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predict systemic and liver exposure to bosentan
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Introduction

Bosentan is the first approved oral medication for treating pulmonary d Model-derived CL;, , was <1.25 folds of retrograded clinical CL;, , (440 L/h).

arterial hypertension. Regular liver function monitoring is required when ] _ _ _ _

using it, owing to its risk of drug-induced liver injury - considerable Fig 3. Simulated systemic and excretion bosentan profiles
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d Develop a PBPK model to capture bosentan’s liver disposition LS DRINOD Q ™ BRI Q X BRI SPRAVRR Others

d Predict bosentan concentration in systemic circulation and liver Time (h) Time (h) Time (h) Time (h)

d Provide bosentan scalar between liver & plasma (unbound) 90% Cls = GeoMean e Observed Data

BOS, bosentan concentration; Tab, tablet; CIs, confidence intervals; GeoMean, geometric mean.
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= Drug-drug interaction (DDI) studies w/ketoconazole & rifampicin
= Intrinsic hepatic clearance (CL;. ;)
= Retrograded clinical CL;, , (well-stirred model)

« Model-derived CLien = (CLactup + PSaif inf) X m—— —ntimet d The developed bosentan PBPK model well described bosentan in systemic
' ' ' Poaifefr+CLintmet plasma and excreta.
- Scalar between unbound liver and unbound plasma Q The closely matched CL,, , and DDI verification reflected the confidence of
Kp,, = —Culiver the model to capture bosentan’s hepatic disposition.
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