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Abstract

Background: Autism spectrum disorders (ASD) are early onset conditions characterized by significant impairment in social inter-
action and communication.
Objectives: The purpose of this study was the assessment of Atomoxetine effectiveness and tolerability in the treatment of autistic
features in patients with ASD.
Methods: A total of 44 children, aged 6 to 17 years, diagnosed with ASD, enrolled in a 8 week randomized clinical trial. The study
conducted at the outpatient clinic of Ibne-sina hospital and Dr. Sheikh hospital affiliated to the Mashhad Medical University in Iran,
between August 2015 to September 2016. Subjects were randomly allocated to Atomoxetine (0.5 to 1.2 mg/kg/day) plus risperidone
or Placebo plus risperidone. The primary outcome was assessed by the childhood autism rating scale (CARS) and clinical global
impression (CGI). Patients were evaluated at baseline, 4 weeks and 8 weeks after the administration of the drug. Mixed ANOVA test
is used for the outcome of evaluation. The clinical trial registration number is: IRCT2016022826802N1.
Results: Atomoxetine augmentation comparison to placebo augmentation showed significant improvement in global impression
and severity index in CGI, and also in total score of CARS and 7 subscales of CARS including relationship to people, emotional re-
sponse, body use, listening response, fear and nervousness, nonverbal communication, and activity level (all P value ≤ 0.05). The
most common adverse effects of Atomoxetine were mood change, irritability, and GI disturbance.
Conclusions: The results showed that Atomoxetine add-on therapy may be effective in symptoms of ASD while adverse effects tend
to subside. The authors suggest further studies for clarifying this conclusion.
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1. Background

Autism spectrum disorders (ASD) are characterized by
the 2 main areas of disturbance in social communication
and restricted, repetitive patterns of interest, and behav-
iors (1). The global prevalence of autism spectrum disor-
ders is 62 in 10000 children (2). Various factors suggested
a biological origin of ASD in addition to the role of genetic
factors in this disorder (3, 4). Numerous groups of medi-
cations, including atypical antipsychotics, have been used
for treatment of associated behavioral problems such as
aggression and self-injury (5, 6). Many patients with ASD
also exhibit the symptoms of attention deficit hyperactiv-
ity disorder (ADHD). In addition, 1/4 of ASD children re-
ceive stimulants for ADHD treatment (7). Reports express

an increased prescription of methylphenidate and Atom-
oxetine in autistic patients (3).

The latest literature reviews mentioned the effect of
Atomoxetine on ADHD symptoms of ASD patients. The im-
provement of such symptoms, by using Atomoxetine, was
reported in most studies. Nevertheless, therapeutic re-
sponse and side effects of Atomoxetine are contradictory
in most studies. Furthermore, there are few clinical trials
in this area (7).

For example, several studies have reported that Atom-
oxetine improves ADHD symptoms. Also, the side effect
profile is well tolerated versus other treatments (8). The
safety and effectiveness of Atomoxetine was proved in pa-
tients with ASD for social withdrawal and ADHD symptoms
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(9). The study of Harfterkamp et al., (10) revealed no effec-
tiveness of Atomoxetine on social performance, except a
little impact on stereotyped behaviors.

As aforementioned, results of different studies showed
the inconsistency in the effectiveness of atomoxetine. The
authors investigated the role of Atomoxetine in the treat-
ment of autistic feature in ASD through a double blind,
Placebo controlled trial. The findings of this study can be
used to relieve some symptoms of autism. Also, other as-
pect of Atomoxetine such as potential side effects could be
determined.

2. Objectives

The purpose of this study was the assessment of Ato-
moxetine effectiveness and tolerability in the treatment of
autistic features in patients with ASD.

