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Analysis of lipotoxicity and stratagem for diabetes mellitus
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Tﬁpe 2 diabetes is characterized by progressive beta-cell dysfunction and
loss of beta-cell mass. The reasons for beta-cell dysfunction in type 2 diabetes are incompletely

understood. Recently, not only glucose toxicity in pancreatic B cells but also lipotoxicity has
been attracting attention as a cause of insulin secretion deficiency, and a decrease in glucose
sensitivity has been pointed out. We have comprehensively elucidated the intracellular signal
transduction mechanism of lipotoxicity in pancreatic B cells and elucidated the pathophysiology of
insulin secretory deficiency. Angiotensinll and TNF suppressed ABCAl gene expression and caused
insulin secretory deficiency. Conversely, GLP-1 promoted ABCAl gene expression via the intracellular
signal transduction system CaMKK / CaMKIV-PREB and released lipotoxicity.
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