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The functional chacterization of marmoset cytochrome P450 2C enzymes
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The enzymatic function of marmoset cytochrome P450 2C enzymes was analyzed.
Recombinant marmoset P450 2C19 effectively metabolized human P450 2C substrates, S-warfarin,
diclofenac, tolbutamide, flurbiprofen, and omeprazole. Marmoset P450 2C19 had high capacity and
affinity for S-warfarin 7-hydroxylation that were comparable to those in human liver microsomes,
indicating warfarin stereoselectivity similar to findings in humans. The interindividual variability
of P450 2C-dependent drug metabolism such as S-warfarin clearance is at least partly accounted for
by P450 2C19 variants .[(Phe?Leu; Ser254Leu; IIe469Thr); in marmosets. These findings on
inter-individual variability and substrate specificity of marmoset P450 enzymes should help to
understand apparent species differences in drug metabolism and disposition among marmosets and
humans and to extrapolate the preclinical study data obtained using marmosets to humans.
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Marmoset chromosome 12

HELLES 2C18 2C19 2C58 2C8 2C76  PDLIM1

- - -

Macaque chromosome 9

HELLES 2C18 2C19 2C58P 2C9 2C8 2C93 2C76  PDLIM1

)

Human chromosome 10

HELLES 2C18 2C19 2C58P 2C9 2C8 PDLIM1
1. P450
2C .
1. P450 2C
Marmoset P450

P450 2C8 2C18 2C19 2C58 2C76
% % % % %

Human P450 2c8 8 78 76 8 68

2C9 78 82 86 79 68
2C18 77 93 7 78 70
2C19 177 81 86 78 69
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