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Elucidation of simultaneous secretion mechanism of insulin and incretin and its
significance for drug discovery application
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Sphingosine kinase 1 interacting protein (SKIP) is expressed in pancreatic b

- cells, and intestinal K- and L- cells. Secretion of GIP) and GLP- las well as insulin are
significantly increased, and blood glucose levels are decreased in SKIP- deficient (SKIP / ) mice
compared with those in wild- type mice. Plasma triglyceride, LDL cholesterol, and proinflammatory
cytokines in adipose tissues, livers, and intestines were significantly decreased in SKIP / mice.

In summary, depletion of SKIP ameliorates glucose tolerance by enhancing secretion of insulin and
incretins, improves lipid metabolism, and reduces basal inflammation levels. Thus, inhibition of
SKIP action may emerge as a new option for treatment of type 2 diabetes mellitus with metabolic
dysfunction.
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