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ME:BM KT aad BEXRKRAGHURMIG AT X RAAHHRANERE B IKMHE (UPLC - MS/ MS) %, &34 4
Agilent Eclipse Plus C 4 (50 mm X 2. 1 mm, 1. 8 wm) ,J& 3048 % 0. 2% B BRKimik — W B (BF L 2E L), i 4 0.3 mL/ min, 2R A
25C,#HEFA I pL; AIME T A AR, R EE TR, 2R EBMNEX, ER S FHEIGN N FATIRRE A RFEREG HF X
R A 30, 58 T 25 RAFHHIEHK(50 mg/ kg) . P (100 mg / kg) . % (200 mg / kg) T F 60 @375 B J5, K B B 1] & T IR AE IR
oo, M E R Rl FOP QAT B 69 R E 3 R E - e R BAT G SRR A F AR ER AR LR FEWFB AR
FREAS5~10000ng/ mLEE AL AT B A AR BT IRAGIAAER M X R BRI (r=0.999 6,1 =8), T ZRAFtn FR 5 5 A
0.05 ng/ mL F= 0. 01 ng / mL; B PAF %5 X2 R4 RSD 951 H 6.73%,8.96%,7.21%(n = 6) , B 8145 %5 K32 R 49 RSD 4 %) H
5.64%,7.38%,6.53%(n=4);3 RA&EBPIR FEHAE 12 h, — 20 CA% 30 d 69442 MK LR RSD 55 H 17.51%,9. 25%,
5.74%313. 85%, 8. 86%, 6. 46%; 17. 12%, 10. 97%, 5. 95% (n = 6) ; £ B @I & 5 31 A 92.72%, 85. 67%,94. T3% , 2 Ju % i 4 3 A
105.73%,96. 62%, 107. 86% . £ K F. A& M, 50,100,200 mg / kg & 7735 B 89 7 A Z 8 (¢, ,,,) 2 %1 4 (3. 67 £ 0. 28)h . (3. 34 £ 0. 16)
h.(3.27 +0.37)h, fe 3 F & (CL) 4 %1 % (0.03 £ 0.012)L/ (h+g).(0.03 +0.003)L/ (h-g).(0.03 £0.002)L/ (h-g) ,AUC,_,
5% A4 (3 186.76 + 1 034.29)ng+h / mL.(5984. 67 + 1 594. 27 )ng-h / mL. (12 367. 38 + 2 372. 19)ng-h / mL, 54& ] S 4114, P . 5
FE@e C,, ,AUC, ,AUC, 3 2ZFZH(P<0.05);RFE A EHEA LW HNFL AUC KB X 2RI Ei #ZrEmE,
Ped TR TME K RARN G BT B e 2558 E R ATAR X 25 KMt 3 A FAFR .
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Pharmacokinetic Study of Vincetoxicoside B in Rats
LI Zhuging , JIANG Lei
(Anhui No. 2 Provincial People's Hospital ,Hefei,Anhui,China 230041 )

