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Simultaneous Determination of Strychnine and Its Metabolite in Rat Plasma by LC-MS/MS

SU Xiaochun, SHE Dan, QIU Kuncheng, HE Qianmei, LIN Aihua(Guangdong Provincial Hospital of Traditional
Chinese Medicine, Guangzhou University of Chinese Medicine, Guangzhou 510120 Guangdong, China)

Abstract: Objective To establish a liquid chromatography—mass spectrometry/mass spectrometry (LC-MS/MS) method
for the simultaneous analysis of strychnine and strychnine N-oxide in rat plasma. Methods Ephedrine hydrochloride
was used as the internal standard (IS). The protein precipitation by methanol was used to extract the analytes from
plasma. Chromatographic separation was carried out on ZORBAX Eclipse XDB-C,g column (2.1 mm x 150 mm, 3.5
wm) by gradient elution with phase A 10 mmol+L™ ammonium acetate(adjusted to pH 4.0 with formic acid) and phase
B methanol. The flow rate was 0.2 mL+min™. The quantification of the analytes was performed by mass spectrometry
with electrospray ionization (ESI) inlet and positive ion multiple reaction monitoring (MRM) mode. Results The
calibration curves of strychnine and strychnine N-oxide in the plasma were linear in the range of 0.510~306.3 ng*ml.”
and 0.102~306.0 ng-mL™, respectively. The lower limit of quantitation was 0.510 ng-mL™ for strychnine and 0.102
ng *mL™ for strychnine N-oxide. The inter—day and intra—day relative standard deviation (RSD) was less than 15 %.
The accuracy of strychnine was(89.44 +3.43) %~(97.45 + 6.25) % and that of strychnine N-oxide was(95.86 +5.19)
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%~(106.41 +7.43) %. Conclusion The established assay method is accurate, sensitive, specific and convenient,

which is suitable for the measurement of plasma strychnine and strychnine N—oxide concentration in rats.
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Figure 1 Scan chromatograms of strychnine, strychnine N-oxide and internal standard
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Figure 2 Chromatograms of strychnine, strychnine N-oxide and internal standard in rat plasma
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Table 2 The recovery and The matrix effect of strychnine and

strychnine N-oxide
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Figure 3 Mean plasma concentration—time curve of strychnine in
rats following intragastric administration of alkaloids from semen

strychni
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Figure 4 Mean plasma concentration—time curve of strychnine

N-oxide in rats following intragastric administration of alkaloids

from semen strychni
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