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Development of the association of ZnT8 with type 1 diabetes

and type 2 diabetes
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Abstract: ZnT8 (zinc transporter, member 8) has recently emerged as amajor autoantigenic target of type 1 diabetes
and the encoding gene also acts as a genetic marker for type 2 diabetes. This transporter, localized in secretion
/storage vesiclesmembrane, facilitates the cellular efflux of zinc fromthe cytoplasm into intracellular insulin—
containing vesicles and provision of zinc for insulin maturation and storage processes. Altered function of
7nT8 in pancreatic B cells of subjects carrying the risk allele might produce zinc imbalance between secretory/
storage vesicles and cytoplasm, with subsequent cell death and loss of Bcell mass. Therefore, it may serve as
amediator of insulin synthesizes, storage and secretion. The common polymorphism at aa 325 of the protein has
been implicated in type 1 diabetes by determining the autoantibody epitope speci?city. The polymorphismof the
gene has been suggested for a dual role, which is inmodulating anti—7ZnT8 self-antibody specificity and confer—
ring genetic susceptibility to type 2 diabetes. In thisreview, recent progresses of the study in ZnT8 structure,
function and the association with type 1 diabetes and type 2 diabetes will be summarized.
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