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The pathological mechanism of metabolic disorders as well as non-alcoholic
steatohepatitis (NASH) based on systemic insulin resistance remained unclear. By this study using
adipocyte-specific PDK1/Fox0l deficient mice, it was shown that dysregulation of the PDK1-Fox01
pathway causes systemic insulin resistance through the lipid mediator LTB4. The significance of the
novel adipokine TSP-1 in NASH pathology was also studied using TSP-1 deficient mice. Furthermore,
downregulation of the mTOR pathway in adipocytes was shown to contribute to a part of the pathology
of metabolic disorders and NASH.
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