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[Abstract] Characterizing drug transport and distribution within the brain can help predict drug effect and adverse drug reaction during

new drug development. However, a major hurdle exists in directly measuring drug concentrations in human brain. Physiologically-based

pharmacokinetic (PBPK) modelling of drug transport and distribution in brain tissue is highly beneficial for predicting human brain

concentrations. In this article, physiological properties that affect drug transport and distribution within the brain are reviewed. Existing

PBPK models of the brain tissue as well as their application in new drug development are also presented.
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Figure 2 Physiologically-based pharmacokinetic model of the brain tissue based on microdialysis data'"®
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Figure 4 Physiologically-based pharmacokinetic model of the brain tissue containing four cerebrospinal fluid
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Figure 6 A region-specific rat brain physiologically-based pharmacokinetic model established according to

the physiological structure of the brain tissue *
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after phenytoin or carbamazepine administration *
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Figure 8 Observed data and predictions of parent drug concentrations and metabolite concentrations in plasma

after oral administration of clozapine and risperidone in human
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