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Effect of Oleanolic Acid on the Pharmacokinetics of Fluvastatin in Rats

YANG Mingfangl, XU Wenweiz, CHENG Xiaohual*(llThe First Affiliated Hospital of Nanchang University, Nanchang
330006, China, 2.Institute of Clinical Pharmacology of Nanchang University, Nanchang 330006, China)

ABSTRACT: OBJECTIVE To explore the effect of oleanolic acid(OA) on the metabolism of fluvastatin in rats. METHODS
Sixteen health rats were randomly divided into two groups: the single group(fluvastatin 5.0 mg-kg™') and the combined
group(fluvastatin 5.0 mg-kg'+OA 60 mg-kg™"). The single group were administrated with blank solution while the combined
group were administrated with the same volume of OA, the administration period of 5 d. At the sixth day, both groups were
administrated with fluvastatin, plasma concentrations of fluvastatin were determined by LC-MS. The main pharmacokinetic
parameters were calculated and compared. RESULTS The main pharmacokinetic parameters(Cp,,, AUCy.) of the combined
group showed increased remarkably compared with the single group. Statistically significant difference was showed between
groups(P<0.05). CONCLUSION OA can affect the pharmacokinetic parameters of fluvastatin in rats.

KEY WORDS: fluvastatin; oleanolic acid; pharmacokinetic; LC-MS
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Fig.1 Plasma chromatograms

A-blank plasma; B-plasma with standard substance; C—plasma

sample; 1-fluvastatin; 2—rosuvastin.
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Fig. 2 Mean concentration-time curve of fluvastatin after
administrated with single and combine

Tab.1 Main pharmacokinetic parameters of fluvastatin after administrated with single and combine(n=8, X )

41 )
Cpnax/ng-mL"™" Tinax/h tiap/h AUCq/ng'h'mL™"  AUC,./ng-h-mL™ CLz/FIL-h™!
T4 36.15+5.82 1.92+0.22 2.92+0.82 143.60+19.30 157.92+26.19 1.25+0.16
B 24.82+3.95" 2.06+0.29 3.15+0.59 94.21+13.41" 109.42+20.31Y 0.98+0.18
e SEEHAE, YP<0.05.
Note: Compared with combined group, "P<0.05.
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