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Pathophysiological analysis of pancreatic alpha cell function targeting DPP-4
expression for future development of therapeutic strategies for diabetes
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Diabetes mellitus is a major public health problem in Japan, with a wide
variety of pathological conditions, complications and comorbidities, and this diversity often
hinders clinicians in providing optimal care. In this project, we focused on functional changes in
pancreatic o -cells with the aim of developing novel therapeutic strategies for diabetes in the
future along with a better understanding of the disease. First, we found that the expression of
DPP-4, an incretin-degrading enzyme, changes in glucagon-secreting cell lines in response to
prolonged exposure to high glucose, as does glucagon secretion. In addition, DPP-4 expression was
significantly upregulated in islet endocrine a -like cells induced from human iPS cells as
differentiation progressed. These results suggest the importance of DPP-4 in a -cell function, islet

development and cell differentiation, which has both academic significance in diabetology and
societal importance in future public health.
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