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i i The result in the last fiscal year suggested that tricyclic antidepressants could
be interesting targets which should be investigated on several CYP isoforms. Especially, CYP2C9 and 2C19 h

ad been reported that the two isoforms metabolized opposite properties of substrates in each. In this work
, we focused on two reciprocal residues on positions 72 and 241, and two mutants were prepared, respective
ly; i.e., K72E and K241E for CYP2C9 and E72K and E241K for CYP2C19. These mutants and wild-types on CYP2C9
and 2C19 were evaluated on binding affinities and metabolic activities on three tricyclic antidepressants

; amitriptyline, imipramine, and dothiepin. The estimated values implied that an amino acid located on pos
ition 72 could contribute to recognize property of substrate, mainly on basic drugs.
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