3. Patients and Methods

The present study is an 8 week, randomized Placebo-
controlled clinical trial conducted at the outpatient clinic
of Ibne-Sina hospital and Dr sheikh hospital affiliated to
the Mashhad Medical University in Iran, between August
2015 to September 2016. The participants were evaluated
by the childhood autism rating scale (CARS), clinical global
impression (CGI), and side effect checklist. The CARS is one
of the most widely used diagnostic tools for ASD and as the
primary outcome measure too (11-15). This test is valid and
reliable across time and raters (16). Also, good reliability
and validity of CARS are reported in an unpublished study
in Iran (17). The CARS included 15 items, each rated by 7-
point Likert scale (1 - 4 with ½ points). The total score of
CARS ranges from 15 - 60. The increment of the score shows
higher probability or severity of ASD. The score of 15 - 30
are considered not autistic; 30.5 - 36 mildly or moderately
autistic; 36.5 - 60 severely autistic.

The CGI is the brief, clinician administered, well-
established research rating tool applicable to all psychi-
atric disorders and can track clinical progress across time
(18). Our assessment showed good face and content valid-
ity of the Persian translation of CGI. It included 3 items
(severity of illness, global improvement, efficacy index).
The 1st and 2nd items are used in our study. These 2 items of
CGI suggest a practical measurement tool and can simply
be used by a clinician in a busy clinical setting. The items
of clinical global impression improvement scale (CGI-I) are
rated by clinical judgment from 1 to 7 degrees. The score of
1 are considered very much improved; 2, much improved;
3, minimally improved; 4, no change; 5, minimally worse;
6, much worse; 7, very much worse. The score of severity of

illness are rated from 0 to 6 degrees too. The score of 1, are
considered not at all ill; 2, borderline mentally ill; 3, mildly
ill; 4, moderately ill; 5, markedly ill; 6, severely ill; 7, among
the most extremely ill patients (19, 20).

3.1. Participants

A total of 44 children and adolescents with ASD, aged
from 6 to 17, enrolled in the study. All of the participants
met the DSM-5 criteria for autism spectrum disorders, ac-
cording to the evaluation of the child and adolescent psy-
chiatrist (21). The patients aren’t a new case of ASD. All of
the subjects previously received adequate dose of risperi-
done for at least 6 months. The exclusion criteria were
concomitant ADHD (ADHD-RS > 15) and other psychiatric
disorders (for example, substance use disorders, tic disor-
ders, psychotic disorders and so on), any medical condi-
tions, severe mental retardation (IQ < 50), and using any
psychotropic medication except risperidone.

3.2. Study Design

All patients were assessed in terms of psychiatric in-
terview, general medical condition, and physical examina-
tion. The diagnosis of ASD was proved by the child and
adolescent psychiatrists based on semi-structured inter-
view with the parents according to DSM-5 criteria. All pa-
tients were using risperidone at the beginning of the study
with a range dose of 1 - 4 mg. Patients were randomly as-
signed to receive Atomoxetine augmentation or Placebo
augmentation in 1:1 ratio. Atomoxetine was initiated at
0.5 mg/kg/day. Child and adolescent psychiatrist gradually
titrated dose of Atomoxetine up to 1.2 mg/kg/day based on
clinical effectiveness and the patient’s tolerability. Atom-
oxetine was divided in 2 doses in the morning and early
afternoon. Atomoxetine is used under the brand name
of Stramox. Placebo was entirely similar to Atomoxetine.
It was dispensed by the investigational drug pharmacist.
Throughout the study, questionnaires were completed by
the trained resident of psychiatry. The minimum score of
30 on the CARS was required for enrollment into the study.
Patients were evaluated at baseline (T0) and 4 weeks (T1)
and 8 weeks (T2) after the medication administrated. The
side effects of medications were appraised with the side ef-
fect checklist every 4 weeks.

3.3. Ethical Considerations

The study was conducted after registration in the
Iranian registry of clinical trials (IRCT) center and ap-
proved by the University ethical committee (Ethics
code: IR.MUMS.REC.1394.95). Then, informed consent
was obtained from parents of all patients. In all steps
of research, medical confidentiality and privacy were
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respected. The clinical trial registration number is:
IRCT2016022826802N1.

