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ABSTRACT

Drug induced cholestasis and hepatocellular injury are two major manifestations of drug-induced liver injury
(DILI). Research has shown such injuries are often attributed to inhibition of bile salt transporters in the liver.
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under the test conditions, which suggests there may be other mechanism(s) involved.

In summary, our study demonstrates that the novel OATP1B1/NTCP/BSEP triple transporter expression model
can be a useful, economical tool for early-stage screening and for mechanistic study of compounds with
cholestasis liability.
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salts are essential for the digestion and absorption of lipids and fat-soluble vitamins. Along the small intestine,
bile salts are nearly quantitatively reabsorbed and transported back to the liver via the portal circulation, where
they are taken up by the hepatocytes, and begin this enterohepatic circulation cycle again [5].
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blood into the bile. BSEP is essential for keeping the intracellular level of bile salts low in hepatocytes, as these
compounds can be cytotoxic due to their detergent properties, which can lead to mitochondrial stress and
eventually to cell death. Since bile formation is an iIso-osmotic process, bile salts are a major driving force for the
generation of canalicular bile flow. When bile flow Is reduced, a pathophysiological condition results called
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Comparing results from cells expressing OATP1B1, NTCP, and BSEP to results from cells
expressing any one or two of these transporters can give detailed mechanistic information that is
not currently available in any other cell-based or animal model.
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Therapeutics that interfere with these transporters, especially BSEP, are often associated with cholestasis and
eventually liver damage. A recent study of more than 200 compounds demonstrated a strong correlation
between the degree of BSEP interference and the severity of liver injury [6]. However, inhibition of BSEP alone is
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