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Effects of Natural Borneol on Methotrexate Penetrating Across Blood—tumor Barrier

GUO Jungia, ZHANG Rong, DUAN Meimei, XING Yanmei (Institute of Clinical Pharmacology, Guangzhou
University of Chinese Medicine, Guangzhou 510405 Guangdong, China)

Abstract: Objective To establish a C6/SD glioma model and to explore the effects of natural borneol on the
penetration of methotrexate (MTX) across blood tumor barrier. Methods Horseley—Clarke technique was used for the
establishment of C6/SD glioma model. Fourteen days after the modeling, the model rats were randomly divided into
control group (0.5 % sodium carboxymethyl cellulose), low—dose borneol group(35 mg-kg™ borneol) and high—dose
borneol group( 140 mg- kg™ ). One hour after intragastrical administration MTX (20 mg'kg’]) were injected into the
rats of the three groups through caudal vein. Plasma and brain tissue samples were collected at corresponding time after
intravenous injection. The concentrations of MTX in the plasma and brain were determined by high performance liquid
chromatography, and the main parameters were determined by software PK-solution 2.0. Results Plasma AUCO-t and

AUC,_.. of MTX in the high— and low—dose borneol groups were obvious lower than the control group(P < 0.01). AUC,,
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and AUCq. of MTX in the brain of high— and low—dose borneol groups were higher than control group, and the

difference between high—dose group and control group was significant(P < 0.01), whereas between low—dose group and

control group was insignificant(P > 0.05). Conclusion Natural borneol can increase the distribution of MTX in C6/SD

glioma model, and improve the bioavailability of MTX in the brain.

Keywords: Natural borneol; Methotrexate; Blood—tumor barrier; Pharmacokinetics
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HE: HEY Z5 LC-MS/MS FRmME e TAERBD LU TRENDERRI R PORE, Fik 2%
BRREARA MAR, TERILR EAE RS, KA ZORBAX Eclipse XDB-C 5 42 (2.1 mm x 150 mm, 3.5 pm)
5B, PAWEE 10 mmol- L™ T84 (A W BRI pH=4) A A S ARBATH E 2L, ik 02 mL-min™, AL EHF
WA BB F % BT RS EMN(MRM)BEX AR L0 TR TREMNY ., R W TALRELDHERTL
B 4] % 0.510~306.3 ng*mL™" #= 0.102~306.0 ng-mL", &2 FFR4%) %4 0.510, 0.102 ng-mL", B A, B AAaxf
A4 £ (RSD) 3 <15 %, & # & 5 %) A (89.44 +3.43)%~(97.45 +6.25)% #2(95.86 +5.19)%~(106.41 +
743)%., B EAEAESH. R HFF. AR, ERATAE PO TREIRMS LG TREAAY S EHR
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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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