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ABSTRACT

Neurexin 1 has two major protein isoforms using alternative promoters, coding for the
alpha-neurexin 1 (a-NRXN1) and beta-neurexin 1 (#-NRXN1) genes. This study is to explore
the possibility that variants of the NRXN1 gene predispose to autism spectrum disorder
(ASD). The coding regions in 24 exons and exon-intron boundaries of the NRXN1 gene were
investigated in 170 Thai patients with ASD by direct DNA sequencing. Twenty-six variants
were identified including 11 single nucleotide polymorphisms, 7 novel intronic variants
(c.889+119T>C, ¢.932-60C>T, ¢.2467+60G>A, ¢.3667-38A>C, ¢.3485-110728T>A, c.3485-
110654G>T and ¢.3485-110196G>C), 3 variants of GGC repeats, one novel silent variant
(c.573C>T or p.S191S), 3 rare known variants (p.S14L, p.A1239T and p.E1377D) and one
novel missense variant (c. 2713T>A or p.F905I). The p.F905I variant was found in a boy
with ASD but it was not found in 310 controls. The two bioinformatic programs, DromPred
and PolyPhen-2, have shown that the p.F905I variant changes the secondary structure of the
a-NRXN1 protein and damages the protein function. However, further studies utilizing

protein functional analysis of the novel variants are required for a more definite conclusion.