3.4. Statistical Analysis

Mixed ANOVA -group as between group and time as
within the group was conducted. P≤0.05 were considered
for statistical significance.

4. Results

A total of 44 outpatient children and adolescent with
ASD (36 male and 8 female), aged 6 to 17 (mean ± SD, 8.02
± 2.27) enrolled in the present study. In total, 40 patients
completed the trial. At the baseline of trial, according to
CARS and SI subscale of CGI, 6 patients were mildly ill,
17 were moderately ill, 10 were markedly ill, and 7 were
severely ill. Basic demographic characteristics such as gen-
der, age, duration, and severity of illness did not signifi-
cantly differ between 2 groups (Table 1).

Table 1. Demographic Data of Patients With Autism Spectrum Disorder

Variables Atomoxetine Group Placebo Group

Age, mean ± SD 8.2 ± 2.2 7.8 ± 2.3

Gender

Male 16 18

Female 4 2

Severity of illness

Mildly ill 2 4

Moderately ill 8 9

Markedly ill 5 5

Severely ill 5 2

At the baseline of the study there were no significant
differences between the 2 groups in total subscales of CARS
and CGI scores. Mixed Anova, 1 between the group and 1
within the group were conducted for CARS and CGI and
its subscales. In the subscales of Visual Response, Listen-
ing Response, Taste- Smell-touch response, and level and
consistency of intellectual response, Mauchlys test is not
significant for sphericity. Therefore, the results were inter-
preted according to sphericity assumption. Mauchly test
showed significant differences in the other subscales of
CARS and results were reported with Greenhause-Geisser
correction.

4.1. Child Autism Rating Scale

The interactions (time and group of treatment)
showed significant differences in the 7 subscales of CARS
that included relationship to people (F = 1.734, df = 1.311,

Df Error = 78, P = 0.0001), emotional response (F = 5.744,
df = 1.358, Df Error = 51.621, P = 0.013), body use (F = 12.061,
df = 1.515, Df Error = 54.532, P = 0.0001), listening response
(F = 23.427, df = 2, Df Error = 76, P = 0.0001), fear and
nervousness (F = 11.242, df = 1.653, Df Error = 62.821, P =
0.0001), nonverbal communication (F = 4.030, df = 1.464,
Df Error = 55.621, P = 0.032), and activity level (F = 52.52, df
= 1.709, Df Error = 64.958, P = 0.0001) (Table 2). There are
no significant differences in the subscales of imitation,
object use, adaptation to change, visual response, taste
smell touch, verbal communication, level and consistency
of intellectual response, and general impressions of CARS.

Also, the total score of CARS had significant difference
between 2 groups (F = 33.77, df = 1.31, Df Error = 50.39, P =
0.001) (Figure 1).
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Placbo + Risperidone

Atomoxetine + Risperidone

Figure 1. Changes in Total Score of the Childhood Autism Rating Scale

4.2. CGI Rating Scale

In the severity index (SI) of the CGI scale, Mauchlys test
for sphericity is not significant. Therefore, the results were
interpreted according to sphericity assumption, however,
the general improvement (GI) of CGI was reported with
Greenhause-Geisser correction. The interactions (time and
group of treatment) were statistically meaningful in the
both SI (F = 10.23, df = 1, Df Error = 76, P = 0.001,), and GI (F =
35.84, df = 1.33, Df Error = 55.57, P = 0.001) subscales (Figure
2 and Table 3)

4.3. Adverse Effects

A total of 44 patients enrolled in the trial; 3 patients
from the Atomoxetine group interrupted the trial, 1 of
them desisted the trial, and 2 patients due to adverse ef-
fects (irritability and separation anxiety). In the Placebo
group, treatment discontinuation didn’t happen due to
the side effects, however, 1 patient refused the trial because
of immigration. A total of 40 patients (%90) completed the
trial (20 cases for each group). In the Atomoxetine group, 11
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Table 2. Mean (SD) Scores for the Childhood Autism Rating Scalea , b

Groups of Treatment Atomoxetine Group Placebo Group

Relationship to people

T0 2.95 (0.72) 2.90 (0.52)

