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ABSTRACT

To date, no medication is proven to be effective in treating core symptoms of autism spectrum
disorder (ASD). Psychotropic medications are widely used to target emotional and behavioural
symptoms in ASD. This article reviewed evidence for pharmacotherapy, novel therapeutic agents,
and Complementary and Alternative Medicine (CAM) in children and adolescents with ASD.
Currently, only risperidone and aripiprazole have been approved by the US Food and Drug
Administration (FDA) for treatment of irritability associated with ASD in children and adolescents.
However, associated metabolic side-effects are concerning. Evidence supports use of methyl-
phenidate and atomoxetine for attention deficit hyperactivity disorder (ADHD) symptoms and
clonidine and guanfacine ER appear to be helpful. SSRIs are poorly tolerated and lack evidence
in reducing restricted repetitive behaviours (RRB), anxiety, and depression. Buspirone shows
promise in the treatment of RRB. The evidence is inconsistent for the effectiveness of anti-epilep-
tic medications. Recent studies of glutamatergic, Gamma-aminobutyric acid (GABA)ergic, and
cholinergic agents and oxytocin show inconsistent results. Despite wide use of CAM agents, the
evidence is inconclusive. Melatonin can be helpful in reducing sleep problems. Overall, the evi-
dence is limited for pharmacotherapy in children with ASD, and side-effects with long-term use
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can be burdensome.

Introduction

Autism spectrum disorder (ASD) is a multifactorial
neurodevelopmental condition characterized by defi-
cits in social communication and restricted, repetitive
behaviours, interests, or activities (RRB) (APA, 2013,
DSM-5). ASD is a lifelong disorder that begins in
early childhood. Approximately one in 160 children
suffer from ASD worldwide, according to averages
from several epidemiological studies (WHO, 2017).
The prevalence of ASD has been increasing globally
for 50 years. The disorder often negatively impacts on
the social, emotional, and financial wellbeing of indi-
viduals with ASD and their families.

There is no cure for ASD. However, there is exten-
sive evidence supporting the benefits of psychosocial
treatment approaches, such as specific behaviour
therapies and educational interventions, in improving
social communication and RRB symptoms in children
and adolescents with ASD. However, these treatments
have limited accessibility, due to their high cost and
the intense labour involved (Reichow, 2012; Virues-
Ortega, Julio, & Pastor-Barriuso, 2013).

Pharmacological treatments are commonly used in
individuals with ASD to improve associated ASD
symptoms
Medications are also frequently used to treat co-
occurring psychiatric conditions such as ADHD, anx-
iety, depression, bipolar disorder, and other disorders.
The current evidence also suggests an increase in the
use of complementary and alternative medicine
(CAM) agents in ASD (Hofer, Hoffmann, &
Bachmann, 2016). However, medications have not
been effective in improving core symptoms of ASD.
Pharmacological treatments can be limited by con-
cerns about side-effects, and difficulty in access to
medication management services due to the scarcity
of trained child and adolescent psychiatrists, particu-
larly in remote areas.

In this article, we review pharmacological treatment
options for children and adolescents with ASD, with
emphasis on recently published studies since our pre-
vious published update (Ji & Findling, 2015). We
focus on randomized double-blind placebo controlled
(RDBPC) trials, with at least 10 subjects. We also
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discuss CAM treatment options used in children
with ASD.

Pharmacotherapy of ASD

Despite a lack of pharmacological treatment options
for ASD core symptoms, the prevalence of psycho-
pharmacotherapy and polypharmacy in ASD patients
is considerable, which is probably due to the treat-
ment of non-core ASD symptoms and psychiatric
comorbidities.

Anti-psychotics

The anti-psychotic medications have the largest body
of evidence for efficacy in the treatment of irritability,
and are used most widely among children and adoles-
cents with ASD. The US Food and Drug
Administration (FDA) has approved two anti-psych-
otic medications, risperidone and aripiprazole, for the
treatment of irritability in children with ASD aged
5-16 years and 6-17 years, respectively. Multiple large
RDBPC trials have shown results supporting that both
medications are superior to placebo in alleviating irrit-
ability (agitation, anger outbursts, and self-injurious
behaviour), stereotypy, and hyperactivity (Ichikawa
et al., 2016; Kent et al., 2013; Marcus et al., 2009;
McCracken et al., 2002; McDougle et al., 2005; Owen
et al., 2009; Pandina, Bossie, Youssef, Zhu, & Dunbar,
2007; Shea et al., 2004).

The efficacy and tolerability of risperidone in chil-
dren with ASD and co-occurring irritability were
established by two large RDBPC studies prior to the
FDA approval, conducted by the Research Units on
Pediatric ~ Psychopharmacology =~ (RUPP)  Autism
Network (McCracken et al., 2002) and Shea et al
(2004). Both of these clinical trials showed that risper-
idone significantly decreased disruptive behaviours
compared to placebo over the course of 8 weeks, as
measured by a reduction in the Aberrant Behaviour
Checklist-Irritability sub-scale (ABC-I) and improved
global functioning, as measured by the Clinical Global
Impressions-Improvement (CGI-I) scale. This was fol-
lowed by an open-label trial discontinuation phase,
which showed that the effects of risperidone were
maintained in a large proportion of subjects after 4
months, and risperidone prolonged the time to relapse
compared to placebo during the discontinuation phase
of 8 weeks (RUPP, 2005a). Further, the RUPP trial
showed that the combination of manualized parent
training plus risperidone led to greater improvements
in the ABC-I and CGI scores compared to risperidone
alone (Aman et al, 2009). Another RDBPC trial

INTERNATIONAL REVIEW OF PSYCHIATRY 79

showed that, compared to placebo, high doses of ris-
peridone (1.25 or 1.75mg/day) improved irritability
and global functioning, but low doses (0.25 or
0.75 mg/day) did not have similar effects (Kent et al.,
2013). The majority of RDBPC trials reported various
side-effects of risperidone, including somnolence,
drowsiness, increased appetite, and weight gain (see
Table 1). Elevated prolactin levels were also reported
in the risperidone treatment group (Anderson
et al., 2007).