Abstract: Objective To investigate the pharmacokinetics of vincetoxicoside B in rats. Methods Ultra — high performance liquid
chromatography tandem mass spectrometry (UPLC — MS/ MS) was adopted, the chromatographic column was Agilent Eclipse Plus
C,s column (50 mm x 2.1 mm, 1.8 pm),the mobile phase was 0.2% acetic acid solution — methanol (gradient elution) ,the flow
rate. was 0.3 mL/ min, the column temperature was 25 C, and the injection volume was 1 plL. Taking Quercetin as internal
standard, electrospray ion (ESI) source was adopted for detection with multi — reaction monitoring (MRM) mode and positive and
negative ion mode. The plasma samples’ protein was precipitated with dimethyl sulfoxide (DMSO). Rats were divided into three
groups. After a single dose of low (50 mg/ kg) , medium (100 mg / kg) and high (200 mg/ kg) mass concentration of
vincetoxicoside B was injected into the tail vein, the blood was taken from the orbit at different time points, the plasma
concentration of vincetoxicoside B was measured, the plasma concentration — time was fitted, and the pharmacokinetic parameters
were calculated. Results The mass concentration of vincetoxicoside B in rat plasma showed a good linear relationship with the
ratio of vincetoxicoside B to ionic strength of internal standard in the range of 5 - 10 000 ng/mL (r=0.999 6,n =38). The limit
of quantitation and the limit of detection were 0.05 and 0.0l ng/ ml, respectively. The RSDs of intra — day precision test were
6.73%,8.96% and 7.21%(n =6), respectively, the RSDs of inter — day precision test were 5.64%,7.38% and 6.53% (n = 4),
respectively. The RSDs of the stability tests of three freeze —thaw cycles,place at room temperature for 12 h and freeze at —20 °C
for 30 d were 17.51%,9.25%,5.74%,13. 85%,8. 86%,6. 46%,17. 12%,10.97% and 5.95%,respectively. The extraction recoveries
were 92.72%,85.67% and 94. 73% ,respectively,and the matrix effects were 105.73%,96. 62% and 107. 86% ,respectively. The half -
life periods of elimiuation phase (z,,,,) of 50,100,200 mg/kg of vincetoxicoside B in rats were (3.67 +0.28) h,(3.34+0.16) h
and (3.27 + 0.37) h,respectively. The plasma clearances (CL) were (0.03 +0.012)L / (h+g),(0.03 +0.003)L / (h-g),(0.03 +
0.002) L /(h-g),AUC,_, were (3 186.76 + 1 034.29) ng - h/mL,(5 984. 67 +1594.27) ng - h/mL,(12 367.38+2372.19) ng- h/ml,

respectively. Compared with those in the low — dose group,the C, , ,AUC, _, and AUC,_, in the medium — and high — dose groups

max * - ®

increased significantly (P < 0.05). The metabolic process conformed to the two compartment model. There was a good linear
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relationship between dosage and AUC. Conclusion The method is simple and rapid, which can be used to determine the plasma

concentration of vincetoxicoside B in rats and study the related pharmacokinetics.

Key words: vincetoxicoside Bj;quercetinyUPLC — MS / MS;plasma concentration; pharmacokinetics
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1) 8 38% 4 1 o 6315 4 ¢ Agilent Eclipse Plus C g #
(50 mm x 2. 1 mm, 1. 8 wm) ; FiLshH : 0. 2% B FRK
(A) - WP (B) , 6 B2V (O ~ 6 min B 10%B—18%B,
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9~ 10 min I} 56%B—68%B, 10~ 11 min I 68%B—
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80%B, 11 ~ 12 min I} 80%B—100%B, 12 ~ 15 min i}
100%B—10%B,15 ~ 17 min i 10%B) ; 7% : 0. 3 mL / min;
FE 25 °Cs FAE R - 1 ple
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1. Vincetoxicoside B 2. Quercetin

A. Blank plasma B. Blank plasma containing vincetoxicoside B and quercetin C. Plasma after administration of drug

Fig.1 UPLC -MS/MS spectrograms
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Dy AL EE 5y BIAE 3 IR VRAIEIA V= T 12 h, - 20 C¥%
730 d 24T 4% 2. 1300 MR IR A 2 RE I E 6 1K,
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5.74%; 13.85%, 8.86%, 6.46%; 17.12%, 10.97%,
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&1 HYMRGEHHESH(X £5,n=6)

Tab.1 Pharmacokinetic parameters (X £s,n=6)

B4 KAz gk ikl
(D) 0.58+0.16 0.630.24 0.62+0.13
bglh) 3.6740.28 3.34£0.16 3.27£0.37
CLILI (hg)] 0.03+0.012 0.03 0,003 0.03.+0.002
(.(ng/mL) D481.742683.47  3563.52£759.82 537654 +867.31°
V(L) 0,03 +0.002 0,03 0.006 0.03 £0.005
MRT(h) 3.6240.38 3.4840.46 3.5240.36

AUG, ., (ng+h [ mL)
AUG, (ngeh /mL)

3467.49+1132.53 5892.85+1627. 14" 12439.47+2367.28"
3186.76+1034.29 5984.67+1594.27" 12367.38£2372.19™

E:BRAEME,P < 0.05,7P < 0.01,7P < 0.001,
Note: Compared with those in the low — dose group, P < 0.05,
“P < 0.01,”"P < 0.001.
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