T1 2.72 (0.85) 2.90 (0.52)

T2 2.55 (0.87) 2.90 (0.52)

Emotional response

T0 2.62 (0.45) 2.67 (0.76)

T1 2.45 (0.53) 2.65 (0.77)

T2 2.40 (0.52) 2.65 (0.77)

Body use

T0 3.12 (0.62) 2.42 (0.84)

T1 2.95 (0.65) 2.40 (0.82)

T2 2.72 (0.71) 2.45 (0.75)

Listening response

T0 2.27 (0.52) 2.20 (0.81)

T1 2.22 (0.49) 2.20 (0.81)

T2 2.22 (0.49) 2.20 (0.81)

Fear and nervousness

T0 3.00 (0.60) 2.20 (0.78)

T1 2.85 (0.58) 2.20 (0.78)

T2 2.62 (0.75) 2.20 (0.78)

Nonverbal communication

T0 2.25 (0.59) 2.27 (0.61)

T1 2.20 (0.54) 2.27 (0.61)

T2 2.10 (0.44) 2.27 (0.61)

Activity level

T0 3.20 (0.47) 2.52 (0.71)

T1 2.72 (0.52) 2.52 (0.71)

T2 2.27 (.54) 2.50 (0.68)

Total score

T0 41.70 (6.55) 38.12 (5.58)

T1 39.80 (6.55) 38.02 (5.66)

T2 37.92 (6.73) 37.97 (5.66)

aValues are expressed as mean (SD).
bT0 , baseline; T1 , 4 weeks after the treatment; T2 , 8 weeks after the treatment.

patients from 20 (%55) report side effects during the treat-
ment. These complaints subsided without any interven-
tion. The most common adverse effects were mood change,
irritability, and GI disturbance.

In the Placebo group, 3 patients from 20 (15%) reported
side effects. Adverse effects in this group were headache,
GI disturbance, and decreased appetite; these complaints

Table 3. Mean (SD) Scores for Clinical Global Impressiona

Groups of Treatment Atomoxetine Group Placebo Group

General improvement

T0 3.00 (0.00) 3.00 (0.00)

T1 2.35 (0.48) 3.00 (0.00)

T2 2.30 (0.47) 3.00 (0.00)

Severity index

T0 3.65 (0.98) 3.25 (0.91)

T1 3.30 (1.03) 3.25 (0.91)

T2 3.30 (1.03) 3.25 (0.91)

aValues are expressed as mean (SD).
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Figure 2. Changes in Clinical Global Impression Rating Subscale

subside without any intervention too. It should be noted
that mood change revealed significant differences be-
tween the 2 groups (Table 4).

5. Discussion

Although different studies indicated various findings
about the safety and efficacy of Atomoxetine, the results of
the present study concluded that Atomoxetine is effective
and relatively safe in the treatment of children and adoles-
cent with ASD.

The past studies found various results compared to the
present study. For example, Harfterkamp et al., (19) as-
sessed 97 patients with ADHD and ASD, between the ages
of 6-17 years, and were divided into 2 groups (Atomoxe-
tine and placebo). The patients were evaluated through
ADHD-RS, CGI-I, and conner’s teacher rating scale-revised-
short form (CTRS-R:S). Their results showed that among
subscales of CTRS-R, only hyperactivity was improved sig-
nificantly in Atomoxetine group while there were no sig-
nificant differences in CGI scores. The present study indi-
cated the very marked difference between 2 groups in CGI
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Table 4. Adverse Effects in the Groups of Treatment

Variables Frequency (%) P Value

Anxiety 1.00

Placebo 0 (0.0)

Atomoxetine 1 (5)

Neause and vomiting 0.48

Placebo 0 (0.0)

Atomoxetine 2 (10)

Decreased appetite 1.00

Placebo 1 (5)

Atomoxetine 2 (10)

Sleepy 0.34

Placebo 0 (0.0)

Atomoxetine 2 (10)

