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Abstract Objective To study the metabolic activity of a newly detected CYP2C9 variant A149V in Chinese Han population.
Methods Blood samples were collected from inpatients in the Department of Cardiology and genomic DNAs were extracted with magnetic
beads. The promoter region and 9 exons of CYP2C9 gene were amplified by PCR and used for the sequencing and genotyping. The baculo-
virus vector pFASTBac — OR — CYP2C9 was constructed in vitro and transfected into Escherichia coli DH10Bac to obtain the bacmid plas-
mid. CYP2C9 and CYPOR were then expressed with insect cell expression system and verified by Western blot. The CYP2C9 microsomes
were prepared by differential centrifugation and their metabolic activities were investigated with three probe drugs in vitro. Results A new
CYP2C9 mutation 446C > T was detected in 513 individuals, and this genetic mutation can cause the amino acid substitution of alanine
with valine at site 149 (named A149V). Microsomes of A149V and typical CYP2C9 variants were successfully obtained by the insect ex-
pression system. Western blot results showed that amino acid substitution of A149V did not affect the expression level of CYP2C9 enzyme.
In vitro data of metabolic activity analysis indicated that the clearance rates of novel variant A149V for tolbutamide, diclofenac and losartan
were only 17.90% , 24.73% and 5.54% of the wild type, respectively. Conclusion Newly detected CYP2C9 variant A149V in Chi-

nese Han population belongs to the poor metabolic mutation.
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