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Molecular mechanism of insulin granules exocytosis via the novel Exophilin-8

complexes.
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Insulin is produced by beta-cells and is stored as secretory granules in
beta-cells of the pancreatic islets. Secretion of insulin requires a series of membrane dynamics,
namely, producin% granules from the Golgi apparatus, sorting to granules and maturation, and
trafficking and fusion to the plasma membrane. Secretory granules transfer to the actin cortex near
the plasma membrane before they fuse with plasma membrane. In the present study, we showed that
Exophi lin-8-knockout mice showed significantly higher blood glucose level, and Exophilin-8-null
pancreatic beta-cells exhibited decreased insulin secretion in glucose stimulation and lost insulin
granule location at the F-actin rich cell periphery. Furthermore, we found that Exophilin-8 formed
the complex with RIM-BP2 and Myosin-Vlla, and the complex had important role for the granule
localization to F-actin rich cell periphery.
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