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Introd t' Figure 2: The metabolic pathway of dextromethorphan into dextrorphan mediated by the CYP2D6 enzyme.
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Bioavailability assa Figure 3: Dextromethorphan profiling in the Gut/Liver MPS aligns with liver donor CYP2D6 activity . (A) Gut cells maintain
y Y. a tight barrier throughout the dosing period. (B) Enterocyte and hepatocyte lysate quantities of dextromethorphan and
dextrorphan concentration, potentially indicative of lysosomal trapping of dextromethorphan (€) Clear distinctions in
both parent and metabolite concentrations can be observed between hepatocyte donors. Faster clearance of
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A. The PhysioMimix® Core microphysiological system parameters from time-course data can be conducted using an in silico model.
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* By generating human-relevant ADME parameters from the Gut/Liver MPS, the MPS-to-PBPK workflow (B): PBPK modeling from extracted MPS Generation of a PBPK model from MPS
supports clinical dose prediction across CYP2D6 phenotypes — offering a route to earlier, patient- parameters for a PO 30 mg dose of experimental data
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