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Study on Preparation of Fluvastatin Sodium Extended-release Tablet and Its Pharmacokinetics in Beagle
Dogs

XU Bingyong!?, PAN Yingfeng', PING Li*"(1.Zhejiang Center for Drug and Cosmetics Evaluation, Hangzhou 310012,
China; 2.Chiatai Qingchunbao Pharmaceutical Co. Ltd, Hangzhou 310023, China; 3.Center for Drug Safety Evaluation,
Zhejiang University, Hangzhou 310058, China)

ABSTRACT: OBJECTIVE To prepare the fluvastatin extended-release tablet and investigate its pharmacokinetics in Beagle
dogs and in vitro release. METHODS Hydroxypropyl methyl cellulose was used as a sustained release material to prepare
fluvastatin sodium extended release tablet. The release degree in vitro and the concentration of blood drug after single and multi
dose oral administration of Beagle dogs were measured. The pharmacokinetic parameters were calculated. RESULTS The
release behavior of fluvastatin extended-release tablets were similar in vitro, Cmax in Beagle dogs after single dose and multi dose
oral administration were (3 304.23+1 043.30)ug'L™" and (3 760.86+754.77)ug-L~!, Ti2 were (7.37+4.09)h and (6.04+2.63)h,
AUC(0.y were (15 052.91£3 878.01)ug'L~" and (15 374.91£2 712.20)ug-h-L~'. CONCLUSION The fluvastatin extended-
release tablet shows a significant sustained release effect, and good security but not obvious accumulation phenomenon during
repeated administration.

KEYWORDS: fluvastatin; extended-release tablet; pharmacokinetics; release degree in vitro
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Fig.1 HPLC chromatogram

A-blank control solution; B—reference solution; 1—fluvastatin sodium.
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Fig. 2 Results of release curve of fluvastatin extended-
release tablet
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Tab. 2 Results of precision and recovery test(x s, n=5)
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dogs after oral administration of fluvastatin sodium for 1 h.
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TR/ AR/ RSD e
ng-mL™! ng-mL™! HW/%  HE% %
2 2.0+0.1 48 5.7 95.9+10.8
100 922447 33 5.0 93.5+4.9
1000 967.749.8 5.2 9.8 91.245.7
3 AfMITHRERER(X+s, n=3)
Tab.3 Results of stability test(x £ 5, n=3)
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2.3.10 ZintHhZ RS Hat e Rk “2.3.47
TR 48, BAN itk o5 1 Z&AndEih 2k, [
AR, . B2, 100, 1 000 ng-mL~")3 AN
PP ) BB AR, AR L R =R e et
FEG R 5% AR B — 0 B ik (0 b e il 2k 0 5
IR FAE R i R IR o (DR BBE TR R (R P << 3
WAEI 15%, AR SLIAEAS 7 A AT (1) BT R ik
FE NP IR E ) 89.31%~107.82%. 8 H Beagle X
BT R 22 71 & 1 IR AR AR VT AN G R iR 1 2
I 28 L& 4. SR DAS 3.0 #fEi154 8 X Beagle
R EL B AN 2 B IR AR VT R i)
e, SR IE 4.
3 g

AT 8 R RE(0.5~1.2 h), ARSEERR
FH 275 F 27 4k R (HPMC K 15M)ASE K BB B 2844
B, & BT, R SL T RSB
M 5E J5 i, il & 3 MR TT BV R i AT IR S R
TR E , FE SRRSO — P R AT

o E AR 2525 2019 4E 2 H 58 36 B4 4 1)



x4 BHANEMIANEORAGMRITHERIOZELS
F5H

Tab. 4 Pharmacokinetic parameters of fluvastatin sodium
after single dose and multi dose oral administration of
fluvastatin sodium sustained release tablets

B F B Lk ZHE
Crnax/ng L7 3304.23+1 043.30 3760.86=754.77
Tmax/h 2.94£0.73 3.19+0.88
Tin/h 7.3744.09 6.04+2.63

AUCg.y/pg-h-L! 15 052.91+3 878.01 15374912 712.20

AUC g-ry/pug-h-L7! 15 148.65+3 893.26 15 409.27+2 696.66

MRT(0-t)/h 6.07+1.89 6.32+1.19
CL/L-h~kg! 5.63+1.58 5.34+1.01
Cav/pg-L™! - 624.89+116.96
DE/% - 6.18+1.71
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Fig. 4 Mean plasma concentration time curves of fluvastatin
single dose(A) and multi dose(B) oral
administration of fluvastatin sodium sustained release tablets
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