Quantitative Systems Toxicology Modeling Using DILIsym Suggests That Drug-Induced Liver Injury
(DILI) Can Be Enhanced by Co-administered Drugs and Mitigated by Mitochondrial Biogenesis
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(SimPops™) that includes variability in hepatotoxicity mechanisms
and mitochondrial biogenesis was employed in simulations to assess
the population variablility. Simulated dosing protocols are as below:
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Simulations were performed in the absence and presence of » Simulations of metformin alone predicted very mild ALT elevations (< 1.5X ULN) in a subset of individuals, DISCLOSURES
mitochondrial biogenesis to evaluate the potential impact of consistent with known liver safety of metformin; simulated ALT elevations resolved within 2.5 weeks even with
mitochondrial biogenesis on simulated hepatotoxicity. continuing treatment in the presence of mitochondrial biogenesis (a,d) Kyunghee Yang, Christina Battista, Jeffrey Woodhead, Brett Howell, and

Scott Siler are employees of DILIsym Services Inc.

« Simulations of solithromycin alone predicted modest ALT elevations > 3X ULN In a subset of individuals; in the
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* When solithromycin was given to subjects who had been taking metformin, simulations without mitochondrial
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