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54364201 : MAJOR : PHARMACEUTICAL SCIENCES
KEY WORD : WARFARIN/GENETIC POLYMORPHISM/CYP2C9/VKORC1

BURUSSAKORN SUBSUPHAN : WARFARIN DOSE REQUIREMENT IN THAI
PATIENTS WITH CYP2C9 AND VKORC1 GENETIC POLYMORPHISM. THESIS
ADVISORS : ASSOC.PROF.CHATCHAI CHINPAISAL,Ph.D. AND ASSOC.PROF.MANAT
PONGCHAIDECHA,Ph.D. 61 pp.

The purposes of this study were to investigate the influence of genetic
polymorphisms of CYP2C9*3 and VKORC1 -1639 G>A on warfarin dose requirement and to
establish an equation for predicting the warfarin maintenance dose in Thai patients.

91 out patients receiving warfarin at Phahol Polpayuhasena Hospital,
Kanchanaburi were recruited into this study. Whole blood, dose and demographic data were
collected. Blood samples were analyzed for the genetic polymorphism by Restriction Fragment
Length Polymorphism (RFLP) technique.

CYP2C9*1/*1 (wild type) genotype was found in 90 patients (98.90%), and
CYP2C9*1/*3 was found in only 1 patient (1.10%). No CYP2C9*3/*3 genotype was observed.
Polymorphisms of VKORC1 -1639 GG was found in 9 patients (9.89%), while GA and AA
genotype were found in 30 patients (32.97%) and in 52 patients (57.14%), respectively.
Patients with VKORC1 -1639 AA genotype required statistically and significantly lower,
average weekly warfarin dose (19.97 + 7.61 mg) than GG genotype (37.89 + 12.20 mg) and GA
genotype (29.48 £+ 11.50 mg) with the p value < 0.05. Using stepwise multiple linear regression,
VKORC1 -1639 AA, age and weight could explain about 45.3% of the variation of warfarin
maintenance dose. Multivariate analysis of the equation indicated a significant negative
correlation between warfarin dose and VKORC1 -1639 AA and age, but a significant positive
correlation between warfarin dose and weight.
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