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Significance of proteasome dysfunction in the development of obesity-mediated hepati
c insulin resistance
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Chronic endoplasmic reticulum (ER) stress is a major contributor to obesity-induce
d insulin resistance in the liver. Here, we investigated the molecular link between obesity and ER stress.
Mouse models of obesity and diabetes and proteasome activator 28 (PA28)-null mice showed 30-40% reduction
in proteasome activity and accumulation of poly-ubiquitinated proteins in the liver. PA28-null mice also
showed hepatic steatosis, decreased_hepatic insulin signaling, and increased hepatic glucose production. T
he link between proteasome dysfunction and hepatic insulin resistance involves ER stress leading to hypera
ctivation of c-Jun N-terminal kinase and forkhead box 01 (Fox0l) activation in the liver. Taken together,
our data suggest that proteasome dysfunction mediates obesity-induced ER stress, leading to insulin resist
ance in the liver.
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