Aripiprazole was approved by the FDA for treat-
ment of irritability in children with ASD following
two large RDBPC trials that demonstrated its efficacy
in the reduction of irritability, hyperactivity, and
stereotypy (Marcus et al., 2009; Owen et al., 2009).
The effects of aripiprazole were maintained long-term
in one of the clinical trials (Findling et al., 2014).
Similarly, another recent large RDBPC trial found that
aripiprazole improved irritability, hyperactivity, and
global functioning, and was well tolerated in a paedi-
atric ASD population in Japan (Ichikawa et al., 2016).
This study also found that aripiprazole decreased pro-
lactin levels compared to placebo, possibly due to its
dopamine D2 receptor partial agonist action.
Common side-effects across trials of aripiprazole were
sedation, somnolence, weight gain, increased appetite,
vomiting, and extrapyramidal symptoms (EPS) (see
Table 1). Significant lowering of high-density lipopro-
tein was reported, but only a small increase in total
cholesterol, low-density lipoprotein, triglycerides, and
blood glucose were observed (Marcus et al., 2011). No
significant differences were observed in the improve-
ment of irritability measures in a head-to-head trial
of risperidone and aripiprazole (Ghanizadeh,
Sahraeizadeh, & Berk, 2014).

There are limited RDBPC trials of other atypical
anti-psychotic medications in children and adolescents
with ASD. Olanzapine was found to improve meas-
ures of global functioning in a small RDBPC trial
(Hollander et al., 2006b). Weight gain with olanzapine
was significantly greater than with risperidone and
aripiprazole (Malone, Cater, Sheikh, Choudhury, &
Delaney, 2001). Lurasidone was not efficacious in
improving irritability, but improved CGI-I scores with
20mg/day dose compared to placebo in a large
RDBPC trial (Loebel et al, 2016). However, higher
doses of lurasidone (60 mg/day) did not improve
CGI-I scores. Vomiting and somnolence were among
the most common side-effects of lurasidone. RDBPC
trials are lacking for quetiapine, ziprasidone, and
other atypical anti-psychotic agents. Minimal
improvement in irritability was observed in children
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and adolescents with ASD with quetiapine, and
adverse events of sedation, weight gain and aggression
were reported in small open-label studies (Findling
et al, 2004; Martin, Koenig, Scahill, & Bregman,
1999). Ziprasidone may improve irritability in chil-
dren with ASD with less weight gain and metabolic
side-effects as compared to other atypical anti-psych-
otic medications, but data supporting this has been
limited to small open-label trials (Duggal, 2007;
Malone, Delaney, Hyman, & Cater, 2007). Most anti-
psychotic medications have been associated with sig-
nificant side-effects; hence, these medications should
be used judiciously by clinicians and as part of a
broader biopsychosocial treatment approach.

There are long-standing published studies examin-
ing the effects of conventional anti-psychotics in chil-
dren and adolescents with ASD. Haloperidol, a
dopamine receptor D2 blocker, is the most frequently
studied of these drugs in RDBPC trials. Haloperidol
was found to significantly improve social withdrawal
and stereotypy symptoms, as measured by the
Children’s Psychiatric Rating Scale (CPRS) in an
RDBPC of children with ASD (Campbell et al., 1978).
Dose-related sedation and acute dystonic reaction
were common side-effects. Another RDBPC trial
replicated these findings with haloperidol and
reported significant improvement in CPRS and CGI
scores in children with ASD (Anderson et al., 1984).
Positive effects on learning were also reported in this
study. Further studies found similar results of behav-
iour improvement, but also reported a high frequency
of dyskinesias (Campbell et al., 1997).

In summary, haloperidol is efficacious for improv-
ing behaviour symptoms in children with ASD. The
evidence is limited for the efficacy of other conven-
tional anti-psychotics in children with ASD.
Haloperidol treatment frequently resulted in adverse
effects of acute dystonic reactions and dyskinesia. The
high risk of EPS with haloperidol has limited the use
of this medication.

Stimulants and non-stimulants

ADHD is a frequent co-occurring condition in chil-
dren with ASD, with data showing that 37% (Gadow,
DeVincent, & Pomeroy, 2006) to 85% (Lee & Ousley,
2006) of children with ASD have an ADHD diagnosis.
RDBPC trials have investigated the efficacy of methyl-
phenidate, atomoxetine, clonidine and guanfacine on
ADHD symptoms in this population.

The RUPP Autism Network conducted an RDBPC
trial for 4 weeks, followed by 8 weeks of an open-label
trial to investigate the effects of methylphenidate in

children with ASD and co-occurring ADHD, and
observed significant improvements in hyperactivity
that were maintained during the open-label trial
(RUPP, 2005b). Although no serious adverse events
were reported, irritability, social withdrawal, and emo-
tional outbursts were the most common side-effects.
About one-fifth of children stopped the treatment due
to intolerable side-effects, including irritability
(Jahromi et al, 2009). Methylphenidate extended
release also led to improvement in hyperactivity and
impulsivity in a small RDBPC trial over 4 weeks
(Pearson et al., 2013).

RDBPC trials have examined the effects of atomoxe-
tine in the treatment of ADHD in this population.
Atomoxetine improved hyperactivity but not global
functioning compared to placebo in an RDBPC trial of
children with ASD, with further improvement during
the open-label extension over 28 weeks (Harfterkamp
et al., 2012, 2013). Nausea, decreased appetite, fatigue,
and early morning awakenings were reported side-
effects, but these improved with long-term use.
Another large RDBPC trial investigated the efficacy of
atomoxetine with and without parent training on
ADHD symptoms in this population (Handen et al,
2015). The combination of atomoxetine with parent
training improved ADHD symptoms the most, fol-
lowed by atomoxetine alone compared to placebo and
parent training alone. These effects were maintained
during the open-label phase of 24 weeks (Smith
et al., 2016).

In an RDBPC study of children with ASD, clonidine
demonstrated significantly better ratings on measures
of irritability and hyperactivity compared to placebo
from parents and teachers, but not from clinicians
(Jaselskis, Cook, Fletcher, & Leventhal, 1992). Another
small RDBPC study in children with ASD showed that
clonidine was significantly more efficacious than pla-
cebo in improving hyperarousal behaviours and social
relationships  (Fankhauser, Karumanchi, German,
Yates, & Karumanchi, 1992). Clonidine was generally
well-tolerated except for the side-effects of sedation,
fatigue, and hypotension in a few children.

A recent RDBPC study of children and adolescents
with ASD treated with guanfacine extended release
showed an improvement in ADHD symptoms and
global functioning (Scahill et al., 2015). No serious
adverse events except for drowsiness, fatigue, and
decreased appetite were reported.

