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Determination of Pitavastatin Lactone Concentration in Human Plasma by LC-MS/MS and Its Pharmacoki-
netic Study

TANG Si"*, XIA Su-xia"*, DONG Xiao-gian’,ZHANG Shi-liang’, YANG Rui*(1. College of Pharmacy, Liaoning
University of TCM, Shenyang 110032, China; 2. Laboratory of Clinical Pharmacology, Liaoning Academe of
Traditional Chinese Medicine, Shenyang 110034, China)

ABSTRACT OBJECTIVE: To develop a sensitive and rapid method for the concentration determination of pitavastatin lactone in
human plasma and study its pharmacokinetics. METHODS: After treated with acetonitrile, the plasma sample was determined by
LC-MS. The determination was performed on Aglient Poroshell 120 SB-Cis column with mobile phase consisted of water (contain-
ing 0.2% formic acid)-acetonitrile (31:69) at the flow rate of 0.3 ml/min. The column temperature was 40°C., and sample size was
10 pl. Pitavastatin lactone (m/z 404.2—m/z 290.2) and internal standard voriconazole (m/z 350.2—m/z 127.0) were quantified by
electrospray ionization (ESI) in positive MRM mode. RESULTS: The linear range of pitavastatin lactone was 0.708-142 ug/L. The
lower limit of quantification was 0.708 pg/L. RSDs of inter-day and intra-day were all lower than 8% . Method recovery rate and ex-
traction recovery rate were 94.43%-106.81% and 85.41%-100.82% , respectively. Main pharmacokinetic parameters of pitavastatin
lactone after oral single dose of pitavastatin lactone test preparation vs. reference preparation were as follows: cn. (46.14 +13.34)
ug/L vs.(46.81 + 15.12) ug/L; tm (0.88 £ 0.19)h vs.(1.03+0.38)h; £, (17.26 +6.68) h vs.(15.97 £ 6.19)h; AUCoss, (241.04 £
77.44) pg-h/L vs.(239.06 £ 81.16) ug - h/L. CONCLUSIONS: The method is sensitive, simple and reproducible, and can be used
for clinical pharmacokinetic study of pitavastatin metabolite pitavastatin lactone.
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Figl LC-MS
A.blank plasma; B.blank plasma+ pitavastatin lactone standard+
voriconazole standard; C.2-hour-plasma sample of healthy volun-
teer No.1 after oral test preparation; 1.pitavastatin lactone; 2.vori-

conazole
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Tab 1 Results of recovery and precision tests
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Tab 2 Main pharmacokinetic parameters of pitavastatin lac-
tone after single dose of pitavastatin lactone test preparation

and reference preparation 2 mg(x £ s,n=24)
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F,% 101.99+9.06
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Fig 2 Mean plasma concentration-time curve of pitavas-

tatin lactone after single dose of pitavastatin lactone test prep-
aration and reference preparation 2 mg
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