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Abstract (l1imited to 500 words):

Liver plays an important role in gluco-lipid metabolism. Hepatic lipotoxicity
may ensue when the hepatic capacity to utilize, store and export fatty acids
as triglycerides is overwhelmed. Hepatic lipotoxicity is a key factor for
hepatic Insulin resistance (IR). Hepatic IR may induce severe systematic IR,
thus increasing incidence of metabolic related diseases. Understanding the
mechanism of lipotoxicity induced hepatic IR may provide novel therapeutic
target in the management and prevention of metabolic associated pathologies
TAKl1 is a subclass of the nuclear receptor superfamily. Recent reports suggest
that certain fatty acids and eicosanoids bind to and enhance the
transcriptional activity of TAKl; thereby suggesting that TAKl might function
as a lipid sensor. TAKl-deficient mice are resistant to the development of
age— and high-fat diet (HFD)-induced obesity and are protected against
obesitylinked hepatic steatosis, white adipose tissue associated inflammation,
and IR. Tip27 interacts specifically with TAK1 and acts as a strong repressor
of TAKl. Our previous studies showed that Tip27 could improve gluco-lipid
metabolism in hepal-6 cells. And up-regulated Tip27 expression in ApoE-/— mice
resulted reduced both hepatic and plasma lipids. Therefore, we hypothesized
that Tip27 may play an important role in improving hepatic IR by inhibiting
TAK1 signaling. To test this hypothesis, we will utilize high fat diet

(HFD) fed Tip27 transgenic mice and HepG2 cells with fatty acid to explore the
role of TAKl pathway in the development of lipotoxicity induced hepatic IR as
well as mechanism of Tip27 in improving hepatic lipotoxicity and IR. We would
show novel data that Tip27 may inhibit fatty acid-induced hepatic lipotoxicity
and IR through inactivating TAK1/JNK/p38 pathways.

Keywords (l1imited to 5 keywords, seperated by;): TAKl ;Tip27 ;Hepatic lipotoxity
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