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Type 2 diabetes (T2D) is the most frequent form of diabetes accounting for 90% of
all diabetes cases. It is a genetically heterogeneous disease resulting from defects or
variations of single or multiple genetic loci. T2D has become a health problem world-wide
and its underlying molecular mechanisms remains poorly understood. The recent success
of the genome-wide association studies (GWAS) by genotyping for a high density SNPs
across the genome and the methods of complex genetic analyses have identified several
novel genes. GWAS have showed that TCF7L2 has been the most important locus
predisposing to T2D. Genetic polymorphism of the TCF7L2 is one of the few validated
variants with large effects on the risk of type 2 diabetes in the populations of European
ancestry. Transcription factor 7-like 2 (TCF7L2) is a key element of the Wnt signaling
pathway. We aim to investigate whether the variants in TCF7L2 are associated with T2D in
Thai population. Five SNPs, (rs7896340, rs7901695, rs7903146, rs12255372 and
rs11196205) were genotyped in T2D patients (n=202) and ethnically matched control
subjects (n=205) by high resolution melting (HRM) analysis. The associations of SNPs,
haplotypes with T2D and clinical characteristics of the patients were analyzed. SNPs
rs7896340 and rs11196205 of the TCF7L2 were associated with T2D in Thai population
(p=0.023, dominant inheritance). The odds ratios (ORs) was 1.89 for the minor allele (95%
Cl 1.08-3.3) compared with the major allele. The haplotypes composed of GG minor allele
of these two SNPs were also significantly associated with type 2 diabetes with ORs 1.89
[95% CI 1.12-3.19, p=0.018 (global p-value=0.013)]. Moreover, patients who carried minor
allele of these two SNPS had earlier age onset of diabetes (AA=50.32+10.78 year,
AG+GG=45.51£10.52 vyear, p=0.012). These data suggested that the TCF7L2
polymorphisms are associated with type 2 diabetes and earlier age onset of the disease in

the Thai population.
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