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SUMMARY

Valproic acid is a mood stabilizer and antiepileptic drug that acts through GABA and glutamate. Glutamatergic and
GABAergic dysfunction is thought to be a common mechanism in the pathophysiology of autism spectrum disorder
and obsessive-compulsive disorder. The use of valproic acid may be effective in treatment-resistant cases of obsessive-
compulsive disorder associated with autism.

A 15-year-old male with autism was administered 2 types of SSRIs in appropriate doses and duration separately for
OCD. Aripiprazole was added to the treatment of the patient whose obsessive-compulsive disorder symptoms did not
decrease. The patient who responded partially to augmentation was started on valproic acid.

The patient's obsessive-compulsive disorder complaints decreased significantly after valproic acid treatment, and his
functionality improved. The valproic acid blood level was 68 mg/L. While the Children's Yale Brown Obsessive
Compulsive Scale score was 36 points before valproic acid treatment, the score decreased to 19 points after 2 months
of valproic acid treatment.

GABAergic agents such as valproic acid may be considered for treatment-resistant obsessive-compulsive disorder in
autism.
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INTRODUCTION Diagnosing OCD in children and adolescents with
ASD may be challenging because of difficulties
related to insight, communication, and symptom
expression, as well as the phenomenological over-
lap between compulsions and ASD-related repeti-
tive behaviors. Furthermore, interventions that are
effective for OCD in neurotypical youth, including
psychopharmacological approaches and cognitive
behavioral therapy, may have limitations in individ-

uals with comorbid ASD (4,5).

Autism spectrum disorder (ASD) is a neurodeve-
lopmental disorder characterized by deficits in
social communication and interaction, repetitive
behaviors, and restricted interests. Children and
adolescents diagnosed with ASD are known to
exhibit high rates of lifelong comorbidity. One such
comorbid condition is obsessive-compulsive disor-
der (OCD), characterized by the presence of obses-
sions and compulsions. Previous studies have
reported OCD prevalence rates from 17.4% to
37% among individuals with ASD (1,2). More

The high prevalence of OCD in individuals with
ASD, together with the challenges associated with

recently, a meta-analysis reported a prevalence of
11.6%, confirming that OCD occurs more fre-
quently in individuals with ASD than in the general
pediatric population (3).
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diagnosis and treatment, represents a significant
clinical concern. The co-occurrence of OCD and
ASD has been associated with increased symptom
severity, greater functional impairment, behavioral
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dysregulation, and reduced quality of life (6,7).
Emerging evidence also suggests that the relation-
ship between ASD and OCD extends beyond sim-
ple comorbidity, with overlapping neurobiological
mechanisms potentially contributing to symptom
expression and treatment responses (6,7).

Due to the high rate of comorbidity, diagnostic
complexity, and treatment challenges associated
with OCD in ASD, further clinical observations
may add to our understanding of potential treat-
ment approaches in this population. This report
describes an adolescent with comorbid ASD and
treatment-resistant OCD who exhibited clinical
improvement following valproic acid augmentation
in combination with ongoing sertraline and arip-
iprazole treatment.

CASE

M. D., a 15-year-old male adolescent with ASD,
was referred to our clinic due to excessive hand-
washing behaviors. ASD had been diagnosed at the
age of 11 years based on comprehensive clinical
and psychometric assessments conducted by two
experienced child and adolescent psychiatry resi-
dents. His Childhood Autism Rating Scale score
was 37.

According to information obtained from the
patient and his caregivers, he experienced conta-
mination-related and uncertainty-related obses-
sions accompanied by washing compulsions and
reassurance-seeking behaviors directed toward his
mother. A detailed clinical evaluation was per-
formed in the light of the phenomenological over-
lap between ASD-related repetitive behaviors and
OCD compulsions. The patient described contami-
nation and uncertainty-related thoughts perceived
as intrusive, distressing, and difficult to control.
These symptoms had been present since the age of
14. The patient demonstrated partial insight into
the excessive nature of these thoughts and beha-
viors. His handwashing behaviors were primarily
performed to reduce anxiety associated with con-
tamination concerns, rather than for sensory grati-
fication or adherence to routines. Nevertheless,
anxiety persisted following the compulsive beha-
viors, and he preferred to have a parent present
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while engaging in them.