Mood change 0.02

Placebo 0 (0.0)

Atomoxetine 6 (30)

Irritability 0.10

Placebo 0 (0.00)

Atomoxetine 4 (20)

GI disturbance 0.34

Placebo 1 (5)

Atomoxetine 4 (20)

Headache 1.00

Placebo 1 (5)

Atomoxetine 1 (5)

Tic 1.00

Placebo 0 (0.0)

Atomoxetine 1 (5)

scores. Harfterkamp et al., (19) side effects were reported
in 81.3% of patients who received Atomoxetine and 65.3%
of the Placebo group. According to the present study side
effects were reported in 55% of patients who received Ato-
moxetine and 15% of the Placebo group. The differences be-
tween the results of 2 studies could be due to the excluding
of ADHD patients from the present study.

Kilincaslan et al. (9) assessed the effect of Atomoxe-
tine on ADHD and autistic symptoms among 37 ASD chil-
dren through CGI, DSM-IV-based ADHD-rating scale (ADHD-
RS), and Turkish version of the aberrant behavior checklist
(ABC). The CGI scores were improved at the rate of 48.8% of
patients. Also, the scores related to ADHD-RS and parent-
reported ABC was decreased significantly. The present
study also indicated the improvement in CGI score and ac-

tivity level. Therefore, the results of the 2 studies indicated
that Atomoxetine is a safe and effective medication among
ASD patients.

In addition, Harfterkamp et al. (10) evaluated 97 pa-
tients with ASD and ADHD by ABC and children’s social be-
havior questionnaire (CSBQ). They found that Atomoxetine
treatment led to significant improvement in ABC subscales
and fear subscale of CSBQ had the same effect on CARS
scores of the present study, however, Harfterkamp study
indicated that Atomoxetine had no significant benefits on
social functioning. Hence, the differences between the 2
studies regarding social functioning subscale could be due
to different rating scale and exclusion of ADHD patients in
the present study.

The results of Zeiner et al., (22) showed there were sig-
nificant reductions in ADHD symptoms (P < 0.05) and Ato-
moxetine was tolerated in most cases as well. Their results
were in partial agreement with the present study, although
their study assessed only 1 gender (boys).

The results of a review article, which was published in
2014, indicated that Atomoxetine is an effective treatment
for managing ADHD symptoms among patients with devel-
opmental disabilities such as ASD. Decreased appetite, nau-
sea, and irritability were the most frequent adverse effects,
which was the same as the present study (23). It should
be noted that this review article did not evaluate autistic
symptom.

Also, Handen et al., (8) evaluated 128 children with ASD
and ADHD symptoms who were divided into 4 groups as
Atomoxetine, Atomoxetine + Parent training, Placebo +
Parent training, and Placebo. Instrument research were
parent DSM-ADHD symptoms and home situation ques-
tionnaire (HSQ). The results showed that Atomoxetine and
Parent Training (alone or combined) led to significant im-
provement in ADHD symptoms compared to Placebo, how-
ever, the effect of Atomoxetine is superior to arent training
and Atomoxetine was tolerated by patients as well. The re-
sults of this study, in regards to the tolerability and activity
level, were in partial agreement with our study, however,
autistic symptom was not evaluated in Handen study.

Psychotropic medications (such as stimulants, α ago-
nists, and Atomoxetine) are progressively used among chil-
dren and adolescents with ASD, therefore, the widespread
using of this treatment needs more attention and strong
evidences, which support the effectiveness and safety of
these medications in ASD patients (24).

5.1. Conclusions

The Atomoxetine add-on therapy showed significant
improvement in 7 subscales and total score of CARS, global
impression, and severity index of CGI (all P value ≤ 0.05).
The study suggests that Atomoxetine may be a potential
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adjunctive treatment strategy for autism. As aforemen-
tioned, there are no significant differences in side events
except mood change between 2 groups.

5.2. Limitation and Future Direction

The sample size was small and the duration of the cur-
rent trial was very short. It is not clear whether the symp-
tom will relapse after the discontinuation of Atomoxetine.
It should be noted, psychometric properties of CGI are not
evaluated in Iran.

