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CYP2C9, a drug-metabolizing enzyme, is an allosteric enzyme with multiple
substrate-binding sites and has numerous genetic polymorphisms. The Km value of CYP2C9.2 for
losartan oxidation reaction in vitro was similar to that of CYP2C9.1, but the Vmax value was about
50% lower than that of CYP2C9.1 regardless of the amounts of cytochrome P450 reductase and
cytochrome b5 added in the reaction mixtures as redox partners. X-ray crystal structure of CYP2C9.2
in complex with losartan suggests that disruption of hydrogen bonds at a polymorphic locus, which is

far away from the active center, leads to changes in the tertiary structure around the active
center and access channels, as well as the orientation of ligand binding. Isothermal titration
calorimetry experiments demonstrated that the interaction of CYP2C9 with losartan was
enthalpy-dominated reaction with similar Kd values for CYP2C9.1 and CYP2C9.2.
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