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ABSTRACT

Autism spectrum disorder (ASD) is an early-onset neurodevelopmental disorder characterized by deficits in communicative 
and social skills and repetitive behaviors and/or restricted interests. The genetic mechanism underlying ASD is as complex and 
heterogeneous as its clinical heterogeneity. Beckwith-Wiedemann syndrome (BWS) is a well-known human imprinting disorder 
characterized by macroglossia, visceromegaly, hemihypertrophy, abdominal wall defects and a number of other various 
developmental abnormalities with an increased risk for embryonal tumors. In the literature, a greater frequency of 
neurobehavioral issues including ASD has been reported in children with BWS. Here, we present a 7-year-old boy diagnosed 
with ASD and BWS admitted to our clinic with complaints of emotional and behavioral changes after suddenly losing his father 
due to myocardial infarction. Upon initial assessment and psychiatric examination, the ASD diagnosis was confirmed and the 
exacerbation of the symptoms was assumed to be related with his bereavement. The family was given psychoeducation and 
the boy was started on escitalopram 0.5 mg/day, gradually increased to 2.5 mg/day. One month after this intervention, the 
family reported significant improvements in his symptoms. Although BWS has not been studied as extensively as other genetic 
conditions associated with neurodevelopmental disorders, it may be important for us to expand our knowledge about ASD 
accompanying human imprinting diseases including BWS.
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CASE REPORT

INTRODUCTION

A u t i s m  s p e c t r u m  d i s o r d e r  ( A S D )  i s  a 
neurodevelopmental disorder with multiple genetic 
factors contributing to its etiology in a complex and 
heterogeneous fashion. In some cases, ASD may be seen 
in conjunction with another syndromic disease (1). In 
most of these cases, an underlying etiology can be 
identified that involves chromosomal abnormalities, 
submicroscopic cytogenetic changes, and single gene 
mutations. The term “syndromic” ASD refers to this 
subpopulation with dysmorphic features and/or 

accompanying other phenotypes (2). Syndromic 
diseases constitute approximately 5% of all cases with 
ASD (3); syndromes such as Fragile X syndrome, Rett 
syndrome, Tuberous sclerosis, and Angelman 
syndrome are reported more frequently (4). It may be 
important to expand our knowledge about syndromic 
ASD, as it may have a different course and/or 
phenomenology than non-syndromic ASD (3). 
Furthermore, understanding the pathogenetic 
mechanisms at the level of molecular pathways and 
synaptic functioning may provide insights helping to 
understand the pathophysiology of non-syndromic 
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ASD (3). Beckwith-Wiedemann syndrome (BWS) is a 
well-known human imprinting disorder (expression of 
gene according to its paternal allele) (5). A literature 
review revealed few reports of an increased risk of ASD 
in children with BWS (6). Here we present a child with 
ASD and BWS admitted to the outpatient clinic with 
complaints of behavioral disturbances following the 
loss of his father. His depressive symptoms were 
successfully treated with escitalopram. Here we discuss 
the co-existence of BWS and ASD as well as the 
management of depressive symptoms.

CASE

A 7-year-old male was brought to the Child and 
Adolescent Psychiatry Outpatient Clinic by his mother 
with complaints of hyperactivity, aggression, and 
increased repetitive behavior such as clapping, 
flapping, and vigorously hitting the floor with his 
hands. He had been diagnosed with BWS and ASD 
and had been in special education since he was 2 years 
old. His mother reported that those complaints 
worsened, and he had started behaving unusually for 
the last 3 months after the sudden loss of his father 
due to myocardial infarction. He was less happy than 
usual and seemed to show less interest in watching his 
favorite cartoons, playing with play dough, and going 
for walks. He was also frequently hitting his own head, 
had sleep disturbances, and developed bursts of crying 
just after the loss. The mother also stated that the body 
was not attending school regularly. He had been on 
risperidone treatment (1 mg/day) for 1 year for his 
behavioral problems. Psychiatric examination of the 
patient revealed severe impairment in social-
emot ional  rec iproci ty ,  l imited  non-verba l 
communication with poor eye contact, and absence of 
verbal expression other than a few meaningless words. 
He showed self-mutilative behaviors such as hitting 
his head and was preoccupied with his stereotypies. 
His medical history was remarkable for BWS, epilepsy, 
cryptorchidism, and patent foramen ovale. Upon 
initial assessment and psychiatric examination, his 
ASD diagnosis was confirmed and the exacerbation of 
his symptoms ascribed to his bereavement. Child 
neurology was consulted, and the family was given 
psychoeducation. After consultation, the patient was 
started on escitalopram 0.5 mg/day, gradually 
increased to 2.5 mg/day, while his risperidone dose 
remained unchanged. One month after this 
intervention, the family reported significant 
improvements in his symptoms. During the eight-

months follow-up, improvement in other symptoms 
was recorded.

DISCUSSION

BWS is an overgrowth syndrome linked with 
abnormal expression of imprinted gene loci at 11p 
15.5 that contains genes playing a crucial role in 
growth and growth suppression. Other overgrowth 
syndromes such as Fragile X (while not being an 
imprinting disorder) are shown to be associated with 
ASD (7). Other imprinting diseases and related 
imprinted genes, such as Angelman syndrome and 
Prader Willi syndrome, have been shown to be linked 
to different neuropsychiatric disorders including 
ASD (3). In comparison, less is known about BWS. 
Generally, it is thought that children with BWS will 
undergo normal neurodevelopment except in cases of 
coexisting chromosomal abnormality or perinatal 
hypoxic conditions (8). In the literature, increased 
frequency of neurobehavioral problems including 
ASD traits have been reported in children with BWS 
(8). In a study investigating behavioral phenotype-
genotype in BWS conducted by Kent et al. (6) the 
prevalence of ASD in subjects with BWS was found to 
be 6.8%. As in BWS, increased head circumference 
and higher levels of IGF2 are reported to be more 
common in children with ASD than in normally 
developing children. Nevertheless, the co-occurrence 
of these two diseases is poorly investigated in the 
literature and their relationship remains unclear. 
Worsening or emergence of behavioral/emotional 
problems following the loss of the father may be 
another clinical implication in this case. Children 
with ASD may go through bereavement and/or 
depression following the loss of loved ones, presenting 
differently than healthy children (9). Not only the loss 
of a loved one, but also disruptions to children’s daily 
routine tasks may provoke distress. Children with a 
higher IQ and better verbal skills may understand and 
describe their feelings better, but children with lower 
social skills may show various behavioral/emotional 
problems including bursts of crying, social 
withdrawal, increase in stereotypic behaviors, decline 
in functioning, irritability, and sleep problems, as was 
the case in our patient. His behavioral and emotional 
problems were treated successfully with risperidone 
and escitalopram. Risperidone has been reported to 
be effective and well tolerated in treating behavioral 
problems in young children (10) and escitalopram at 
low doses was reported as safe and effective in the 
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treatment of young children with emotional problems 
(11). Because young subjects with ASD may be more 
susceptible to side effects of psychiatric medications, 
starting at a low dose and slow titration is generally 
recommended (12). 

It seems important for clinicians serving in child 
psychiatry clinics as well as other clinicians working 
with children to increase their awareness of 
neurodevelopmental disorders that may be seen in 
conjunction with other syndromic diseases for early 
risk assessment and interventions. Although BWS has 
not been studied as extensively as other genetic 
conditions associated with neurodevelopmental 
disorders, it may be important for us to expand our 
knowledge about ASD accompanying BWS and other 
human imprinting diseases in order to encourage 
studies shedding more light on their possible shared 
pathogenesis and treatment for these debilitating 
disorders.
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