variables  

 Result by study group, Mean (SD) P-value, F
* 

 Group A Group B Treatment 

effect 

Sequence 

effect 

Period 

effect  1
st
 period 2

nd
 period 1

st
 period 2

nd
 period 

Total 

score 

Baseline  37.5(6.1)
 

37.2(5.7) 40.6(2.8) 80.1(11.6) 0.207, 

1.70 

0.764, 

0.09 

0.989, 

<0.001 4 weeks 38.2(5.5) 35.2(5.2) 37.0(3.4) 78.1(9.3) 

8 weeks 76.3(10.9) 34.0(6.9) 128.5(14.4) 33.2(3.5) 
0.050

†
, 

4.27 

0.311, 

1.08 

0.339, 

0.96 

* Repeated measures ANOVA test; † statistically significant at p<0.05. 

 
 

4- DISCUSSION 

    This 2-sequence, 2-treatment, 2-period 

study was designed to investigate the 

effectiveness of individual risperidone or 

its combination with naltrexone in 

lowering the symptoms of ASD according 

to CARS. To the best of our knowledge, 

this is the first study design which also 

included placebo. Co-treatment with 

naltrexone and risperidone was more likely 

to drop out due to side effects than an 

administration of risperidone and placebo. 

The findings of the present trial unraveled 

that the effect size of the combined 

treatment was greater than individual 

risperidone at week 8. Moreover, treatment 

effect was associated with marked 

improvement at week 8. The combination 

of naltrexone with risperidone led to a 

significant enhancement in listening 

response at week 4, which, further, 

remained unchanged at week 8. Also, a 

marked improvement was observed in 

general impressions following co-

administration of naltrexone and 

risperidone at week 8. What is more, non-

considerable enhancements were reported 

in visual response. In a similar study 

design, Willemsen-Swinkels et al. 

observed that 4-week treatment with 1 

mg/kg naltrexone caused a notable 

reduction in hyperactivity and irritability. 

Furthermore, stereotypic behaviors and 

social interactions were found with no 

improvement, which was consistent with 

our results and those documented by 

Ghanizadeh (31, 32). Another double-blind 

placebo-controlled crossover trial by 

Kolmen et al. substantiated the finding that 

the use of naltrexone carried no significant 

impact on the communication skills, either 

verbal or non-verbal (33). In contrast with 

ours, Williams et al. highlighted a minimal 

improvement in social interactions caused 

by daily dose of 1.5 mg/kg naltrexone over 

4 weeks (34).  
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5- CONCLUSION 

     In relation to the previous clinical trial 

using naltrexone for autistic children, our 

study has a larger sample size, longer 

follow-up duration, and more observation 

intervals (4 weeks). However, the main 

limitation of the present study regards the 

use of only one validated and reliable 

instrument (CARS). In conclusion, this 

study demonstrated an interventional 

relationship between autistic symptoms 

and co-treatment with naltrexone and 

risperidone.  

6- CONFLICT OF INTEREST: None. 

 7- REFERENCES 

1. Roke Y, van Harten PN, Buitelaar JK, 

Tenback DE, de Rijke YB, Boot AM. 

Antipsychotic-induced hyperprolactinemia and 

testosterone levels in boys. Hormone research 

in paediatrics. 2012; 77(4):235-40. 

2. Sanchez-Barcelo EJ, Mediavilla MD, 

Reiter RJ. Clinical uses of melatonin in 

pediatrics. Int J Pediatr. 2011; 2011: 892624. 

3. Svedova J, Eigsti I-M, Masino SA. 

Adenosine and Autism: Physiological 

Symptoms and Metabolic Opportunities. 

Adenosine. 2013: 513-33. 

4. Prevalence of autism spectrum 

disorder among children aged 8 years - autism 

and developmental disabilities monitoring 

network, 11 sites, United States, 2010. 

Morbidity and mortality weekly report 

Surveillance summaries (Washington, DC: 

2002). 2014; 63(2):1-21. 

5. Samadi SA, Mahmoodizadeh A, 

McConkey R. A national study of the 

prevalence of autism among five-year-old 

children in Iran. Autism. 2012; 16(1):5-14. 

6. Francis K. Autism interventions: a 

critical update. Developmental Medicine and 

Child Neurology. 2005; 47(7):493-9. 

7. Hart B. Autism parents and 

neurodiversity: Radical translation, joint 

embodiment and the prosthetic environment. 

BioSocieties. 2014; 9(3):284-303. 

8. Volkmar FR, Pauls D. Autism. Lancet 

(London, England). 2003; 362(9390):1133-41. 

9. Siegel M, Beaulieu AA. Psychotropic 

medications in children with autism spectrum 

disorders: a systematic review and synthesis 

for evidence-based practice. Journal of autism 

and developmental disorders. 2012; 

42(8):1592-605. 

10. Coury DL, Anagnostou E, Manning-

Courtney P, Reynolds A, Cole L, McCoy R, et 

al. Use of psychotropic medication in children 

and adolescents with autism spectrum 

disorders. Pediatrics. 2012; 130(Supplement 

2):S69-S76. 

11. Spencer D, Marshall J, Post B, 

Kulakodlu M, Newschaffer C, Dennen T, et al. 

