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Abstract Part |

Screening of Neuroligin 3 (NLGN3) and Neuroligin 4X (NLGN4X) genes in Thai

children with autism spectrum disorder

Involvement of genetic factors in autism has been established by many studies, and
several X chromosomal loci have been suggested. A number of studies have implicated
nonsense and missense mutations in the two X-linked neuroligin genes, NLGN3 and
NLGN4X, in autism spectrum disorders (ASD). Neuroligins are synaptic adhesion molecules
expressed in the central nervous system and interruption of their function is likely to have
pathological consequences. This study is to identify potentially etiologic variants of the
NLGN3 and NLGN4X genes in Thai children with ASD. We analyzed the coding regions and
exon-intron boundaries of the NLGN3 and NLGN4X genes in 143 Thai children with ASD by
direct sequencing. We found 3 novel variants (c.597T>A, c. 2475C>T, ¢.727+69A>T) and 3
SNPs (rs190142919, rs185402974, rs7051693) in the NLGN3 and 5 SNPs (rs7049300,
rs199769855, rs3747333, rs3747334, rs4018000) in the NLGN4X. All variants identified in
the coding region are silent or synonymous changes. In conclusion, coding mutations in
NLGN3 and NLNG4X genes are a rare cause of ASD.
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Abstract Part 11

Mutation screening of the beta-Neurexin 1 gene

in Thai children with Autism Spectrum Disorders

Autism Spectrum Disorders (ASD) is a highly heritable complex neurodevelopmental
disorder. ASD is characterized by deficits in social interaction and communication along with
restricted and stereotypical patterns of behavior. Beta-Neurexin 1 (#-NRXN1) is one of the
candidate genes predisposing to ASD because it produces a protein that acts as a neuronal
cell surface presynaptic receptor. A previous study reported 2% of autistic Caucasian patients

feature two missense variants (p.S14L and p.T40S) of the S-NRXN1 gene. The current study
was undertaken to find the frequency of mutation in the S-NRXN1 gene in 170 Thai children

with ASD using direct sequencing. Five novel variants were found in the f-NRXN1 gene, 3
variants at 5 UTR (c.-749T>A, ¢.-675G>T, ¢.-217G>C), one variant of 6 GGC repeats in
exon 1 and one variant in intron 19 (c.442-38A>C). One known variant, ¢.41C>T or p.S14L,
was found in a boy with autism which fulfilled the DSM-IV criteria. The p.S14L variant was
found in his mother with no autistic symptoms but was not found in his father. To determine
if the p.S14L variant is present in the general Thai population, we screened 310 healthy Thai
controls using PCR-RFLP or direct sequencing, but we found only the common C allele. This
finding is consistent with a previous study suggesting that the p.S14L is a rare variant. The
amino acid position 14 is located in the signal peptide domain of the beta-Neurexin 1 protein
so the alteration (leucine) may effect the synaptic function leading to ASD susceptibility.
However, we cannot exclude other genes. Another study utilizing protein functional analysis

may give a more definite conclusion.





