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WFZER S OMERE (J230) : Recent genome—wide association studies demonstrated that common
variants of SLC30A8 increase susceptibility to type 2 diabetes. SLC30A8 encodes zinc
transporter—-8 (ZnT8), which delivers zinc ion from the cytoplasm into insulin granules.
In this study, we generated P-cell-specific Slc30a8-deficient mice, and demonstrated
an unexpected functional linkage between S1c30a8 deletion and hepatic insulin clearance.
The mutant mice had low peripheral blood insulin levels, despite insulin hypersecretion
from pancreatic B cells. In a series of experiments, we showed that a substantial amount
of the hypersecreted insulin was degraded during its first passage through the liver.
Consistent with these findings, slc30a8-deficient mice exhibited increased insulin
clearance, as assessed by the c—peptide/insulin ratio. As one of the explanations for
the above findings, we demonstrated that zinc cosecreted with insulin suppressed insulin
clearance by inhibiting clathrin—dependent insulin endocytosis.
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