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basolateral efflux transporters can lead to increased cholestatic hepatotoxicity.
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Drugs that impact multiple pathways or single pathways when given in combination
with other drugs that affect alternate pathways could also result in hepatotoxicity. E.g.
drug Iinteraction with a BSEP inhibitor and FXR antagonist or basolateral efflux
transporter inhibitor.
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FXR antagonism can prevent
the hepatocyte from responding
to high Intracellular
concentrations of bile acids and
Increasing the potential for
cholestatic hepatotoxicity

CONCLUSIONS

Figure 4 Chronic exposure to

O
A CDCA increases mRNA
expression of BSEP The C-DILI™ Assay correctly predicted compounds with significant clinical hepatocellular cholestatic toxicity by:

| | | (canalicular)  and  OSTa/f - Integrating effects on BSEP, OSTa/B, MRP3/4, and FXR to delineate hepatotoxicity resulting from a build up of intracellular bile acids.
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Efflux Clearance Following Exposure to _ y « Taking into account a compound’s effect on the regulation of bile acid homeostasis, an important pathway for hepatotoxicity.
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Key Assay Features:
Molecular modeling was utilized » Transporter Certified™ human hepatocytes in a model that maintains transporter expression, localization and function
to estimate changes in the . Optimized culture media
canalicular  and  basolateral . cgnyenient 24 hour incubation in 96-well format
efflux  clearances following 72  Assess effects of parent and metabolites simultaneously
hours of exposure to CDCA (100
uM).  Canalicular  clearance * Integrated effects of transporter inhibition (acute effects) and regulation (chronic effects) in a single toxicity readout

increased by 2X while the « Evaluate cholestatic vs. direct toxicity
e rance A basolateral clearance increased « Available as a service or kit
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In the Induced state basolateral efflux clearance mediated by

OSTa/p represents an important elimination pathway.
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