Antidepressants

The findings from RDBPC trials of selective serotonin
reuptake inhibitors (SSRI) in children with ASD have



been inconsistent for efficacy in improving RRB, even
though RDBPC studies in adults with ASD have
shown more consistent efficacy in improving RRB
(Hollander et al., 2012; McDougle et al.,, 1996). In an
RDBPC trial of children with ASD, fluoxetine resulted
in greater improvement than placebo in reducing
repetitive behaviours, as measured by the Children’s
Yale-Brown Obsessive Compulsive Scale (CY-BOCS)
(Hollander et al., 2005). In contrast, Autism Speaks
released findings from an unpublished industry-spon-
sored large RDBPC study of fluoxetine in children
and adolescents with ASD (SOFIA), indicating no
improvement in RRB (Autism Speaks Press release,
2009). Results from a large RDBPC trial of citalopram
in children with ASD also did not demonstrate effi-
cacy in improving repetitive behaviours or global
functioning. Side-effects of increased energy, impul-
siveness, hyperactivity, stereotypy, and insomnia were
frequently reported (King et al., 2009).

An RDBPC crossover trial of the tricyclic anti-
depressant, clomipramine, compared to haloperidol
and placebo failed to show efficacy of clomipramine
in improving stereotypy. Clomipramine was also
poorly tolerated with a high discontinuation rate
(72.5%) (Remington, Sloman, Konstantareas, Parker,
& Gow, 2001). Haloperidol, however, improved irrit-
ability and hyperactivity compared to baseline
and placebo.

Buspirone, a partial serotonin receptor agonist, was
also not superior to placebo in improving symptoms
of ASD in young children with ASD, as measured by
the Autism Diagnostic Observation Schedule (ADOS)
Composite Total Score, but improved RRB signifi-
cantly with low dose (2.5mg BID) in a large RDBPC
trial (Chugani et al., 2016). Further studies are needed
for this potential treatment for RRB in children with
ASD. RDBPC trials are lacking for other antidepres-
sants such as mirtazapine or venlafaxine in children
with ASD. Also, there are no RDBPC trials of SSRI
for anxiety and depression in this population.

Anti-epileptics

The data for mood stabilizing anti-epileptic medica-
tions for irritability and aggression in children with
ASD has been inconsistent. Valproate did not improve
irritability in children and adolescents with ASD in a
small RDBPC study (Hellings et al., 2005). In contrast,
two subsequent small RDBPC trials of valproate
reported improvement in irritability in this population
(Hollander et al., 2006a, 2010). Side-effects included
weight gain, rash, irritability, sedation, and increased
serum ammonia (Table 1). Findings from RDBPC
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trials of lamotrigine and levetiracetam monotherapies
did not show efficacy in improving irritability or glo-
bal functioning in children with ASD (Belsito, Law,
Landa, & Zimmerman, 2001; Wasserman et al., 2006).
No RDBPC trials have been conducted for lithium,
oxcarbazepine, or topiramate.

Glutamatergic and gamma-aminobutyric
acid(GABA)ergic agents

Neurobiological models of ASD hypothesize an imbal-
ance between the excitatory neurotransmitter, glutam-
ate, and inhibitory neurotransmitter, GABA, in the
pathophysiology of ASD (Fatemi et al., 2012; Moreno-
Fuenmayor, Borjas, Arrieta, Valera, & Socorro-
Candanoza, 1996; Purcell, Jeon, Zimmerman, Blue, &
Pevsner, 2001). Hence, there is a growing interest in
agents that act on glutamate receptors, mainly the N-
methyl-D-aspartate (NMDA) and GABA receptors, to
treat both core and associated symptoms of ASD.

N-acetylcysteine (NAC), an NMDA modulator with
anti-oxidant properties, has been studied in children
with ASD. Although one small RDBPC trial showed
that NAC significantly improved irritability compared
to placebo in children with ASD (Hardan et al,
2012), more recent and larger RDBPC trials showed
that it was not superior to placebo in improving social
deficits, RRB, and global functioning in this popula-
tion (Dean et al., 2016; Wink et al., 2016). D-cycloser-
ine, a partial NMDA agonist, also did not improve
social functioning compared to placebo, as measured
by the Social Responsiveness Scale (SRS) in an
RDBPC trial of children with ASD receiving social
skills training (Minshawi et al., 2016).

Memantine is an NMDA receptor antagonist that
has been FDA approved for use in moderate-to-severe
Alzheimer’s disease. A recent large RDBPC trial in
children with ASD found memantine extended release
to be safe, but not superior to placebo in improving
social responsiveness (Aman et al, 2017). A small
RDBPC of another NMDA receptor antagonist, aman-
tadine, also did not show significant improvement in
irritability compared to placebo in children and ado-
lescents with ASD. However, significant improve-
ments in measures of hyperactivity and inappropriate
speech were noted compared to placebo (King
et al., 2001).

Interestingly, evidence showed that, in combination
with risperidone, memantine, riluzole (a glutamate
antagonist), NAC and amantadine improve irritability
when compared to risperidone and placebo in individ-
ual RDBPC trials (Ghaleiha et al, 2013a, 2013b;
Ghanizadeh & Moghimi-Sarani, 2013; Mohammadi



—
<C
&
—
]
o
V]
-4

(panuiuod)

