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Abstract: The aim of this paper is to develop and validate a rapid and sensitive LC-APCI/MS me thod
for the detem ination of triptolide ( TP) in plasma and to study the phamacokinetic properties of TP in
Beagle dogs. Sample prepamation consisted of liquid-liquid extraction of interests with ethyl acetate from
dog plasma. The analytes and intemal standard prednisolone were well separated on a Zorbax Extend-C
analytical column. Plasma TP was detected by selected-ion monitoring ( SIM) of LC-APCI/MS as its
deprotonated molecular ions [ M - H] atm/z358.9. Phamacokinetic studies were undertaken in dogs
following an iv dose of 0. 05 mg* kgl of TP or an ig dose of 0.05, 0.08, 0.1 mg* kg’l , separately.
The phamacokinetic parameters were calculated by DAS software. Calibration curves were linear over the
concentration range of 1 - 200 ng* mL™' of TP with the within- and between-batch precisions less than
10% . The within and between-batch accuracy was 95.0% t0105.0% . Recovery of LC-MS method for TP
in plasma was over75%. The T, ,,B was (2.5 £0.8) h after intravenous adm inistmation of TP at the dose

of 0. 05 mg* kg '. Ther were no significant differences in T T,,a and T,,, B among the three ig

max >

dosage groups. AUC and C,, increased proportionally with doses. The absolute bioavailability of TP after

ig adm inistration of 0. 05 mg* kg ' was (75 *17) % . The LC-MS method for detem ination of triptolide in
dog plasma was sensitive and rapid. It was showed that the elimination of triptolide was rapid. The
absolute bioavailability of triptolide given orally was high.
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Table 1 Accurnacy and precision of LC-MS method for detem ining triptolide concentrations in plasma samples

Nom inal Within (n =5)

Between (1 =3)

concentration Concentration

Precision® /%

Accuracy’ /%

Concentration

Precision® /% Accuracy’ /%

/ngs mL"! found /ng* mL"' found /ngs mL""
2 2.1 %0.2 9.5 105.0 2.1 0.2 9.5 105.0
20 20.3 1.6 7.9 101.5 20.8 1.8 8.7 104.0
100 96 £5 5.4 95.7 101 7 6.9 100.8

*Expressed as % RSD; ”Calculated as ( mean concentration found /nom inal concentration) x100%
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Figure1 Typical SIM chromatograms of plasma sample spiked with triptolide ( A), plasma sample spiked with

prednisolme ( B), blank dog plasma ( C),
adm inistration of 0. 05 mg* kg ' triptolide (D). 1:
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Figure2 Mean plasma concentration-time profiles of
triptolide after iv and ig administration of different
doses to the Beagle dogs (1 =6, x £s)
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Table 2 Phamacokinetic pammeters for triptolide in 0.08 mg* kg'' ,
Beagle dogs after intravenous administration of . Beagle P
triptolide at the dose of 0.05 mg* kg ' (n =6, x *s) , (2.5 %0.8) h, TP
Pammeter Value Beagle o lg , TP
A 34 23 Beagle
a 1.6 +2.3 '
5 26 17 (2.5%0.7) h, (2.6 X1.0) h
B 0.30 £0. 09 (2.4=%1.2) h, ,
Ky, /h! 0.43 %0.07 . i C AUC
K, /h! 0.6 1.2 c AUC e
Ky /b 0.9 %1.0 > max
V, /F/Le kg'! 0.88 *0.23 , 0.05~0.1 mg* kg
V/F/L* kg'! 1.3%0.4 TP Beagle
T, ,a/h 1.1 £0.7
T, ,B/h 2.5%0.8 ° P
CL/E/L* h''« kg 0.36 0. 05 (75 *17) %, TP
AUC,. /Mg L'+ h 150 £30 )
AUG,., /Mg L'« h 162 £18
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