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Search for new therapeutic drug candidate by enantiomer pharmacokinetic analysis
of mirtazapine
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We examined optical enantiomer plasma concentrations of mirtazapine (MIR)
and its metabolites effected factors influencing MIR metabolism including CYP2D6 genetic
polymorphism. S-(+)-MIR corrected plasma concentration of smokers was significantly lower than
non-smoker group, and individual having homozygotes of CYP 2D6*10 was found to show significantly
high blood level as compared with the individual which did not have CYP2D6*10. Multiple regression
analysis revealed a significant positive correlation between the number of CYP2D6*10 alleles and
corrected plasma concentrations of S-(+)-MIR. We found preliminary results that plasma
concentrations of the major conjugated metabolite MIR was extremely low and most of the hydroxylated

metabolites was present in the blood as glucuronic acid conjugates.
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