unoejoud bui
-seasnap ul ogade|d o} Jouadng
Buruon
Sd3 ‘IWg buiseasnu; -uny |eqolb pue ‘AuaideladAy ‘Aujige Syoam g
‘uieb ybram ‘adusjouwos -1 buinosdwi ul ogaded o) Jouadng Kep/bwi GL—1| /1-9 6 1Dd9ay (9107) '|e 32 emexiyd|
YoM g
(9 Jo 1ea4} 03 papadU JSqWINU pue y/d
£5°0 Jo onel piezey ogade|d 10} %S 15d9ad
Sd3 ‘Buniwon pue djozeididie 10} %s¢) asdejas S3sop 3|qIX3|4 58 !sy9aMm 97-€1
‘asuajoutuos ‘uteb 1ybrom 01 dwi} ut ogade|d 0} Jouadns JoN Kep/Bwigl ‘0L ‘s ' [1-9  [SL uonezijigess (¥107) "Ie 32 burpuiy
yoaads areudoiddeur ‘AdKyoaias ‘Al
-AIpRISAAY ‘(JnolARYaq snolnful-j|as
5d3 ‘uieb pue ‘uoissaibbe ‘swniuey) Ayjiqe S3sop 3|qIX3|4 EEIN]
1ybram ‘aduajouwos ‘anbneq -1 Buinosdwi ur ogadeld 03 Jopadng Kep/bwi sl ‘0L ‘S ‘¢ /1-9 86 1Dd9ay (6007) "|e 3@ uamQ
Inoineyaq 21d4A103131s
pue ‘AyAndeiadAy ‘inoj
uteb 1ybram -AeY3q snoun(ul-§j3s ‘uonelbe ‘Aujiqe S3sop paxi4 Syoam g
‘Sd3 ‘butjooup ‘uonepas -3t Buiaosdwir ui ogadeid oy souadng Aep/Bbw gL 10 ‘0L ‘g [1-9  8lT 1>d9ay (600) "[e 32 snosey ajozesdiduy
sdnoib asop dnoib asop
Mo| SA ybiy Ajpuanbauy asow -MO| 3y} ul Jou Inqg ‘dnoib asop-ybiy ogadeld SY99M 9
pa4indd0 ayadde paseasdul 9y1 ui buuonduny [eqolb pue Aujiqe SA Kep/bwi G/ | 10 SZ'L swie ¢
pue ‘uoiIepas ‘92UaoUWOoS -yt buinosdwi ur ogadeld 03 souadng  sa Aep/BwiG/ 10 40 SZL'0 [1-§ 9% 1>dgad (£107) "I 32 1ud)Y
Aupgesn SHooMm 8
9dU3jOUWOS Buirosdwi ur ogadeid oy souadng Kep/Bw z'4-60 71-S [« 17dgay (£007) ‘|e 13 eulpued
asdejas 01 awi ul ogadeld 0} Jouadng
|lemelp syoam g
SIUDWIAAOW [ew -yum [epos/Ableyia] pue ‘Inoireyaq J/d
-louqe ‘ssauismoip 1dA103193s ‘AuaideIadAy ‘Aujige Kep/bw 96°| :uea|y 43 10d9ay
‘ssaupall} ‘ayadde paseasdu| -3l buirosdwi ul ogdeld 03 Jouadng Kep/bw §'H-5°0 /1§ €9 $)99Mm 91 “10 (5002) ddNYy
$HIIM {7 10} pauleIulew
ssauizzip ‘buijooup sem asuodsal Juswiealy uo uidned ayl S§9dM 91 “10
‘ssauismolp ‘anbiiey ‘9113 SHDIJOP UOIIBIUNWIWOD [BID0S 10U INg Kep/bw §'H-5°0 €9 ‘syoam g
-adde paseanul ‘uteb b gyy buinoidwi ur ogaded 03 Jopadng Kep/Bw §'€-5'0 AR T ]] 1>dgay (S007) "[e 33 31Bno@W
SINOIARYI( dAI}
-ISU3s A[J9AO pue ‘snoixue/aIndasul
(ueoipubis Ajjesiulp jou ‘anpesadAy ‘swiajqoid 1onpuod “inol
sem ainssaid d1j0IsAs pajen -AeYdq 21dA10913]S ‘|eMBRIPYIM [RID0S
-9|9) "ainssaid poojq 1j03sAs /AB1eyia| ‘Yoaads arendosddeur ‘@due
pue 33es as|nd paseasul -l|[dwod-uou/AuAndeiadAy ‘Aujigei Syoam g
‘uieb ybram ‘adusjouwos Buirosdwi ur dnoib ogadeid o0y souadng Kep/6%/6w 90'0-10°0 71-S 6L 17dgay (£007) '|e 12 eays
Buruonouny
uonednsuod |e120s jou Ing ‘AuAndesadAy pue ‘AdAy
‘JowaJ ‘buijoolp ‘ssauiz -0913)s ‘(AnolAeYaq snounful-jjas pue Kep/bwig'| ueapy
-ZIp ‘ssauIsmoip ‘anbiie} ‘o) uolssaibbe 1singino sadway) Aujige alg papIalp 10 A0 EEIN]
-adde paseanul ‘uteb ybiap -1 Buinosdwi ur ogadeld 01 Jopadng p/bw g e-50 /1-S Lol 10d9ay (Z007) [e 32 uaPRIDIW auopuadsiy
son0y2Asd-nuy
(s3Y) Sswans synsay 9soQ (s1e3k) u uoneing uonedignd uonedIpap
9sIaApe AYHOoMaIIoN aby ubisap Apnis

‘suofie|ndod gsSy duieipaed ul suonedipaw didosoydAsd Jo (17d9ay) S|eMd pajjosiuod-ogadeld ‘puljg-a|gnop ‘paziwopuel pardd|es L 3jqel



INTERNATIONAL REVIEW OF PSYCHIATRY 83

(panupzuod)

(9seajau ssaud syeads wsnny)

