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PF-04895162 (ICA-105665), a drug in development for the We retrospectively analyzed PF-04895162 using a computational representation of drug induced In vivo predictions of liver exposure are based on physiologically based pharmacokinetic (PBPK) models;
liver injury, DILIsym, which integrates in vitro data of hepatotoxic mechanisms with in vivo these models were fit using pre-clinical and clinical measurements.

predictions of liver exposure.

treatment of epilepsy, was terminated after transaminase
elevations (up to grade 3) were observed in healthy volunteers

e The rat PBPK model included compartments for blood, liver, muscle, gut, and other tissue. This model

(NCT01691274). The human hepatotoxicity was unexpected The in vitro data included bile acid transporter inhibition and measuring mitochondrial dysfunction. was fit using rat plasma concentration measurements following IV and PO dosing.
because liver safety concerns had not been raised in preclinical e Specifically, IC., values were measured using standard vesicular transport assays for human BSEP, e The human PBPK model included two compartments: blood and liver; the remaining tissues were
safety studies (Aleo et al. 2019). NTCP, MRP3 and MRP4, as well as, for rat Bsep, Mrp3 and Ntcp. aggregated into a general representation of systemic volume of distribution. This model was fit using
 Mitochondrial dysfunction was determined by measuring the oxygen consumption rate in human clinical plasma concentration measurements following a single PO dose.
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population where sensitivity to hepatotoxic mechanisms varies with variability in physiologic parameters.

Simulation results reproduced lack of rat hepatotoxicity and presence of clinical hepatotoxicity. Liver cytotoxic bile acid levels and liver ATP suggest species- The simulated human hepatotoxicity was demonstrated to be due to synergistic
P B) 7 e specific differences in both mechanisms of toxicity. interaction between these two mechanisms; elimination of either mechanism
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to insufficient accumulation of cytotoxic bile acid species.
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