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Regional Difference in the Effect of Influx/Efflux Transporters and Metabolic Enzyme
s on Intestinal Drug Absorption
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In the present study, we aimed to clarify the site-specific contribution of transp
orters and metabolic enzymes to the intestinal drug absorption. The rat in situ studies with talinolol and
colchicine demonstrated site-specific drug absorption presumably due to differential expression and funct
ion of OATP and P-gp. Further analysis revealed presence of multiple binding sites on OATP2B1 with differe
nt affinity for drugs. Meanwhile, microsomal studies demonstrated that CYP3A5 genotype and expression leve
I have a significant impact on inhibitory potency for CYP3A-catalyzed drug metabolism, but that the magnit
ude of its effect is inhibitor-substrate pair specific. The results of the study focusin? on CYP2C19 show
that, although metabolites contribute to in vivo DDIs, their relative abundance in circulation does not pr
edict their contribution to in vivo DDI risk. These findings revealed involvement of influx/efflux transpo
rters and metabolic enzymes in the intestinal drug absorption process.
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