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ABSTRACT

Autism spectrum disorders (ASD) is a complex disorders that appears to be
caused by interactions between genetic predisposition and environmental during early
developmental. At present, several studies have been shown the relationship between ASD
and immune genes that located in the human leukocyte antigen (HLA). The associations
between HLA genotypes and ASD have established wide coverage in different ethnic
background. Moreover, CYP2D6 has also been contributed to endogenous metabolism of
neuroactive substrates which can explain the hitherto observed on the relation between
human behaviors and disease susceptibility. A potential influence of CYP2D6
polymorphisms in the balanced function and physiological crosstalk of dopamine and
serotonin endogenous systems

Consequently, the main aim of this retrospective case-control study was to
compare the HLA-B (ASD 364 and Non ASD 952) and CYP2D6 (ASD 79 and Non ASD
154) polymorphisms in 364 Thai ASD children and adolescents with 1106 control subjects
in order to investigate more precise the genetic association. HLA-B and CYP2D6
genotyping were performed by two platforms including sequence-specific oligonucleotide
probe system (PCR-SSOP) and microarray-based technology (AmpliChip CYP450 Test),
respectively.

In this study, HLA-B*1302 (P=0.019, OR; 2.229), HLA-B*4403 (P=0.016,
OR; 1.645) and HLA-B*5601 (P=1.78x10" OR; 4.927) alleles were found significantly
higher in ASD (n=364) than in controls (n=1,106). Interestingly, HLA-B*1802 (P=0.016,
OR; 0.375) and HLA-B*4612 (P=0.008, OR; 0.147), were negatively associated with
disease. For CYP2D6 polymorphism, the most common allelic frequencies were 48.07%
(*10), 25.11% (*1), 8.80% (*2) and 5.15% (*5) which related to 7.80% of intermediate
metabolizer (IM), 90.37% of extensive metabolizer (EM), and 0.46% of poor metabolizer
(PM), respectively. There were no statistically significant difference in CYP2D6
genotypes and alleles frequencies between 79 ASD and 154 control subjects.

Our results demonstrated the association of HLA-B*1302, HLA-B*4403 and
HLA-B*5601 with Thai ASD patients. It is our suggestion that genetic polymorphisms in
the HLA region may be important in the etiology of ASD in certain subjects.
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