Acknowledgments

We would like to thank all children and their parents
that participated in this project.

Footnotes

Authors’ Contribution: Mahbobeh Eslamzadeh and
Paria Hebrani contributed in collecting data and writ-
ing the paper. Fatemeh Behdani and Malihee Dadgar
Moghadam contributed in collecting data. Mansoureh
Mirzadeh contributed in administrative works. Fariba
Arabgol is the corresponding author and wrote the paper.
Leili Panaghi analyzed the data. All authors read and ap-
proved the final manuscript.

Conflicts of Interest: There are no conflicts of interest.

Declaration of Interest: None declared.

Ethical Committee Approval Code:
IR.MUMS.REC.1394.95.

The Clinical Trial Registration Number:
IRCT2016022826802N1

Funding/Support: This work was extracted from a resi-
dency thesis in the Mashhad University of Science. There
was no organizational financial support.

References

1. Sadock BJ, Sadock VA, Ruiz P. Kaplan and Sadock’s Synopsis of Psychia-
try: Behavioral Science/Clinical Psychiatry. 11 ed. Lippincott Williams &
Wilkins; 2015.

2. Elsabbagh M, Divan G, Koh YJ, Kim YS, Kauchali S, Marcin C, et al. Global
prevalence of autism and other pervasive developmental disorders.
Autism Res. 2012;5(3):160–79. doi: 10.1002/aur.239. [PubMed: 22495912].

3. Dalsgaard S, Nielsen HS, Simonsen M. Five-fold increase in national
prevalence rates of attention-deficit/hyperactivity disorder medica-
tions for children and adolescents with autism spectrum disorder,
attention-deficit/hyperactivity disorder, and other psychiatric disor-
ders: a Danish register-based study. J Child Adolesc Psychopharmacol.
2013;23(7):432–9. doi: 10.1089/cap.2012.0111. [PubMed: 24015896].

4. Murray MJ. Attention-deficit/Hyperactivity Disorder in the context of
Autism spectrum disorders. Curr Psychiatry Rep. 2010;12(5):382–8. doi:
10.1007/s11920-010-0145-3. [PubMed: 20694583].

5. Nazeer A. Psychopharmacology of autistic spectrum disorders in chil-
dren and adolescents. Pediatr Clin North Am. 2011;58(1):85–97. x. doi:
10.1016/j.pcl.2010.10.011. [PubMed: 21281850].

6. Greydanus DE, Kaplan G, Patel DR. Pharmacology of Autism Spectrum
Disorder. The Molecular Basis of Autism. Springer; 2015. p. 173–93. doi:
10.1007/978-1-4939-2190-4_9.

7. Reichow B, Volkmar FR, Bloch MH. Systematic review and meta-
analysis of pharmacological treatment of the symptoms of
attention-deficit/hyperactivity disorder in children with pervasive
developmental disorders. J Autism Dev Disord. 2013;43(10):2435–41.
doi: 10.1007/s10803-013-1793-z. [PubMed: 23468071].

8. Handen BL, Aman MG, Arnold LE, Hyman SL, Tumuluru RV, Lecav-
alier L, et al. Atomoxetine, Parent Training, and Their Combina-
tion in Children With Autism Spectrum Disorder and Attention-
Deficit/Hyperactivity Disorder. J Am Acad Child Adolesc Psychiatry.
2015;54(11):905–15. doi: 10.1016/j.jaac.2015.08.013. [PubMed: 26506581].

9. Kilincaslan A, Mutluer TD, Pasabeyoglu B, Tutkunkardas MD, Mukad-
des NM. Effects of Atomoxetine in Individuals with Attention-
Deficit/Hyperactivity Disorder and Low-Functioning Autism Spec-
trum Disorder. J Child Adolesc Psychopharmacol. 2016;26(9):798–806.
doi: 10.1089/cap.2015.0179. [PubMed: 27228116].