InoiAeyaq aniadal SYIM |
paysiigndun buiroidwi ui ogaded o1 Jouadns JoN Kep/Bbwi gl 1o ‘6 ‘7 /1-S  8GL 10d9ay  (6007) VIH0S ‘@ses|as ssaid syeads wsiny
INOIARYSQ A} Syoam g
Ayuomajou auoN  -f3ddas buirosdwi ur ogadeld o3 Jouadng Kep/bw 0z’ 91-§ Gy J9A0SSO1d 1749ay (5002) ‘|e 12 Japue|joH aunaxon|4
suonp2Ipaw A3IXUD-3UD pub SIUDSSaidapuy
Buruonouny |eqo|b pue
ayadde paseasnap ‘Auaisindwi ‘Ayiade1adAy ‘uonualieul SY99M 9|
pue ‘anbiey ‘ssauismolq Buirosdwi ur ogadeid o0y souadng Kep/bw -1 y1-§ 79 10>d9ay (S102) "|e 33 ||yeds Y3 aupejueny
Inoiaeyaq bui
KjAnoe paseannsp -1e|nwins-J|3s pue ‘jesnolesadAy ‘AuAls SYOIM 1
‘anbiiey ‘uoisusuadAy ‘uorepas -indwi buirosdwi ur ogadeid o3 Jopadng Kep/bw 84°0-91°0 €€-6 8  J3A0SsOd |)dgay (Z661) ‘| 19 Jasneyyueq aulpiuo)
uoISuaIXd 3y} buunp sasuodsas
119y} pauleiuew siapuodsal X1y ISOW
Buluonpouny
|eqo|b Buiroidwi ur Ajuo ogadeid pue SYIM T
ogade|d + |4 ‘duoje X1V Aq pamoj 10 pue 4a jo
-|0} SAIIIRYD ISOW dY} SeM |4 + X1V uoleuIquwiod
‘swoydwAs gHQy buiseasdsp YHM UOISUIX]
ui Ajuo ogade|d pue ogade|d + |4 0} Kep/byy/bw gL b L11 sye9m 01 (9107) '[e 19 ynws
amadde paseanag Jouadns a1am |4+ X1y pue auoje X1y  Aep/By/bw 0 1e bunels v1-§ 8zl swie ¢ 17490y (SL02) ‘e 39 uspuey
swoldwAs gHay paroidwi
aseyd 10 Jayuny Juswieas) syaam gz 03 dn
3y} buunp papisqns s3y Bujuonouny jeqo|b
buiusyeme Buinosdwy ur ogadeld oy souadns JoN SY99IM 0Z “10
Buiusow-Aies pue ‘anbiyey Aanoe 88 syoam g (£10Z ‘T1L07)
‘a)1adde pasessdap ‘easneN -19dAy Buinoidwi up ogadeld 01 Jouadng Kep/By/bw 7| /1-9 16 17dgay ‘le 19 dweyaueH (XL1Y) dunaxowoly
swojqotd bui Aunisindwi pue Ayanoe wdb bw oL-5Z YI SYIIM ¢
-da3|s ‘amadde jo ssoq -19dAy Buinoidwi ur ogadeld o1 Jouadng + web bw op—01Y3 AR $Z  Jan0ssoId 1)d9ay (€£107) '|e 32 uosiedd Y3 arepiuaydjhyiap
Awjiqeyn buipnppug 91e)S dAIDIYe pajenbal pue ‘uon
's129)J9-3pIs d|qeIa|olul -e[nba1-4|as ‘uonualie uiof 1oy spiq SPam ¢
Jo asnedaq juawieas) doys 03 asuodsal ‘suolieiyul uoruale ol aig 6x/6w 050 19A0S5010 1Dd9ay
01 pey syuedpiued sy Jo %g| JO 3sn s,uaJp|iyd ul ogade|d o3 Jouadng pue ‘sz’0 ‘SzL°0 €1-§ €€ ‘uones] (6007) ‘|e 13 lwodyer
juanbaiy alow
QUM SO ISIIAPY
s)sinq siapuodsal Jo Ayofew sy) ul syam
-1no [euonowa ‘Ayndip 8 10} paulejulew sem asuodsal ay| Sy99Mm § 10
dagjs ‘ayyadde paseasnap AuAnoe aiL pspag vE SYoaM ¢
‘|lemelpyiim [eos ‘Ayjigel| -13dAy Buinoidwi ur ogade|d o} Jopadng Kep/bw 05—/ y1-§ 7. 19A0SsoId 17d9ay (95002) ddny a1epiuaydiAyispy
swoydwAs gHQy 404 SUoDLIIPAY
Kep/Buwi 09 Kep/buw oz
auopiseln| yum Ajuo si1a auopiseln| 1o} Kjuo ‘buiuonouny
-oweled dijogelaw paldsas leqo|b buirosdwi ur ogadeld o3 Jouadng
pue ybiam ui sabueyd 1sapo Aujiqeyn buirosdwi oqgade|d sA p/bw 09 SY99M 9
9dU3jouUWOSs ‘BuIWOop ul dnoib ogadeld o0y Jouadns JON sA p/bw 0z /1-9  0SL swJe € 17d9ay (9107) '|e 39 99207 auopisein
buiuies| uone
-UlwEISIp Ul Jou Ing swoldwAs |einol I EEI 4]
Ayuomalou suoN  -Aeyaq buiroidwi ur ogadeld o3 Jouadng Kep/bw 4-57°0 ard Sy 19A0SsoId 17d9ay (6861) ‘|e 19 uosiapuy JopuadojeH
uonepas ‘a1 Buluonouny Syoam g
-adde paseasnul ‘uieb ybiam |eqo|6 Buiroidwi ur ogadeld o0y souadng Kep/bw g'zL-5/ ¥1-9 Ll 17dgay (99007) ‘[ 12 J3pue|joH suidezue|p
(s3Y) Swand sy nsay ENelg] (s1eak) u uoneing uonedignd uonedIpap
9sIaApe AYHoMa3loN aby ubisap Apnis

panunuo) °L 3|qel



‘pullq 3|gnop :gqd ‘sinolAeySq dAIMISdaI pue paldilsal igyy ‘uswdiedw uonesunwwod [eRos (DS ‘Adesay) jeinoireyaq aaHubo) 11g) ‘Bunlssw |enuue ydieasay
wsnny Jo A13100S [euolieusdlu] YySN| ‘bunssw jenuue uonenossy dulelydAsd ueduswy ydy ‘wsiny ul aunaxon|{ jo Apnis :y|40S ‘Buluresy jusied |4 ‘9sesjas djeIpawiwl Y| ‘9SeS|s PIPUBIXD Y ‘USPIOSIP
AuandesadAy 1oyap uonuane :qHAY ‘[2qel-uado 10 ‘swoldwAs |epiwelfdesIxa 543 ‘uonenuiuodsip /g SHomiaN wsiny AbojodewseydoydAsd duIeIpad UO SHUMN YdJeasay :ddNy apiosip wnipads wsine :qsy

Aujiqelir Jo buuonduny [eqolb SYPIM (1
uoneyibe ‘uoissalbby buirosdwi ur ogsded 01 Jouadns JoN Kep/b6x/6w 0£-0¢ /1-§ 0z 17dgay (9007) ‘| 39 uewWIISSEAN EERINEYER|
eljejoyda ‘uoissaibbe ‘said S9JNSeaW J9Y10 0 INoIARYSq Juelldge aig papiaig SyoaM 8|
-£102131s paseasdul ‘ejuwiosu| buirosdwi ur ogadeld o3 Jouadns JoN Kep/6y/bw G ueapy LL-€ 8¢ 10dgay (L00Z) ‘|e 12 ous|ag auibuowe
Aupigeyn Jw/Bow g'68 Jo I EEL 4]
Ayjiqelnan ‘yses ups Buinoisdwi ur ogadeld o1 Jouadng |9A9] uedW e 0} paso( /1-§ [T 1Ddgay (01L07) "[e 32 JapuejjoH
uoissaibbe ‘uieb INoIARYSQ A1} Jw/Bow 00 L—0S [9A9) Syoam g
wbem ‘Aupgens)  -nadas buirordwi ur ogaderd o3 souadns Aep/Bw 005 1L-00§ L1-§ €l 1>d9ad (e9007) "[e 32 J2pue|joH
[9A3] elu
-owwe WnIds paseadu| uolssaibbe pue Aujigei Jw/Bow 00 L—0/ [9A9) Syoam g
‘yseds upjs ‘ay3adde paseanu| buiroidwi ul ogaded o1 Jouadns JoN Kep/by/6w 0z 02-9 o€ 10d9ay (5007) ‘|e 39 sbulj|daH 9jeoudjep
suonboIpaw d13dajida-nup pup sIazijIqpis pooyy
alg bw sz yum
dnoib ay) 1e Ajuo “Inoineysq aAn
-nadas buirosdwi ur ogadeld 03 Jouadng
2103
[e30] aysodwio) (SOAY) 3NPaYds
uoleaIasqo dnsoubelq wsiny ogadeld SY9IM $Z 10
:wisine Jo swoldwAs Jo aunsesw SA Qg bw g SY9IM €7
Ayuomalou suoN buinosdwi ur ogadeld o3 Jouadns JoN sA qIg bw gz 9-7 991 ‘swie € 17d9ay (91L07) [e 33 1uebny) auoudsng
easneu ‘sisa
-1oydelp ‘eluwosul AuanpesadAy Jo ‘Aujigena ‘AdAyoaials S EEIWA
‘elpiedAydey ‘siowaiy ‘“ABieya Buinoiduwir ur ogaded 03 souadns JoN Aep/BwiosL-00L  9£-0L 9¢  19A0ss01 |49y (1002) "|e 33 uoibuway sulwesdiwo|)
ejuwosul ‘AdA10a191s
‘AuAndeiadAy ‘uon
-BJJUIDUOD PISEIIIIP ‘SSAU Inoiaeyaq anizadal Kep/bwi g9l uea|y SIMm 7|
-anisindwi ‘AB1aud paseasnu| buirosdwi ur ogsded 01 Jouadns JoN Kep/bw 0z-97 /1-S 6Pl 17dgay (6007) ‘e 12 bury weudoje)
(s3Y) Swand synsay 9soQ (s1e3k) u uoneing uonedignd uonedIpap
9sI9Ape AYHOMIION aby ubisap Apnis