Psychotropic medication use and 

polypharmacy in children with autism 

spectrum disorders. Pediatrics. 2013; 

132(5):833-40. 

12. Migliardi G, Spina E, D'Arrigo C, 

Gagliano A, Germano E, Siracusano R, et al. 

Short- and long-term effects on prolactin of 

risperidone and olanzapine treatments in 

children and adolescents. Progress in neuro-

psychopharmacology & biological psychiatry. 

2009; 33(8):1496-501. 

13. Maher AR, Theodore G. Summary of 

the comparative effectiveness review on off-

label use of atypical antipsychotics. J Manag 

Care Pharm. 2012; 18(5 Suppl B):S1-20. 

14. Greenhill LL, Vitiello B, Riddle MA, 

Fisher P, Shockey E, March JS, et al. Review 

of safety assessment methods used in pediatric 

psychopharmacology. Journal of the American 

Academy of Child and Adolescent Psychiatry. 

2003; 42(6):627-33. 

15. Vitiello B, Riddle MA, Walkup JT, 

Labellarte MJ, Varipatis E, Greenhill LL, et al. 

How can we improve the assessment of safety 

in child and adolescent psychopharmacology? 

Journal of the American Academy of Child 

and Adolescent Psychiatry. 2003; 42(6):634-

41. 

16. Desjardins S, Doyen C, Contejean Y, 

Kaye K, Paubel P. Treatment of a serious 

autistic disorder in a child with Naltrexone in 

an oral suspension form. L'Encephale. 2009; 

35(2):168-72. 



Effect of Individual Risperidone and its Combination with Naltrexone in Autistic Children 

Int J Pediatr, Vol.5, N.12, Serial No.48, Dec. 2017                                                                                           6382 

17. Nazeer A. Psychopharmacology of 

autistic spectrum disorders in children and 

adolescents. Pediatric Clinics of North 

America. 2011; 58(1):85-97. 

18. Yan J. Autism Drug Choice Usually 

Matter of Trial and Error. Psychiatric News. 

2010; 45(14):20. 

19. Munshi KR, Gonzalez-Heydrich J, 

Augenstein T. Evidence-based treatment 

approach to autism spectrum disorders. 

Pediatric annals. 2011; 40(11):569. 

20. Handen BL, Lubetsky M. 

Pharmacotherapy in Autism and Related 

Disorders. School Psychology Quarterly. 

2005; 20(2):155. 

21. Correll CU, Manu P, Olshanskiy V, 

Napolitano B, Kane JM, Malhotra AK. 

Cardiometabolic risk of second-generation 

antipsychotic medications during first-time use 

in children and adolescents. Jama. 2009; 

302(16):1765-73. 

22. Aman M, Rettiganti M, Nagaraja HN, 

Hollway JA, McCracken J, McDougle CJ, 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):482-93. 

23. Munshi KR, Gonzalez-Heydrich J, 

Augenstein T, D'Angelo EJ. Evidence-based 

treatment approach to autism spectrum 

disorders. Pediatr Ann. 2011; 40(11):569-74. 

24. Kolevzon A. The pharmacologic 

treatment of attention deficit and hyperactivity 

in autism. Primary psychiatry. 2009; 16(1):55-

60. 

25. Salinas MA. Diagnosis and Treatment 

of Feeding Disorders in Infants, Toddlers, and 

Young Children. LWW; 2011. 

26. Malone RP, Gratz SS, Delaney MA, 

Hyman SB. Advances in drug treatments for 

children and adolescents with autism and other 

pervasive developmental disorders. CNS 

drugs. 2005; 19(11):923-34. 

 

 

 

27. Williams P, Allard A, Sears L, 

Dalrymple N, Bloom AS. Brief report: case 

reports on naltrexone use in children with 

autism: controlled observations regarding 

benefits and practical issues of medication 

management. Journal of autism and 

developmental disorders. 2001; 31(1):103-8. 

28. ElChaar GM, Maisch NM, Augusto 

LMG, Wehring HJ. Efficacy and safety of 

naltrexone use in pediatric patients with 

autistic disorder. Annals of pharmacotherapy. 

2006; 40(6):1086-95. 

29. Schopler E, Reichler RJ, DeVellis RF, 

Daly K. Toward objective classification of 

childhood autism: Childhood Autism Rating 

Scale (CARS). Journal of autism and 

developmental disorders. 1980; 10(1):91-103. 

30. Mohammadi M, Zarafshan H. Family 

function, parenting style and broader autism 

phenotype as predicting factors of 

psychological adjustment in typically 

developing siblings of children with autism 

spectrum disorders. Iranian journal of 

psychiatry. 2014; 9(2):55-63. 

31. Willemsen-Swinkels SH, 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(12):1023-31. 

32. Ghanizadeh A. Clinical approach to 

motor stereotypies in autistic children. Iranian 

journal of pediatrics. 2010; 20(2):149-59. 

33. 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):223-31. 

34. Williams PG, Allard A, Sears L, 

Dalrymple N, Bloom AS. Brief report: case 

reports on naltrexone use in children with 

autism: controlled observations regarding 

benefits and practical issues of medication 

management. Journal of autism and 

developmental disorders. 2001; 31(1):103-8. 

 


