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Elucidation of the diabetes onset mechanism mainly on autophagy and human islet
amyloid polypeptide

Komiya, Koji
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In this study, we investigated the synergistic role of human IAPP (hIAPP) and
autophagy dysfunction in the pathogenesis of diabetes. In the previous study we reported that reduced
autophagic acitivity in beta cells caused impaired glucose tolerance. Physiological expression of human
IAPP using hIAPP knockin strategy further exacerbated glucose intolerance of mice with beta-cell specific
autoghagy deficiency. Induction of hIAPP in insulinoma cells and in hIAPP knockin mice resulted in
inhibition of beta cell proliferation associated with decreased phosphorylation of insulin receptor.
These results su?gested that inhibition of insulin signaling by hIAPP may be involved in the loss of
compensatory proliferation of beta cells and impaired glucose tolerance.
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