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Pharmacokinetic study of Clopidogrel Sulfate Tablets in patients after PCI

HOU Wen-jie, ZHANG Liang, DING Hong-zi, WANG Jie, ZHOU Qiu-yun
Department of Pharmacy, Nanjing Chest Hospital, Nanjing 210029, China

Abstract: Objective To establish an HPLC method for the determination of clopidogrel and its carboxylic acid (SR26334) in human
serum, and study pharmacokinetics of Clopidogrel Sulfate Tablets in patients after PCI. Methods HPLC-UV method was adopted on
CLC-ODS column (250 mm % 4.6 mm, 5 pm). The mobile phase consisted of acetonitrile - 0.1% formic acid solution (60 : 40). The
detection wavelengths were 235 nm. The flow rate was 1 mL/min, and the column temperature was set at 40 ‘C with injection volume
of 10 pL. Seven cases administered with Clopidogrel Bisulfate Tablets 75 mg/d more than 7 d after PCI were collected. After taking
drugs in the morning, the blood samples were collected from venous blood after 0, 0.5, 1, 1.5, 2, 3, 4, 6, 8, 12, 16, and 24 h, and the
blood concentrations of clopidogrel and SR26334 were detected. The average time curve was prepared. The pharmacokinetic
parameters of clopidogrel and SR26334 were calculated by DSA soft. Results A good linearity was shown in the concentration
ranges of 0.2 — 8 pg/mL for clopidogrel and SR26334 with quantitative limits of 0.2 pg/mL. The absolute recovery and relative
recoveries were all above 80%. The inter-day or intra-day precisions were less than 5%. Ciay, fmax, and 1, for clopidogrel and
SR26334 were (65 + 0.57), (0.77 + 0.22) pg/mL, (3.02 + 0.69), (2.88 + 0.48) h, and (7.66 + 3.65), (8.52 + 3.37) h, respectively.
Conclusion This method is simple and quick, which is suitable for clinical monitoring for the serum concentration of Clopidogrel
Bisulfate Tablets.
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Table 1 Results of recovery tests ( X+s,n= 5)
W R gL ) A0 oA AT e
2% R % RSD/% AEO [/ % RSD/%
ST B 0.4 83.98+0.30 3.6 81.67+0.15 1.8
1.0 87.24+0.16 1.8 92.59+0.08 8.1
7.0 92.52+0.14 1.5 93.82+0.06 6.7
SR26334 0.4 84.78+0.13 1.5 86.38+0.03 3.8
1.0 85.92+0.10 1.1 88.52+0.05 5.5
7.0 91.75+0.10 1.1 95.66+0.03 2.8
£2 BEERRER ( xxs, n=5)
Table 2 Results of precision tests ( X+s,n= 5)
PN R (pgemL) — : H V\Jifﬁf)ﬁﬁt%‘ : ‘ H lm%f)}zﬁﬁ%
AR S/ (pg-mL ™) RSD/% D55 /(ug-mL ) RSD/%
ST B 0.4 0.387+0.016 45 0.381+0.011 2.7
1.0 0.936+0.012 1.3 0.929+0.008 0.9
7.0 6.874+0.008 1.2 6.836+0.029 0.4
SR26334 0.4 0.392+0.008 22 0.039+0.001 4.6
1.0 0.955+0.021 2.1 0.942+0.021 22
7.0 6.939+0.039 0.6 6.861+0.123 1.8
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Table 3 Results of stability tests
. IR LR AT S A2 5 i il 8 h
MAFREIRE/(ngmL™")  RSD/% B /(ugmL ™) RSD/% MR EHKE/ (ngmL™")  RSD/%
SUNEA% 0.77240.003 4.2 0.75640.006 8.7 0.79140.005 6.8
SR26334 0.767+0.070 8.8 0.774+0.007 9.6 0.785+0.005 6.2
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Fig. 2 Average concentration-time curve of clopidogrel after
po administration with Clopidogrel Sulfate Tablets
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Fig. 3 Average concentration-time curve of SR26334 after po
administration with Clopidogrel Sulfate Tablets

F4 OBRFBRESMETRRHGHFESH (n=1
Table 4 Pharmacokinetic parameters of patients after po
administration with Clopidogrel Sulfate Tablets (n=7)

ZH LA i SR26334

Crnax pgrmL™! 4.65+0.57 0.77+0.22
Lax h 3.02+0.69 2.88+0.48
tp h 7.66+3.65 8.52+3.37
AUC,, pghmL™  13.474+4.56 3.56+1.74
AUC,.- pghmL™ 14414436 3.85+1.63
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