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Quantitation of paclitaxel in rats plasma by HPLC-MS/MS and its application in pharmacokinetic study
SONG Yan

(Department of Pharmacy, The Second Hospital , Tianjin Medical University, Tianjin 300211, China )

Abstract Objective: To establish a method for the determination of paclitaxel in rat plasma by high performance liquid chromatography—
tandem mass spectrometry (HPLC-MS/MS) and to study the pharmacokinetics of paclitaxel liposomes. Methods: Six SD rats were
intravenously injected with 1 mg/kg of paclitaxel liposome. The blood samples were taken from the orbit at 0,0.5,1,2,4,8,12,24 and 48 h
after administration. The C;5 column was used as stationary phase, water (1 mmol/L. ammonium formate—0.05% formic acid) — methanol
were chosen as mobile phase, ESI* scanning mode, and MRM monitoring mode were chosen. The mechanical parameters were calculated by
DAS 2.0 software. Results: The linearity of paclitaxel was good in the range of 1~5 000 ng/mL (R*=0.999 7), the lower limit of quantification
(LLOQ) was 1 ng/mL, and the inter—day and intra—day precisions were both less than 10%. The AUC curve of paclitaxel liposomes after
ad ministration satisfied the two—compartment model. The main pharmacokinetic parameters ¢, C,., and AUCy_, were (4.79+0.85) h,
(49 785.12+1 618.45) /L, and (38 753.08+6 144.66) g/l -h, respectively. Conclusion: The method is specific, sensitive and reliable,
and may be useful in paclitaxel in rats plasma.
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Tab 1 The standard curve, the limit of quantification and the limit
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Tab 2 The inter—day and intra—day precisions of plasma
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Tab 3 The results of recovery test for paclitaxel
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FE i £ R

PR y=0.002 62x+0.002 54 09997 0805 0918  0.106
Ry = IO VC R s A /A 50 s 5

SRR MHAE AN AE 4 CIRAF

26 ARTHRXE

24 h, ZEIRCE 24 h, ZERD 3 LK -80 CIR-FF 30 d
Wi ErE R, R S,

RS5 MPHEMEREETR
Tab 5 The stability of paclitaxel in plasma
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Fig 2 The concentration — time curves of paclitaxel(n=6 )
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Tab 6 The pharmacokinetic parameters of paclitaxel liposome

(x+s,n=6)

2SR B Xif B2
AUC(0-) pg/L-h 38 753.08+6 144.66
MRT(0-) H 2.54+0.61

Lipz H 4.79+0.85

Vz L/kg 2.142+1.01

Clz Li(h-kg) 0.310.12
Crn Mg/L 49 785.12+1 618.45
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