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Role of proglucagon positive cells in pathophysiology of diabetes.
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Alpha cells in the pancreatic islets and L cells, an enteroendocrine cells
in the intestinal tract, identically express glucagon gene and a pro-hormone proglucagon. However
differently from proglucagon, glucagon is released in the pancreatic alpha cells and GLP-1/GLP-2 is

secreted in the intestinal tract. We have established a method to specifically collect
proglucagon-positive cells using the transgenic mice in which glucagon gene-expressing cells
fluoresce. We then investigated which hormones and transcription factors are expressed in
proglucagon-positive cells in the gastrointestinal tract and the pancreas, and identified various
factors that determine the induction of differentiation and functional expression of alpha cells and
L cells. In addition, we have clarified how metabolic stress, such as high-fat diet, induces

changes in these proglucagon-positive cells.
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