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Evaluation of hepatotoxicity of industrial chemicals based on intestinal
absorption and physiologically based pharmacokinetic modelling
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Apparent permeability coefficient values of industrial chemicals via Caco-2
cell monolayer, human intestinal epithelial cell line, showed a significant association with
reported their hepatic no-observed effect level values in rats. The areas under the hepatic
concentration-time curves after virtual oral administration of chemicals estimated using simplified
physiologically based pharmacokinetic modelling were inversely associated with hepatic
lowest-observed effect levels. These results suggest that intestinal permeability coefficients and
simulating the hepatic levels of industrial chemicals are important to determine the onset of
hepatotoxicity and risk assessment.
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6. Correlations between previously determined and predicted values of absorption rate constants (ka)
(A) and Cmax (B) and AUC (C) values generated by PBPK models using traditionally determined and
predicted values of input pharmacokinetic parameters for 246 chemicals.
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