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Variations in human leukocyte antigens (HLA) are strongly associated with
immune-related disorders including autoimmune diseases and infections, among others. However, underlying
mechanism has remained elusive for most of HLA-associated diseases. In this study, we aimed to uncover
the mechanism of HLA association with autoimmune and other HLA-associated disorders. We have established
a protocol to estimate allelic differences in the protein stability of HLA. Usin? this method, we
analyzed the stability of diverse HLA-DQ allele products and found that HLA-DQ alleles that are
associated with susceptibility to type 1 diabetes encoded extremely unstable proteins. Our finding
suggests that a novel mechanistic basis might operate in the development of autoimmune diseases.
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