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ghebpathophysiological role of pancreatic beta-cell hypoxia in the progression of
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The islets (pancreatic beta-cells) of a diabetic mouse become hypoxic. However,
how the beta cells become hypoxic under diabetic conditions and what kinds of molecules are related to
the beta-cell dysfunction by hypoxia, which still remain unclear. In this study, we generated
hypoxia-imaging mice to monitor islet hypoxia in diabetes by crossbreeding an oxygen dependent domain
$ODD)-Luciferase transgenic (Tg) mouse with diabetes model mice (ob/ob or db/db mouse). Furthermore, we

ound that beta-cell hypoxia causes less ATP production by reduced mitochondrial complex activity and
abnormal beta-cell gene expression patterns, which results in reduced insulin secretion. And
Hypoxia-inducible factor(HIF)-1, a master regulator in hypoxia response didn"t contribute to the
dysregulated gene expression and impaired insulin secretion by hypoxia. From this aspect, further studies
are needed to clarify a HIF-1-independent hypoxia response pathway in beta-cells.
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