Higher relative bioavailability following extended release oral formulations: Exploring the potential MANCHESTER

mechanisms and associated parameter space using a physiologically-based pharmacokinetic approach 1524
Yoshiteru Kamiyama'?, Andrés Olivares-Morales', Adam S. Darwich'!, Amin Rostami-Hodjegan'?> The University or Manchester

1- Centre of Applied Pharmacokinetic Research, University of Manchester, UK
2 - Analysis & Pharmacokinetics Labs, Astellas Pharma Inc., Japan ADLUI11O0
3 - Simcyp Ltd, Sheffield, UK Leading Light for Life

Table 1. Pharmacokinetic parameters of simulated hypothet|ca| CompoundS. ¢ An increase in Vmax-CYP3A4 from 0001 to 40,000 meI/m|n/mg microsomal prOtein reSUItEd in dain increase in
F. of up to 2.2-fold for the ER formulations as compared to IR for all ionic classes (Figure 4-6)
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Figure 1 - Schematic of the Advanced Dissolution Absorption and _ Figure 5 - Ratio of pharmacokinetic parameters of three types of extended-release (ER) formulations over immediate-release
(IR) formulation in neutral compounds. (A) AUC ratio, (B) f, ratio, and (C) F; ratio.
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