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Developing a mechanistic in vitro-in vivo relationship (IVIVR)
for drug A using Physiologically-based pharmacokinetic modeling
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1 Drug A is a small molecule with good solubility and permeability (BCS class ) 1 GastroPlus version 9.7 was used to develop a PBPK absorption model
1 The molecule is extensively metabolized and eliminated in urine and feces  Dissolution and absorption after oral dosing were predicted using the
d IVIVR can be a useful tool to get relevant insight into in vivo dissolution and absorption advanced compartmental absorption and transit model (ACAT)

3 IVIVCPIlus™ module was used to develop the IVIVR

Objectives  Mechanistic deconvolution one step procedure (Correlate Directly) was used
in IVIVCPlus™ module

d 1. To develop a PBPK absorption model for drug A to describe oral absorption in healthy

 The fitting optimization method set as unity with the concentration-time profile

subjects based on data with immediate release (IR), sustained release (SR) and _ _
as observation weight

modified release (MR) formulations _ o _
d Predictability of the IVIVR was evaluated according to the regulatory

d2. To develop a mechanistic in vitro-in vivo relationship for the specific

guidance by calculating the percent prediction errors (%PE) [2]
gastro-resistant modified release (GR/MR) oral formulation

Conclusions References
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v The results confirmed the ability of the IVIVCPlus™ module to adequately characterize v [2] FDA - Guidance for Industry: Extended Release Oral Dosage Forms:

the specific MR formulations (GR/MR) and to be further used to develop an IVIVC Development, Evaluation and Application of In vitro/In Vivo Correlations. 1997
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