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Abstract (limited to 500 words):

In China, the increasing incidence of non—alcoholic fatty liver disease
(NAFLD) has been well documented and listed on the top among the liver
diseases. The different mechanisms contributing to NAFLD included that the
increased hepatocellular uptake of Long Chain Fatty Acids (LCFA) occurs due
to obesity. The free fatty acid transport protein 5 (FATP5), which is one of
LCFA transportors, only expressed in livers of mice. FATP5 knockout mice
exhibited lower levels of hepatic triglycerides due to a high—-fat diet because
of decreased high fat food intake but not regular chow intake. The molecular
mechanisms to decrease the high fat food intake that FATP5 transports and
regulates the hormone Oleoyl-Estrone (OE) whose structure is similar to free
fatty acid beause the OE regulated the high fat food intake. Chenodeoxycholic
acid (CDCA), 6B —ethyl-CDCA and deoxycholic acid (DCA) showed to be FATP5
inhibitors by high—throughput screening of inhibitors on FATP5 or FATP2
overexpressed 293 cell lines, but CDCA and 6 a —ethyl-CDCA increased hepatic
LCFA uptake within 20 minutes in mice, but 6B —ethyl-CDCA decrease the hepatic
LCFA uptake. CDCA and 6 a —ethyl-CDCA are the farnesoid X receptor (FXR)
agonists. So, we speculate that the CDCA and 6 a —ethyl-CDCA activated FXR and
promoted hepatic uptake of LCFA. In this project, we will confirm that

6 B —ethyl-CDCA is effect by targeting FATP5 for NAFLD treatment; We will
discover the FXR signaling pathway that regulates hepatic uptake of LCFA with
lentivirus FXR shRNA and FXR knock out mice for selecting the new therapeutic
targets on the NAFLD in the future; We will prove the FATP5 transports OE into
cells and liver for metablism by tracing fluereocent labeling OE in vitro and
in vivo; We will combine the 6B —ethyl-CDCA and OE to treat the obecity and
NAFLD to increase the efficacy of OE.

Keywords: long chain fatty acid transport protein 5; bile acids; non—alcoholic
hepatic steatosis; oleoyl-estrone; farnesoid X receptor
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