The compulsions occupied more than one hour per
day and resulted in skin irritation secondary to
repetitive handwashing, causing clinically signifi-
cant distress and functional impairment. Following
psychiatric evaluation, the patient was diagnosed
with OCD. His Children's Yale Brown Obsessive
Compulsive Scale (CY-BOCS) score was 36, the
Clinical Global Impression Scale Severity (CGI-S)
score for OCD was 6, and the Children’s Global
Assessment Scale (CGAS) score was 33 at baseline.

Fluoxetine treatment was initiated and titrated to
40 mg/day. Medication adherence was regularly
monitored during follow-up visits. After 12 weeks
with no clinically meaningful response, fluoxetine
was discontinued and sertraline treatment was ini-
tiated and gradually increased to 100 mg/day.
Following eight weeks of sertraline treatment with-
out sufficient improvement and in the context of
emerging aggressive behaviors, further dose escala-
tion was considered. However, considering the
more heterogeneous and less predictable selective
serotonin reuptake inhibitor (SSRI) response
observed in individuals with ASD compared with
neurotypical populations, aripiprazole 5 mg/day
was added to the treatment regimen.

A partial reduction in OCD symptoms was
observed following one month of combined sertra-
line and aripiprazole treatment, although function-
al improvement remained limited, and his CY-
BOCS score remained at 29. Before the initiation
of valproic acid augmentation, the patient's height
and weight were 163 cm and 54 kg, respectively.
Baseline laboratory investigations, including liver
function tests and complete blood count, were
within reference ranges.

Valproic acid was subsequently added as an
adjunctive treatment for persistent OCD symptoms
and irritability. The decision to initiate valproic
acid was based on its clinical utility in affective and
behavioral dysregulation, as well as its putative
effects on excitatory—inhibitory balance, which is
considered relevant in both ASD and OCD patho-
physiology. The dose was gradually increased to
500 mg/day.
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Substantial clinical improvement was reported at
one-month follow-up following valproic acid initia-
tion, with no adverse effects being observed. The
patient’s serum valproic acid level was 68 mg/L. His
CY-BOCS score decreased to 19 and the CGI-S
score to 4, while the CGAS score rose to 60. A
47.2% decrease in the CY-BOCS score compared
to the baseline and a significant decrease in the
patient's complaints were interpreted as represent-
ing a significant response to treatment. However,
due to the concomitant use of sertraline and ari-
piprazole, as well as the possibility of delayed or
cumulative treatment effects, the specific contribu-
tion of valproic acid cannot be determined exactly.
The patient continues to attend follow-up visits
every two months while maintaining the current
treatment regimen.

Written informed consent was obtained from the
patient’s parents for the publication of this report,
and assent was obtained from the subject.

DISCUSSION

This report describes an adolescent with comorbid
ASD and OCD who exhibited clinical improve-
ment following valproic acid augmentation in the
context of ongoing sertraline and aripiprazole
treatment. Current clinical guidelines for the psy-
chopharmacological treatment of pediatric OCD
recommend adequate trials of at least two SSRIs
before considering augmentation strategies (8).
Augmentation with agents from different pharma-
cological classes, including antipsychotics, antide-
pressants, antiepileptic medications, and other
agents, has been described in treatment-resistant
cases (9).

