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Objective Simulation outcome

The aim of this study Is to develop a PBPK brain model to explore the effects of Various parameters were assumed in the simulation to explore the possible effects of
various physiological functions, particularly the active transporters present within the physiological functions on the drug disposition in brain and CSF (Figures 4-6).
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Figure 1. Major drug transporters on BBB and BCSFB ) )
Drug disposition within the brain is further affected by CSF hydrodynamics, because £ E -loating parameters:
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Figure 4. Simulation of changed passive transport

Effects of active transporters
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Conclusions and furiher development

« Consistent with reported clinical studies, the model was able to show the disparities
In drug concentration-time profiles in blood (or plasma), brain mass, cranial and spinal
CSF which was related to drug properties, particularly transporter affinities.

Table 2. Abundance of active transporters
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BB8 A Vi v Vi v * On the basis of observations, the 4-compartmental diffusion-limited brain model Is

BCSFB now being incorporated within the Simcyp Population-based Simulator.
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