10. Harfterkamp M, Buitelaar JK, Minderaa RB, van de Loo-Neus G, van der
Gaag RJ, Hoekstra PJ. Atomoxetine in autism spectrum disorder: no ef-
fects on social functioning; some beneficial effects on stereotyped be-
haviors, inappropriate speech, and fear of change. J Child Adolesc Psy-
chopharmacol. 2014;24(9):481–5. doi: 10.1089/cap.2014.0026. [PubMed:
25369243].

11. Schopler E, Reichler RJ, DeVellis RF, Daly K. Toward objective clas-
sification of childhood autism: Childhood Autism Rating Scale
(CARS). J Autism Dev Disord. 1980;10(1):91–103. doi: 10.1007/BF02408436.
[PubMed: 6927682].

12. Chez MG, Buchanan TM, Becker M, Kessler J, Aimonovitch MC, Mrazek
SR. Donepezil hydrochloride: a double-blind study in autistic chil-
dren. J Pediatr Neurol. 2003;1(2):83–8.

13. Masi G, Cosenza A, Mucci M, Brovedani P. Open trial of risperidone in
24 young children with pervasive developmental disorders. J Am Acad
Child Adolesc Psychiatry. 2001;40(10):1206–14. doi: 10.1097/00004583-
200110000-00015. [PubMed: 11589534].

14. McDougle CJ, Scahill L, Aman MG, McCracken JT, Tierney E, Davies M,
et al. Risperidone for the core symptom domains of autism: results
from the study by the autism network of the research units on pe-
diatric psychopharmacology. Am J Psychiatry. 2005;162(6):1142–8. doi:
10.1176/appi.ajp.162.6.1142. [PubMed: 15930063].

15. Posey DJ, Erickson CA, McDougle CJ. Developing drugs for core so-
cial and communication impairment in autism. Child Adolesc Psychi-
atr Clin N Am. 2008;17(4):787–801. viii-ix. doi: 10.1016/j.chc.2008.06.010.
[PubMed: 18775370].

16. Schopler E, Van Bourgondien M, Wellman J. Love "Childhood Autism
Rating Scale". 2nd ed. Los Angeles, CA: Western Psychological Services;
2010.

17. Nasiri SY. Psychometric Properties of childhood autism rating scale- Sec-
ond Edition. Islamic Azad University, Central Tehran Branch-Faculty of
Educational Sciences; 2013. Persian.

18. Busner J, Targum SD. The clinical global impressions scale: applying
a research tool in clinical practice. Psychiatry (Edgmont). 2007;4(7):28–
37. [PubMed: 20526405].

19. Harfterkamp M, van de Loo-Neus G, Minderaa RB, van der Gaag RJ,
Escobar R, Schacht A, et al. A randomized double-blind study of ato-
moxetine versus placebo for attention-deficit/hyperactivity disorder
symptoms in children with autism spectrum disorder. J Am Acad Child
Adolesc Psychiatry. 2012;51(7):733–41. doi: 10.1016/j.jaac.2012.04.011.
[PubMed: 22721596].

20. Charnsil C. Efficacy of atomoxetine in children with severe autistic
disorders and symptoms of ADHD: an open-label study. J Atten Disord.
2011;15(8):684–9. doi: 10.1177/1087054710376907. [PubMed: 20686100].

