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Abstract: Objective To prepare glycyrrhetinic acid nanosuspensions (GA-NSPs) with high drug payload and investigate their
pharmacokinetics in SD rats. Methods The GA-NSPs were prepared by microprecipitation combined with high pressure
homogenization method, using glycyrrhetinic acid and PEG 2000-PCL 2000 (5:1, weight ratio) in formulation. GA-NSPs were ig and
iv administered respectively at the same dose of 50.00 mg/kg. At 0.08, 0.25, 0.5, 1, 2, 4, 8, 12, 24, 36, and 48 h after administration,
the blood was collected from the eye venous plexus of the rats, pretreated to remove plasma protein and analyzed using HPLC.
Symmetry shield C;g (250 mmX4.6 mm, 5 um) column was used, and the mobile phase was composed of acetonitrile and 0.1%
phosphoric acid (gradient elution at the flow rate of 1.00 mL/min). The analysis was performed at 25 “‘C and monitored at 254 nm
(UV detector). The analyte (50.00 pL) was injected for HPLC assay. Results The average particle size of glycyrrhetinic acid
nanosuspensions was 298.1 nm and the drug loading of GA-NSPs was (77.40£0.93)%. The recovery rates of rat plasma with low-,
mid-, and high-concentration were (116.6 1-3.8)%, (88.8 =-1.3)%, and (83.0 £ 1.5)%, respectively, and the inter- and intra-day precisions
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of the method were good (RSD < 5%). The Cy,,x of GA-NSPs iv injection group was 8.13-fold as that of ig administration group, and

the AUC of GA-NSPs iv injection group was 1.28 times as that of ig administration group. Conclusion GA-NSPs have good

stability and could be ig administrated or intravenously injected for in vivo study or clinic use. The results of the pharmacokinetic

studies indicate that GA-NSPs tend to go to reticulloendothelial system such as liver and spleen after iv injection, thus benefit the

therapy of liver diseases.
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Fig.5 Concentration-time curves of GA-NSPs in rats (n=8)

%1 GA-NSPsig 1R iv AR MIZAHMF S H
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administration with GA-NSPs
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