—
<C
&
—
]
o
V]
-4

panunuod °L 3|qel



INTERNATIONAL REVIEW OF PSYCHIATRY 85

*3]BIS SSAUDAISUODS3I [BIDO0S SYS ‘BINPAYIS UOIBAISSGO dlisoubelp wsine :SOQy ‘ojeds bunes wsiine pooypjiyd :SYyD ‘sinoiaeysq aAinadal pue
PaILISal gyY “uswiiedwl UOIIBIIUNWIWOD [BIDOS (DS ‘BUIdBW [enuUe UOIIRIDOSSY dLIRIYIAS] UedUBWY :VdY ‘PIRY dUAINGoUIWY-BwweD ygyD ‘[9qe|-uado 70 ‘uonenupuodsip :)/q “4aplosip wnidads wsnine :qsy

uoedIUNWWOod SHPIM ¢
uolepas Jualsuel] buirosdwi ui ogadeld oy Jouadns JoN Kep/By/bwi | 8-¢ T 1Dd9ay (6661) e 19 uewp|a4
AuanoesadAy SHPIM €
Ayuomaiou auoN Buirosdwi ur ogadeld o0y souadng Kep/6y/6w |-50 /T K% 10dg9ay (€661) ‘1€ 39 |[9qdwe) duoxalyeN
1s1uoboyup proido
sudRap Huluonduny aANIAXS SP9IM (1
anbiey ‘aydepeay ‘esoylleiq Buirosdwi up ogadeld o3 Jouadns JoN Kep/bw oL-5 /1-8 %3 1Ddgaay (LLOZ) ‘|e 19 udpueH
abenbue| anindadal pue als SPIM9 “10
AMjiqel -s91dxa Jo sainseaw pue $3103s SYyD) bul !sy9am 9
paseasnu) ‘buidwesd ydewols ‘esoyselq  -rosdwi Apuediiubis ur ogadeld o} Jouadng Kep/bw 67 oL-¢ 3% 10dgay (£002) ‘|e 318 3y J1zadauoq
suabp d1biauljoy)
eluayise pue ‘uopeipAyap ‘ayradde
JO SSO| ‘UOIIRUIWI[D dULN Pasealdul I-19D pue ‘SYS ‘Syy) Jo sa103s Hui Pam |
‘elwid|exodAy pjiw juapuadap asog -nroidwi Apuedyubls ul ogade|d oy souadng aig bwoz 10 ‘0L ‘50 81-¢ 88 10d9ay  (£102) ‘|e 13 Ja1uuowa
sanjeA 3Npayds
uoneAIasqo soay pue ‘|49) ‘(SYvd)
9leds buney wsnny pooypijiy) bui PIMm |
ejwaeyodAy piiy  -rosdwi Apuediyiubis ul ogadeld oy souadng alg bwso LL-¢€ 09 10d9ay (2107 ‘|e 12 Jauuowa apluelawng
snIaIuUz04ISRH dnoib qiL Bw ol ur ‘ssans bunualed pue
pue ‘uoidayul Jes ‘eluwosul Aupigeyn buirosdwi ul ogadeld oy ouadng ogade(d swie ¢
‘f131xue ‘uorysabuod [eseu ‘eays dueploAe ‘qlL bw ol ‘qlg bw ol asy yum SHHIIM 8
-loulyl ‘aydepeay ‘uoissaibbe ‘Buniwop  [eos Buirosdwi ur ogadeld o3 Jouadns JoN alg bw g LL-S %6/ ‘SX4 Yum /L 1Ddg9ay
uoneybe ‘A1vixue ‘Aljigei) ‘eixaiouy ddueploAe |e20s SJUDISI|OPE %S asy yum HPIMm g
Buniwon ‘easneu ‘aydepeay Buirosdwi ur ogadeld 03 Jouadns 10N 3s0p 3|qIX34 05-7L  %EZ'SXd Yyum sz 10d9ay  (£107) ‘Je 19 siaexy-Auiag
Hujuonpuny jeq
-016 Buirosdwi uj uonesedas pamoys ing
‘swoldwAs jemelpyum [eos pue Abie SPIMm 7| (91L07) e 1@
uonepas ‘Aujiqel Py -Yi3| buirosdwi ul ogaded oy Jouadns 10N alL bwgy 1o oL 1Z-S 0S1 10d9ay 9|99 \ISPUBA-BIISUIIA uajojdeqly
suabp 21biaygyn
(43pa0SIp aAndAYe ogaded yum
pue ejuownad Jeqoj) Juawieasy pasedwod sunuewawW Yum 3siom Kjpued
0} pale[aIun Pawdap sy SNOLAS OM] -ubls sem 3INSeaW UOIIEIIUNWIWO0D dUQ Sy99M 8 10
SUIdU0d DI UOI1e2]UNWIWOD puUR UOHdRII| SyeIM-Z |
10 Kiojeloqe| Jusbiawa Juswiealy oN  [epos buirosdwi ul ogadeld o3 Jouadns JoN Kep/bw g1—€ 71-9 1zl ‘17d9ay (£107) '|e 19 uewy Y3 dupUBW
Aujigenur so AuanderadAy SYOOM 1
elUWOSU| Buirosdwi up ogadeld o3 Jouadns JoN Kep/by/bw 0'5-5' 6L-S 6€ 1Ddg9ay (L007) "|e 12 Bury auipejuewy
Bujuonouny Bujuiesy |ixs |eos EET]
Ayuomalou auoN |eos buirosdwi ul ogadeld o1 Jouadns JoN 910439 uaAIb bw 0g 11-S /9 10d9ay (9L02) ‘|e 13 Imeysuly 2ulasoPA)-q
S9IN}Rd) PIIRIDOSSE IYI0
10 ‘gyy ‘sadyap [eos ‘buiuoiduny jeq SPam |
Aypomajou auoN  -0]6 Buirosdwi ur ogadeld o3 Jouadns JoN Kep/6x/6w 09 ¥ 1€ 10d9ay (9L07) [ 39 YuIm
g4y 10 s1dYsp SYIM T
Ayuomalou auoN |eos buirosdwi ul ogadeld oy Jouadns JoN Kep/bw 005 66-1€ 0L 1Dd9ay (9107) '|e 3@ uesQ
SPIMm 7|
Aujiqean ‘uonenby  Aujigent buiaosdwi ur ogadeld o3 Jouwadns  lL bw poe — Aep/bw 006 oL—-€ €€ 10dgay (Z107) | 12 uepsey uRIsAdA19dY-N
sjuabp s1biapwLINID
(53Y) SUAAD dsIaAPE AYUOMIION synsay 9soQ (s1eaA) aby u uoneing uonedlgqnd uonedIpap

