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Elucidation of the organ linkage between non-alcoholic steatohepatitis and
cardiovascular disease mediated by the liver X receptor
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Liver X receptor (LXR) activity is expected to have an innovative effect of

extracting cholesterol from once formed atherosclerotic lesions and regressing arteriosclerosis, but
it also induces a lipid synthesis system gene (SREBP1c). It has the drawback of further

exacerbating hepatic lipid deposition. In this study, in order to overcome this drawback, the
applicants have a special purpose (1): the inhibitory effect of bile acid on SREBPlc activity and
the purpose (2): the efficacy of vabagenin, which is a novel ligand candidate for LXR activity that
does not activate SREBP1c. As a result of examination using the NASH- myocardial infarction onset
model (SHRSP5 / Dmcr rat), the lipid deposition in the arteries was improved without aggravating
fatty liver.
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(1) Bile acid metabolism is an intermediary factor between non-alcoholic steatohepatitis and ischemic

heart disease in SHRSP5/Dmcr rats, Shota Kumazaki, Shogo Watanabe et al., Journal of Nutrition and
Food Sciences, 9(4), 1-9, 2019.

(2) Bile acids aggravate nonalcoholic steatohepatitis and cardiovascular disease in SHRSP5/Dmcr rat
model, Shusei Yamamoto, Shogo Watanabe, Experimental and Molecular Pathology, 114,104437, 2020.
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