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Genetic dissection of rare MODY by multidisciplinary functional genomics
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The cytoskeletal molecule MYO5A was identified as a promising novel MODY
candidate gene by combining linkage analysis and exosome by NGS with special reference to the islet
functional network. On the other hand, the type 2 diabetes susceptibility gene, calpain 10 was
subjected to analysis using an ultrasensitive mass spectrometer, and the microtubule-binding protein
(MAP1B) was identified as a target substrate. Interestingly, MAP1B and MYO5A are known to be
important partners in the cytoskeleton and may be coordinated in insulin secretion. In addition, a
novel regulatory mechanism of glucokinase was found to be mediated by ubiquitination by cereblon,
and the mechanism of low insulin secretion by arginine in MODY2 was elucidated.
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