ubisap Apnis

‘suonendod gsy >uielpaed uj syusbe isjuobejue pioido pue “O1bisuljoyd Dibiaygyo “dibiazewein|b jo (1Dd9ay) S|eMd puljg-s|gnop ‘paziwopuel paddles ‘7 d|qel



86 @ R. GOEL ET AL.

et al, 2013). These data suggest that glutamatergic
agents can be beneficial as an adjunct to risperidone
treatment in children with ASD; however, more con-
trolled trials are needed to establish their efficacy in
monotherapy.

Arbaclofen, a selective GABA-B agonist, was not
efficacious in improving social withdrawal/lethargy in
ASD in a recent phase 2 RDBPC trial of 150 subjects,
aged 5-21 years (Veenstra-VanderWeele et al., 2016).
However, further secondary analysis showed signifi-
cant improvement in clinician-rated global function-
ing compared to placebo. Additionally, two large
phase 3 RDBPC trials investigated a flexible dose and
fixed dose of arbaclofen in fragile X (almost 2/3 sub-
jects with ASD) adolescents and adults, and children,
respectively (Berry-Kravis et al., 2017). Arbaclofen did
not show efficacy in improving social avoidance in
either trial. Side-effects across trials included emo-
tional lability, sedation, insomnia, anxiety, and gastro-
intestinal side-effects (see Table 2).

Bumetanide is a GABA modulator and was found
to be superior to placebo in improving ASD symp-
toms measured by the Childhood Autism Rating Scale
(CARS), SRS, and CGI-I in children and adolescents
in two RDBPC phase 2 trials (Lemonnier et al., 2012,
2017). Side-effects included dose-dependent hypokal-
emia, increased urination, dehydration, loss of appe-
tite, and asthenia. The authors concluded that 1mg
twice daily dosing was the best compromise between
efficacy and safety. Hence, bumetanide may be benefi-
cial in reducing core symptoms of ASD, particularly
social communication and restricted interest,
in children.

Cholinergic agents

Cholinergic system abnormalities have been hypothe-
sized in individuals with ASD (Bauman & Kemper,
2005; Deutsch, Urbano, Neumann, Burket, & Katz,
2010; Karvat & Kimchi, 2014; Lee et al., 2002; Perry
et al., 2001). However, the evidence for donepezil
(cholinesterase inhibitor) treatment in children with
ASD has been inconsistent. One small RDBPC study
reported that, compared to placebo, donepezil signifi-
cantly improved scores on the CARS and measures of
expressive and receptive language (Chez et al., 2003).
However, another more recent RDBPC trial reported
that donepezil was not superior to placebo in improv-
ing executive function deficits in children with ASD
(Handen, Johnson, McAuliffe-Bellin, Murray, &
Hardan, 2011). A recent clinical trial investigating the
efficacy of donepezil on sleep and ASD symptoms was
terminated due to poor enrollment. Further large and

controlled trials for donepezil in children with ASD
are warranted to establish its efficacy and safety.

Opioid antagonists

Abnormalities of the opiate system have been docu-
mented in individuals with ASD, especially in relation
to self-injurious behaviours (Panksepp & Sahley, 1987;
Sandman & Kemp, 2011). Naltrexone is an opiate
antagonist investigated in several RDBPC trials in
ASD. In an RDBPC study of children with ASD, nal-
trexone was superior to placebo in improving hyper-
activity (Campbell et al., 1993). Another RDBPC trial
of children with ASD showed that it was not effica-
cious in improving communication (Feldman,
Kolmen, & Gonzaga, 1999). In a recent systematic
review, Roy, Roy, Deb, Unwin, and Roy (2014) con-
cluded that naltrexone may have a role in improving
hyperactivity, but it has not been established to
improve other ASD symptoms.

Complementary and alternative medicine
(CAM) agents

CAM agents are widely used to treat children with
ASD (Owen-Smith et al., 2015). Despite lack of clear
evidence of their efficacy, families use these therapies
frequently, due to the assumption that there are fewer
risks related to side-effects compared to medications.
The most researched CAM treatments include omega-
3 fatty acids, melatonin, and oxytocin. Vitamin B12,
folinic acid, vitamin D3, and digestive enzymes have
fewer published studies.

Oxytocin

Emerging evidence suggests that neuropeptides such as
oxytocin may be beneficial in the treatment of core
ASD symptoms. The evidence, however, is inconsistent.
A recent meta-analysis found that oxytocin has no sig-
nificant effect on social cognition and RRB in children
with ASD (Ooi, Weng, Kossowsky, Gerger, & Sung,
2016). Findings from one unpublished RDBPC study of
oxytocin in children with ASD reported during oral
presentation at International Meeting for Autism
Research (IMFAR) 2017, that oxytocin was not superior
to placebo in improving social withdrawal, but was
superior to placebo in improving social recognition
(Anagnostou et al., 2017) (Table 3). In contrast, oxyto-
cin improved social functioning as compared to placebo
in children with ASD, as measured by SRS in a recent
RDBPC (Parker et al., 2017). Findings from studies in
healthy individuals indicate a potential for oxytocin in
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improving social cognition and RRB (Bakermans-
Kranenburg & Van IJzendoorn, 2013; Van Ijzendoorn
& Bakermans-Kranenburg, 2012).

