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Preparation of Clopidogrel Bisulfate Tablets and Optimization of the Formulation and Technology

SUN Xia"*, WANG Xue"*, GUO Qing-ming"*, XIAO Wei"*(1.Jiangsu Kanion Pharmaceutical Co., Ltd., Jiangsu
Lianyungang 222001, China; 2.State Key Lab of New-tech for TCM Manufacturing Process, Jiangsu Lianyun-
gang 222001, China)

ABSTRACT OBIJECTIVE: To prepare Clopidogrel bisulfate tablets, and to optimize its formulation and technology. METHODS:
The single factor test and compatibility test were used to optimize the fillers, disintegrating agents, adhesive, lubricants and prepa-
ration technology; using sticking situation and disintegration time as indexes, the orthogonal test was used to optimize the amount
of disintegrating agents [low substituted hydroxypropyl cellulose (L-HPC)], lubricants (hydrogenated vegetable oil and PEG6000) ,
and the optimal technology was validated. The dissolution of prepared tablet and imported tablet (Plavix) in water, pH 2.0 hydro-
chlorate buffer, pH 4.5 phosphate buffer (PBS) and pH 6.8 PBS were investigated, and influential factor test was conducted. RE-
SULTS: Clopidogrel bisulfate tablets were prepared with dry granulating. The optimal formulation (1 000 tablets) was as follows
as clopidogrel bisulfate 97.8 g, mannitol 84 g, amylum pregelatinisatum 36 g, L-HPC 8 g, hydrogenated vegetable oil 8 g,
PEG6000 6 g; no tablet compressing sticking situation was found in prepared tablets and it owned medium disintegration time; ac-
cumulative dissolution curves of prepared tablets in 4 kinds of medium were similar to those of Plavix; there were no significant dif-
ference in results of influential factor test between prepared tablet and Plavix. CONCLUSIONS: Clopidogrel bisulfate tablets are
prepared successfully, and the formulation is reasonable, practical, stable and controllable in quality.

KEYWORDS Clopidogrel bisulfate tablet; Formulation; Technology; Orthogonal test; Optimization
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Tab 1 The composition of raw material and excipients
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Tab 2 Effect of raw material and excipients mixing on the
flow property of intermediates

4% T ERRE- FUR ALE - S AR-PEG6000 (m/m/m/m ) 0,°
1 36:84:1:1 51
2 36:84:2:2 48
3 36:84:3:3 45
4 60:60:1:2 46
5 60:60:2:4 43
6 60:60:4:1 45
7 84:36:4:4 38
8 84:36:2:1 43
9 84:36:4:2 41
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Tab 3 Factors and levels(1 000 tablets)
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Tab 5 Results of variance analysis

TR ERET AR A F P
A 155.56 2 1.00
B 288.89 2 1.86
C 4688.89 2 30.14 <0.05
D 1088.89 2 7.00
RE 155.56 2
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Note: Foo(2,2)=99.00; Fy05(2,2) =19.00
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Tab 6 Results of verification test
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Tab 4 Results of orthogonal test and range analysis

R A B C  DUSH)  HifEsTES  EwiTs SATs
1 1 1 1 1 60 0 30
2 1 2 2 2 100 100 100
3 | 3 3 3 60 100 80
4 2 1 2 3 100 60 80
5 2 2 3 1 80 100 90
6 2 3 1 2 80 60 70
7 3 1 3 2 100 100 100
8 3 2 1 3 60 0 30
9 3 3 2 1 100 100 100

K, 7000 70.00 4333 7333
K 80.00 7333 9333 90.00
K; 76.67 8333 90.00  63.33
R 10.00 1333 5000  26.67
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Tab 7 Results of influential factor tests of 2 kinds of prepa-
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