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Abstract: Objective To develop a LC-MS/MS method for the determination of timosaponin B-II and to apply for its
pharmacokinetic study. Methods The analytes were separated on an ODS column(150 mmx2.1 mm, 5 wm) with
the mobile phase of acetonitrile—=0.05 % formic acid(35 : 65) and detected by electrospray ionization mass spectrom—
etry in the negative multiple reaction monitoring(MRM ) mode. Six beagle dogs were randomized into two groups
by crossover design. The animals were given intravenous administration of 2 mg+kg™ or oral use of 30 mg-kg™ of tim—
osaponin B-II, respectively. The concentration of timosaponin B—II was determined after collection of the dog plasma,
and then the main pharmacokinetic parameters were calculated. Results The parameters in intravenous vs oral ad—
ministration were as follows: C,., being(21507+7307) ng-mL™ vs (313£149) ng-mL™, AUC,, being(19177+5692)
ng+h-mL™ vs (1879+738) ng-h-mL™", AUC,... being(19770+5879) ng-h-mL" vs (2153+695) ng-h-mL™", 1, being
(7.81£2.61) h vs (6.01+£5.28) h, MRT,, being(2.89+0.39) h vs (6.27+1.80) h, and MRT,.. being(3.88+0.39) h vs
(8.59+3.18) h. Conclusion The method has been successfully applied to determine the concentration of timosaponin
B-II and assess the pharmacokinetics in beagle dogs, with the absolute bioavailability being(0.72+0.29) % after oral
adminstration.
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Representative chromatograms of timosaponin B-II and internal standard in Beagle dog plasma
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Table 1

Precision and accuracy for timosaponin B-II in Beagle

dog plasma

FHEWRE HiN H i

fgeml WEKE mgeml' RSD /% RE /% WEWKE mg'ml' RSD /% RE /%
15 15613 86 39 6111 66 74
500 4615¢237 51 17 5005349 70 01

12000 1139043555 3.1 -5l 12306.1£7160 58 26
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Table 2 The main pharmacokinetic parameters of timosaponin

B-II after intravenous and oral administrations to Beagle dogs

S8 FRIKTEST (2 mg-kg™) FIR (30 mg-kg™)
T 'h 5.83+2.71
Cp g mL™ 21507+7307 313+149
AUC,, /ng-h-mL" 1917745692 1879738
AUC,... /ng-h-mL" 19770+5879 21532695
t /h 7.81+2.61 6.01+5.28
MRT,. /h 2.89+0.39 6.27+1.80
MRT,.. /h 3.88+0.39 8.59+3.18

F 1% 0.72+0.29
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Figure 2 Mean plasma concentration—time profile of timosaponin

B-II in Beagle dogs after intravenous and oral administrations
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