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The human bile

Carey and Duane: The liver, 3rd edition



Bile acids / salts
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Inhibition of transport of endobiotics
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Drug induced liver injury

Swedishstudy: almost 50% of DILI caseswere cholestaticor mixed 

(Björnsson& Olssson2005 Hepatology) 

cholestatic

mixed

hepatocellular

~30% cholestatic or mixed



Human BSEP VT ða HT screening tool

Morgan 2010 Tox Sci

ăOf particular interest are the compounds with an IC50 valueof  

<25 uM...almost all compoundswith this level of potency for BSEP 

interference are associatedwith liver injury in humansó



Inhibition of transport of endobiotics
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Plasma levels of 

sulfates in cynos

Thakare2017 DMD



Effect of rifampicin on plasma levels of 

phase II conjugates of bile acids/salts

Takehara2017 Pharm Res



Kinetics of transport ðsulfates, glucuronides

Takehara2017 Pharm Res



Assay systems to study 

bile salt - transporter interaction
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BSEP/Bsep vs BSEP/Bsep-HAM ð

species specificity
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Cholesterol loading increases activity of BSEP ð

development of high activity membranes (HAM) 

Kis 2009 DMD


