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The role of PDZ binding kinase in beta cell proliferation during pregnancy
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The proliferation of pancreatic B -cells is enhanced to enable an increase
in 3 -cell mass during pregnancy. To elucidate the mechanisms involved, we investigated islets from
pregnant and nonpregnant mice by gene expression profiling, and found that the expression of Pbk is
increased in pregnant mouse islets compared with control mouse islets. Among the pregnancy hormones,

treatment with estradiol upregulated Pbk expression. Knockdown of Pbk reduced BrdU incorporation in
MIN6 cells, which was accompanied with a decreased expression of Ccnbl, a regulatory gene involved
in mitosis. Ccnbl expression was augmented in mouse islets during pregnancy. The forced expression
of Pbk in isolated mouse islets increased Ccnbl expression, and the Pbk inhibitor HI-TOPK-032
suppressed Ccnbl expression in islets isolated from pregnant mice. Our results suggest that Pbk
contributes to the expansion of islets during pregnancy, and Ccnbl may assist Pbk in its role in

-cell proliferation.
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