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The involvement of the liver in hyperinsulinemia associated with obesity was
investigated. High fat diet (HFD) feeding caused obesity and liver steatosis in wild type mice.
Hepatic insulin clearance was decreased in obese mice. The expression levels of the molecules
involved in insulin degradation were decreased in the livers of obese mice. Scanning electron
microscopy revealed that fenestrations in liver sinusoidal endothelial cells (LSECs) were decreased
in HFD-fed mice. These results may be involved in decreased hepatic insulin clearance and
hyperinsulinemia in obese mice. RNA-seq analyses of LSECs revealed gene expression s of inflammatory
response and extra-cellular matrix were up-regulated in HFD-fed mice.
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