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Bile acids / salts
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Inhibition of transport ofendobiotics
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Bile salt transportin hepatocytes
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Drug induced liver injury
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Y. Meieret al, EurJClin Pharmacobl, 135, 2005 ~30% Ch()leStatiC or mixed

Number of cases

Swedishstudy almost 50% of DILdaseswvere cholestaticor mixed
(Bjornsson& Olssson2005Hepatology
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Human BSEPVT 0 a HT screening tool

Relative Distribution of Human BSEP ICy, Values
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aOf particular interest are the compounds with an IC50 vadiie
<25 uM..almost all compounadwith this level of potency for BSEP
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Inhibition of transport ofendobiotics
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Effect of rifampicin on plasma levels o
phase |l conjugates of bile acids/salts
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Kinetics of transport 0 sulfates, glucuronides
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Assay systems to study
bile salt - transporter interaction
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Cholesterol loading increases activity of BSEP 0
development of high activity membranes (HAM)
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