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Gene Polymorphism Guided the Clinical Study of Warfarin Administration

LI Aigui!, WU Tingting®?, CHEN Wenjun??, XIA Xiaotong>3, FU Jinglan*®, ZHANG Jinhua®*"(1.Fujian Ningde
Municipal Hospital, Ningde 352100, China; 2.Department of Pharmacy, Fujian Medical University Union Hospital, Fuzhou
350001, China; 3.College of Pharmacy, Fujian Medical University, Fuzhou 350108, China)

ABSTRACT: OBJECTIVE To investigate the clinical efficacy and safety of gene polymorphism guiding the individualized
administration of warfarin in patients with venous thrombosis. METHODS A prospective cohort study was conducted to
establish two cohorts, the genotyped guided group and fixed dose group. The initial warfarin dose of the patients in the
genotyped guided group was based on the results of warfarin-related gene polymorphism detection, and IWPC model was used to
formulate initial warfarin administration plan. The initial warfarin dose of the fixed dose group was 3 mg-d~!. Pathophysiological
parameters of the enrolled patients were collected and a three-months follow-up was carried out. The clinical efficacy and
adverse reactions were compared between the two groups. RESULTS  The time to reach the target international standardization
ratio(INR) after warfarin treatment in the gene administration group[(5.654+2.30)d] was faster than that in the fixed dose
group[(8.5143.97)d](P<0.001). After 2 weeks and 4 weeks of warfarin use, the time in therapeutic range(TTR) of the gene
administration group reached 73.00% and 78.26%, respectively, significantly higher than that of the fixed dose group(TTR
58.11% and 64.67%)(P=0.001, P<0.001). However, the difference of TTR after 4 weeks between the two groups was no
statistically significant. The incidence of minor bleeding events in the gene administration group was lower than that in the fixed
dose group(P<0.05), but the differences of major bleeding events and the abnormal INR value(INR=4.0) were not statistically
significant. CONCLUSION The clinical efficacy of warfarin in gene administration group is better than that in fixed dose
group, and the incidence of small bleeding events was less than that in fixed dose group.

KEYWORDS: gene; venous thrombus; warfarin; individualized drug administration
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Tab. 1 Clinical characteristics of the subjects

R %%ﬁfgﬂ lﬂ%i’féﬂ Pl

RS 59.88+14.53 56.93+11.26  0.259
Bk 46.5 43.6 0.776
AR HI A /m? 1.67+0.20 1.63£0.20 0265
AR/ % 18.6 12.7 0.423
JHe TR/ %o 14.0 10.9 0.648
Mk ot e 2 A 0.851

JitiAe/% 25.6 27.3

VR A2/ % 74.4 72.7

Jiti 4 IR K A%/ % 0 0
A IR

TR L /% 20.9 23.6 0.750

BEIRIG /% 11.6 14.5 0.673
VKORCI 3% 0.700

AAI% 74.4 70.9

AG/% 25.6 29.1

GG/% 0 0
CYP2C9 F:[H 1Y 1.000

*1/%1/% 97.7 96.4

*1/%3/% 2.3 3.6

*3/%3/% 0 0
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Tab. 2 Efficacy and safety outcomes

iH FEH AU (n=43) FEERREL (n=55) PIH

BRI E]/d 5.65+2.30 8.51+3.97 <0.001
TTR/%(4E 4~14 K)D  73.00+17.50 58.11£26.71 0.001
TTR/%(55 15~28 K)  78.26£12.87 64.67+22.32  <0.001
TTR/%(5 29~56 K)  59.62+21.58 57.90+24.40 0.712
TTR/%(4 57~90 K)  55.56+22.46 54.70+22.84 0.851
INR=>4.0/% 2.3 73 0.381
K ili/% 2.3 1.8 1.000
/N I/ Y% 0 12.7 0.017

E: VINR 7EIGYT H RS H A TTR,
Note: DTTR of INR within the treatment target range.
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