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GENETIC POLYMORPHISM OF CYP2C9 AND WARFARIN DOSE REQUIREMENTS
IN KOREAN PATIENTS
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Hwanseok Rhee', Hyun Jae Chung', Mi Sun Jee', Wangdon Yoo', Soo Ok Kim'
Department of Internal Medlcune, Seoul National University College of Medicine, R&D Center, GeneMatrix Inc.

The cytochrome P450 CYP2C9 is known to be responsible for the metabolism of S-warfarin. Six distinct
polymorphisms  in the genetic sequence encoding CYP2CS protein have been identified to date. Several
population-based studies indicated that 2C9*2 (Arg144Cys) and 2C9*3 (lle359 eu) polymorphisms are associated with
hypersensitivity to warfarin and bleeding complications. The variant *2 and *3 alleles are present in approximately
35% of Caucasian individuals; however, these alieles are significantly less prevalent in other ethnic populations. In
our studies, genotypes of CYP2C9 in Korean population were characterized to investigate their relation with
individual variation in warfarin dosages. Ninety-six Korean patients receiving warfarin were recruited. Genotyping of
2C9 genes was carried out by matrix assisted laser desorption/ionization time of flight (MALDI-TOP) mass
spectrometry. Five of 96 subjects were heterozygous for CYP2C9+3 (aliele frequency, 0.030: 95% confidence interval
of 0.17 to 6.3%) and one subject with CYP2C9*2 allele was observed (allele frequency, 0.01: 95% confidence
interval of 0.2 to 2.8%). No other known alleles including CYP2C9+4 and *5 alleles were observed. When reference
single nucleotide polymorphisms (SNPs) published in dbSNP  database at NCBI were also investigated, one
polymorphism called CYP2C9*X was identified at the same allele frequency as 2C9+%3 and found to be associated
with CYP2C9#3. The significance of these CYP2C9 polymorphic alleles in warfarin sensitivity will be discussed.
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