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Elucidation of human pancreatic aI?ha—cell transdifferentiation mechanism for
treatment of diabetes. Search for low molecular weight compounds inhibiting ARX
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In pancreatic histological analyses in patients who underwent pancreatectomy
in Osaka university hospital, pancreatic alpha-cell proliferation and the area ratio of alpha
cell/beta cell increased in patients with long-standing type 2 diabetes. The reduced beta-cell mass
was associated with the reduced expression of ARX and the increased expression of NKX6.1 in alpha
cell. This suggested that the compensation for the reduced beta-cell mass through proliferation and
transdifferentiation of alpha cell. In addition, the progression of diabetes intolerance was
associated with pancreatic fatty infiltration and islet inflammation.
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