The neurobiology of OCD has been strongly linked
to dysfunction within the cortico-striato-thalamo-
cortical circuits. Hyperactivity of the orbitofrontal
cortex and striatum is thought to contribute to
impaired inhibitory control over intrusive thoughts
and compulsive behaviors (10,11). In addition,
increasing evidence suggests that abnormalities in
glutamatergic neurotransmission may play an
important role in the pathophysiology of OCD
(12).
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In contrast, ASD has been conceptualized as a
neurodevelopmental disorder characterized by
atypical synaptic development and altered patterns
of brain connectivity. Neuroimaging studies have
demonstrated abnormalities in both long-range
and local functional connectivity, supporting mod-
els of disrupted network integration in the disorder
(13). Disturbances in excitatory—inhibitory balance,
particularly  involving  glutamatergic  and
GABAergic systems, have also been implicated in
the emergence of restricted and repetitive beha-
viors (12).

Although ASD and OCD differ in terms of their
developmental origins and clinical manifestations,
growing evidence suggests that both disorders
involve abnormalities within overlapping fronto-
striatal networks. Neuroimaging studies have
demonstrated associations between frontostriatal
functional connectivity and repetitive behaviors
across both disorders (14). Shared alterations in
glutamatergic and GABAergic neurotransmission
may therefore contribute to the clinical overlap
between compulsions in OCD and restricted or
repetitive behaviors in ASD (12).

This overlap provided a potential neurobiological
rationale for considering valproic acid augmenta-
tion in the present case. Valproic acid exerts effects
on both GABAergic and glutamatergic neurotrans-
mission and has previously been investigated in
relation to repetitive behaviors in ASD (15). Other
glutamatergic agents, such as memantine, were not
employed in the present case since evidence sup-
porting their efficacy in pediatric OCD remains
limited and their use in this population is largely
off-label. Topiramate was avoided due to concerns
regarding potential adverse cognitive effects. In
addition, clomipramine was not considered appro-
priate in light of concerns regarding the existing
polypharmacy burden and the potential for adverse
cardiac effects.

Published reports regarding the use of valproic
acid in OCD remain scarce, particularly in pedi-
atric patients with comorbid ASD and OCD.
Ekinci et al. described rebound compulsive behav-
iors following abrupt discontinuation of valproate
in a child with ASD, suggesting a possible associa-
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tion between valproate treatment and compulsive
symptoms, although the patient was not formally
diagnosed with OCD (16). Cora-Locatelli et al.
reported clinical improvement in an adult patient
with OCD who received valproate monotherapy
following discontinuation of fluoxetine due to
intolerance (17). In addition, Deltito et al. reported
that valproate pretreatment facilitated subsequent
tolerance of standard OCD treatments in a small
group of treatment-resistant patients and was asso-
ciated with symptom improvement (18).

The present case differs from these reports in that
it involves an adolescent with formally diagnosed
comorbid ASD and OCD. Although the observed
reduction in CY-BOCS scores and improvement in
functioning are broadly consistent with previous
reports, these findings should be interpreted with
caution. Our patient received concomitant sertra-
line and aripiprazole treatment, and delayed or
cumulative treatment effects cannot be excluded.
Furthermore, sertraline had not reached the maxi-
mum recommended dose for OCD. Causal infer-
ences regarding the specific contribution of val-
proic acid cannot therefore be made on the basis of
this single, uncontrolled case.

Valproic acid is an antiepileptic agent with mood-
stabilizing properties that has occasionally been
used off-label as an augmentation strategy in adult
psychiatric disorders, including OCD. However,
evidence regarding its use in pediatric OCD, partic-
ularly in children with comorbid ASD, remains li-
mited. The present case represents a preliminary
clinical observation regarding the potential role of
valproic acid augmentation in treatment-resistant
OCD symptoms in an adolescent with comorbid
ASD. However, these findings should be interpret-
ed with caution, since the patient received con-
comitant sertraline and aripiprazole treatment, and
delayed or cumulative treatment effects cannot be
excluded. Further studies are now needed to clarify
the efficacy and safety of valproic acid augmenta-
tion in this population.
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