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1. Abstract 4. Evaluation of Fg in the novel culture method
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2. Method Human Fg Conventional Novel

Overview of differentiation protocol

v’ After 11d of culture and a seeding density of 1.5x10° cells/well,
the in vitro Fg of midazolam was close to the human value.
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5. Fg prediction of CYP3A substrates

User culture protocol (trans well culture)

Estimated Fg values for typical CYP3A4 substrates
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Estimated Fg value of each compound were calculated by the equation described above. v : : i ™
*A to B transport represents the transcellular transport clearance in the apical-to-basolateral direction. The g values predlcted by the novel method usi ng F hISIEC

*Metabolic production was calculated by quantifying metabolite in apical, cell and basal compartment. showed good correlation with measured human values.

6. Potential for expansion into toxicity assessment

3. Gene expression, Barrier function

Gene expression Barrier function Various applications for gastrointestinal research have been developed in F-hiSIEC™.
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v Barrier function was maintained in the novel method as in the F h|SIE_C could be used to assess toxicity through drug metabolism and to predict
systemic exposure for toxicity assessment.

conventional method. v' Evaluation of drug toxicity via intestinal bacteria using F-hiSIEC™ is also expected.

Conclusion : The novel culture method improved the metabolic function of F-hiSIEC™ and the accuracy of Fg prediction of CYP3A
substrate drugs. This evaluation system may be useful as a model for evaluating gastrointestinal absorption. In addition, the ability to
accurately predict gastrointestinal metabolism and Fg may be applicable to toxicity assessment.
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