6 Iran J Psychiatry Behav Sci. 2018; 12(2):e10596.

http://dx.doi.org/10.1002/aur.239
http://www.ncbi.nlm.nih.gov/pubmed/22495912
http://dx.doi.org/10.1089/cap.2012.0111
http://www.ncbi.nlm.nih.gov/pubmed/24015896
http://dx.doi.org/10.1007/s11920-010-0145-3
http://www.ncbi.nlm.nih.gov/pubmed/20694583
http://dx.doi.org/10.1016/j.pcl.2010.10.011
http://www.ncbi.nlm.nih.gov/pubmed/21281850
http://dx.doi.org/10.1007/978-1-4939-2190-4_9
http://dx.doi.org/10.1007/s10803-013-1793-z
http://www.ncbi.nlm.nih.gov/pubmed/23468071
http://dx.doi.org/10.1016/j.jaac.2015.08.013
http://www.ncbi.nlm.nih.gov/pubmed/26506581
http://dx.doi.org/10.1089/cap.2015.0179
http://www.ncbi.nlm.nih.gov/pubmed/27228116
http://dx.doi.org/10.1089/cap.2014.0026
http://www.ncbi.nlm.nih.gov/pubmed/25369243
http://dx.doi.org/10.1007/BF02408436
http://www.ncbi.nlm.nih.gov/pubmed/6927682
http://dx.doi.org/10.1097/00004583-200110000-00015
http://dx.doi.org/10.1097/00004583-200110000-00015
http://www.ncbi.nlm.nih.gov/pubmed/11589534
http://dx.doi.org/10.1176/appi.ajp.162.6.1142
http://www.ncbi.nlm.nih.gov/pubmed/15930063
http://dx.doi.org/10.1016/j.chc.2008.06.010
http://www.ncbi.nlm.nih.gov/pubmed/18775370
http://www.ncbi.nlm.nih.gov/pubmed/20526405
http://dx.doi.org/10.1016/j.jaac.2012.04.011
http://www.ncbi.nlm.nih.gov/pubmed/22721596
http://dx.doi.org/10.1177/1087054710376907
http://www.ncbi.nlm.nih.gov/pubmed/20686100
http://ijpsychiatrybs.com


Eslamzadeh M et al.

21. American Psychiatric Association . Diagnostic and statistical manual of
mental disorders. fifth ed (DSM-5). Washington DC: American Psychi-
atric Association Publishing; 2013.

22. Zeiner P, Gjevik E, Weidle B. Response to atomoxetine in boys
with high-functioning autism spectrum disorders and attention
deficit/hyperactivity disorder. Acta Paediatr. 2011;100(9):1258–61. doi:
10.1111/j.1651-2227.2011.02263.x. [PubMed: 21392103].

23. Aman MG, Smith T, Arnold LE, Corbett-Dick P, Tumuluru R, Holl-

way JA, et al. A review of atomoxetine effects in young people with
developmental disabilities. Res Dev Disabil. 2014;35(6):1412–24. doi:
10.1016/j.ridd.2014.03.006. [PubMed: 24732041].

24. Madden JM, Lakoma MD, Lynch FL, Rusinak D, Owen-Smith AA, Cole-
man KJ, et al. Psychotropic Medication Use among Insured Children
with Autism Spectrum Disorder. J Autism Dev Disord. 2017;47(1):144–54.
doi: 10.1007/s10803-016-2946-7. [PubMed: 27817163].

Iran J Psychiatry Behav Sci. 2018; 12(2):e10596. 7

http://dx.doi.org/10.1111/j.1651-2227.2011.02263.x
http://www.ncbi.nlm.nih.gov/pubmed/21392103
http://dx.doi.org/10.1016/j.ridd.2014.03.006
http://www.ncbi.nlm.nih.gov/pubmed/24732041
http://dx.doi.org/10.1007/s10803-016-2946-7
http://www.ncbi.nlm.nih.gov/pubmed/27817163
http://ijpsychiatrybs.com

	Abstract
	1. Background
	2. Objectives
	3. Patients and Methods
	3.1. Participants
	3.2. Study Design
	3.3. Ethical Considerations
	3.4. Statistical Analysis

	4. Results
	Table 1
	4.1. Child Autism Rating Scale
	Table 2
	Figure 1

	4.2. CGI Rating Scale
	Table 3
	Figure 2

	4.3. Adverse Effects
	Table 4


	5. Discussion
	5.1. Conclusions
	5.2. Limitation and Future Direction

	Acknowledgments
	Footnotes
	Authors' Contribution
	Conflicts of Interest
	Declaration of Interest
	Ethical Committee Approval Code
	The Clinical Trial Registration Number
	Funding/Support

	References