Melatonin

Melatonin has substantive evidence for its use in treat-
ing sleep disturbances in children with ASD. Multiple
RDBPC clinical trials reported that melatonin was well
tolerated, and significantly increased total sleep dur-
ation and decreased sleep latency compared to placebo
in children with ASD. A combination of melatonin and
cognitive behaviour therapy (CBT) was found to be
most efficacious in improving sleep, followed by mela-
tonin alone and CBT alone as compared to placebo in
an RDBPC trial of children with ASD (Cortesi,
Giannotti, Sebastiani, Panunzi, & Valente, 2012). A
recent large RDBPC study reported that paediatric
appropriate prolonged-release melatonin minitablets
(PedPRM) not only improved total sleep time and sleep
latency, but also improved overall sleep disturbances
more than placebo in children with ASD (Gringras,
Nir, Breddy, Frydman-Marom, & Findling, 2017). In
addition to its effect on sleep, a few RDBPC trials have
shown that melatonin can improve communication
(Wright et al., 2011), rigidity (Garstang & Wallis, 2006),
and anxiety (Wasdell et al., 2008) in children with ASD.

Omega 3 fatty acids

Supplementation with omega 3 fatty acids has not
been effective in improving ASD symptoms in chil-
dren and adolescents. Four RDBPC clinical trials
(Table 3) reported no significant differences compared
to placebo in improving core symptoms of ASD, e.g.
social communication deficits and RRB, language,
hyperactivity, global and adaptive functioning.
Significant improvements were noted on measures of
stereotypy and lethargy in young children with ASD
compared to placebo by parents, but not teachers
(Bent et al., 2014). Omega 3 fatty acids were well tol-
erated and minimal-to-no adverse events were
reported in an RDBPC study (Voigt et al,, 2014).

Other nutritional agents

There is insufficient evidence for the effectiveness of
digestive enzyme supplementation in ASD. In a
RDBPC trial of children with ASD, the neo-digestin
(a combination of digestive enzymes) compared to
placebo improved ASD behaviours, emotional respon-
siveness, and gastrointestinal symptoms (Saad
et al.,, 2015).
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Sulforaphane, a phytochemical with antioxidant
properties, was found to be efficacious in improving
irritability, lethargy, social communication, and global
functioning, compared to placebo in an RDBPC trial
in adolescents and adults (aged 13-27) with ASD
(Singh et al., 2014).

Vitamins and minerals have a role in neurotrans-
mitter metabolism and have been used for potential
benefits in individuals with ASD (Adams et al., 2011).
However, a limited number of studies have been
found for each agent (Table 3). Subcutaneous use of
methyl B12 was observed to improve clinician-rated
CGI-1 score in children with ASD over 8 weeks in a
recent RDBPC study (Hendren et al., 2016). This
improvement was correlated with improvement in cel-
lular methylation ability. However, parents did not
indicate improvement in CGI-I.

Vitamin D3 (Saad et al., 2016) and tetrahydrobiop-
terin (Klaiman, Huffman, Masaki, & Elliott, 2013)
improved ASD symptoms including social awareness,
hyperactivity, irritability, and inappropriate speech
compared to placebo in children with ASD. Folinic
acid was reported to improve communication and
ASD symptoms in children with ASD and language
impairment, compared to placebo, particularly in a
sub-group with autoantibodies blocking folinic acid
from entering brain cells (Frye et al., 2018).

Conclusion

To date, risperidone and aripiprazole are the two
medications that have FDA approval for children and
adolescents with ASD, and both target irritability,
with additional efficacy for hyperactivity and stereo-
typy. However, metabolic side-effects related to atyp-
ical anti-psychotic medications are concerning. Hence,
clinicians need to weigh the risks and benefits
when using these medications in children with
severe behaviour problems. Furthermore, it is recom-
mended that these medications are used in combin-
ation with multidisciplinary non-pharmacological
treatment modalities.

Several medications may improve ADHD symp-
toms in children with ASD, including methylphenid-
ate, which has shown consistent efficacy in reducing
ADHD  symptoms in  children with  ASD.
Atomoxetine, clonidine, and guanfacine extended
release have also been shown to help treat ADHD
symptoms in children with ASD, but more trials are
needed to establish their efficacy.

In terms of serotonergic agents, SSRIs are not
effective in the treatment of RRB, and there are no
data on their use in anxiety and depression. These
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medications can cause activating side-effects in this
population. Buspirone shows promise in the treatment
of RRB in children with ASD, but needs fur-
ther evidence.

Studies of the newer agents, including glutamater-
gic and oxytocin, have mixed results in children with
ASD, but have the potential to target core symptoms
of ASD.

The evidence for CAM agents also remains limited
and controversial. These agents are generally well tol-
erated without significant side-effects, and their effi-
cacy is encouraging in reducing some core and
associated symptoms of ASD, such as social respon-
siveness, irritability, lethargy, hyperactivity,
and insomnia.

As ASD is a lifelong developmental disorder, the
importance of multidisciplinary approaches including
behavioural, educational and occupational support
cannot be overstated. Pharmacotherapy should be
prescribed in conjunction with close monitoring of
side-effects, and periodic assessment of the need for
continued treatment.

Challenges and future directions

Medication options to improve core symptoms of ASD
are lacking. Therefore, newer agents and CAM that
target the underlying molecular and cellular pathogen-
esis of ASD have been drawing more attention.

There are limited outcome measures that are sensi-
tive and reliable enough to detect behavioural changes
in this population. For this reason, the development
of more sensitive and specific outcome measures to
detect changes in social communication and RRB is
needed. Another challenge is that a majority of the
current clinical trials measure a short-term treatment
efficacy, while observable behavioural changes might
take much longer than a few weeks to months.
Therefore, long-term clinical trials are needed in order
to detect medication effects on a behavioural level.

In addition, ASD is a highly heterogeneous dis-
order with a multifactorial aetiology, and a large num-
ber of heterogeneous subjects can obscure medication
effects that are present in a sub-group. Thus, clinical
trials focusing on more individualized treatment
approaches and more homogeneous subjects might
increase the chances of accurately measuring treat-
ment outcomes.

Even with an effective pharmacotherapy, the
side-effects are often burdensome, particularly in the
long-term. Therefore, clinical trials that combine
behavioural therapy with pharmacotherapy are
needed, as this combination approach might be able

to lower the need for medication dose and

polypharmacy.
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