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Role of the small intestine in dyslipidemia associated with cholestasis
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Any excessive cholesterol is transported back to the liver from the
peripheral tissues and excreted in bile. In addition to the biliary route, transintestinal
cholesterol efflux (TICE), a mechanism wherein cholesterol enters the small intestinal epithelial
cells from the blood and is directly excreted into the intestinal lumen, was recently reported as a
route of cholesterol excretion. In the present study, drug-induced cholestasis and bile duct
ligation (BDL) induced intestinal expression of LDL receptor as well as Abcg5/g8 and enhanced fecal
cholesterol excretion. Similarly, TICE pathway can be stimulated by lipid-lowering drugs ezetimibe
and pemafibrate by increasing intestinal cholesterol efflux transporters Abcg5/g8. Furthermore,
pemafibrate may suppress intestinal cholesterol absorption by reducing NPC1L1 and SR-B1. These data
indicated that the small intestine may be a target organ for the prevention of atherosclerosis.
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