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In vivo pharmacokinetics of strychnos alkaloids in rats after ig administration
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Abstract: Objective To evaluate the in vivo pharmacokinetics of strychnos alkaloids [brucine, total alkaloids in Strychni Semen
(TASS), and optimal total alkaloids in Strychni Semen (OTASS)] by ig administration to rats. Methods The rats were ig administered
with strychnos alkaloids and their blood samples were taken. Huperzine A was used as an internal standard. The brucine in plasma of
rats was detected by HPLC method. The compartment model was fitted and the pharmacokinetic parameters were calculated by
DASI1.0 program. Results The pharmacokinetic analysis showed that brucine behaved as a two-compartment model in the three
solutions after ig administration in rats. Compared with brucine monomer administration, the solution of TASS and OTASS could
obviously increase the absorption of brucine in vivo, but other pharmacokinetic parameters had no significant difference. Conclusion
After ig administration with strychnos alkaloids, the other alkaloids in Strychni Semen could promote the absorption of brucine.

Key words: Strychni Semen; brucine; total alkaloids in Strychni Semen; optimal total alkaloids in Strychni Semen; pharmacokinetics

AT N AR, ROERMEY D WL, B8 16 MRS, FE R D
Strychnos nux-vomica L. W TEBEAR 1, B O L7 DI B AR s 18w . ri.
1EJR BREEI 2 Sh. DETINE RGO SA PO S 2 BRI, PR T L R

FS EHA: 2012-07-31

EEWE: HRARFEESERBIME (30701111

TEEE N RN, EmiL, W55 o b 2R B S B 01 % . Tel: (025)86798281  E-mail: ztquyangegg@126.com
«BIEIEE 255 Tel: (025)85811112  E-mail: becai@126.com



¢ £ % Chinese Traditional and Herbal Drugs 35 44 3% 35 8 # 20134 4 A

* 1009 -

VB AIGTIR . T A B AR EE ) 50%, {H
ZYHER CBURPA) TS, DT
g LT DT g 4T/ N RUE I
LDso 485k 3.27. 233 mg/kg, ip 452451 LDso 4>
Wk 1.53. 69 mg/kg!™. BRIER 2 D% T M A
R LT, BT RS AR EE e, SRR
FEARR B IL A M BAE R, 42 mIm IR 2 22 4>
PEPL, BTIBE R, 15 AR T R AR R T T
BAREL, TR AP b 25 B 4 1 43
BB P B A, R PR, k.
PR 2 AT W o, LR R R,
ARSI AN, HPLC V200 5 K R H S R i 1)
Soent b, BRI, SR F R AV (total
alkaloids in Strychni Semen, TASS) FEELFHLib B A
Y% Coptimal total alkaloids in Strychni Semen, OTASS)
ig 4 JatE KRR NBICR IE R 253 % 22 5, A D
BT DR A AR 11 R 750 PR B8 L S50 A 4t
1 #8
1.1 #AR5EHA

BT, WL B RPNy, St
B 2 K22 8% BB S o B RHE ) 1 Bk
Strychnos nux-vomica L. W8RG
BTR (IS 110706-200505) . AR5 H (5
100243-200401), T [ v [ 2 5 A=Ayl A e s &
i, ikl 5 Tedia 25 HARAII A Hr4l.
1.2 X5

S 2010A Ry OB €l A%, H AR Byt A ) 5
TGL—16B B E.0bL, Bl R 2y AG—
285 HL R, it Mettler /A ] ; PHS—3C pH 11,
U R A ], WH—3 R im0
TR KQ—500E AL R i vh 1L,
B Ll T A A R A A
1.3 4

SD K, 5 180~220 g, MEMERF, ®
WERLRZZNY b flt, GHIES: SCXK (J5)
2008-0004
2 FEE4HR
21 DETFREYEER

FREUE 50 H IR B 7 # K 200 g, LL 15 f5 &
70% P ARSI 3 K, B 0.5 h, JEL, &IF3
DCUEW, T IS 28 ARG 21, 1 mol/L #h1% 400
mL M, 4 000 r/min 2.0 10 min, B G,
F 40% A AL pH (L E 12.0, & AL,

BRI, BTG L &b, SRR i
o, FHERTRAEY, %N 2.65%.
22 SHEFMUEEIER S &M

PRI B S AE PR K 100 mg B Bedh
50%HE 50 mL R AR, B LT TR A Tk
2 AT 0.08 %, e BE KGR & 1 (4 b
Frit e BORZEWE, 4000 r/min 250 10 min, B3
W, & 4 CUKFhEFE A, R, 4 000
r/min &0 10 min, FEPUIE, 75 CILAT4E, H
R B A, 19358 31.09%. 4 HPLC
ENE, EPLAGHT SR O L 17 2l o T
AT 20.56% . 42.35%, EALE 25
34.90% 16.14% (HERTHE LW TR B A
210D, RUMAE Z2058 T BT S AW R
1167 ] ST
23 SEFHRINE
23.1 (O34 Kromasil Cis FF (250 mmX4.6
mm, 5pm), JishAHh pH 2.8 E/K (0.01 mol/L ¥
FEE RN 5 0.02 mol/L B IR — SUHN 45 5 R A W
FH 10% B pH 2 2.8) -20F (76 1 24), 1k
B 1 mL/min, #WK 264 nm, #1330 C,
HEFER 50 uL.
232 MEFERFRAES AP SD K 4 H, 2%
TAZEK 120 DL E, Hor 1 HARRERUM, B4
REH, 4000 r/min .0 10 min, W EEB, —20
CUKFIAVRIRAT, AR A2 . UK R A
%, A 1.05 mg/mL [P 5870 5 20 uL, 15
B A LI RE Sy . S5 4h 3 HURR M ig 44 T
Tl TR T R E WA SR AL R A
G LS R Faah 1 mg/kg) 1 mL/100 g, 60 min
JEHRHER, B 220 T, 4 000 r/min 2540 10
min, WHEIEW, —20 CUKFAEREAE, 247
J M 2R o

IS 2 J5 I3 RE 100 pl, N4 A2 06 A A AR
20 uL. 5 %5 0.04 mol/L FEFRAMIA, WJiE 30 s,
IE - — S Fhi- g (AFRLE 65 0351 5)
4 mL, ¥&JE 3 min, 4 000 r/min 5.0 10 min, H(_E
THEWL 150 C/KE EAEAWRT, 100 uL FRESE %,
12 000 r/min = &0, WHC SR, RIS,
233 ORI RS FRE o I ST
Bk, FREEAZ 10 mL =, FCHK 1.05 mg/mL
(RIS s #6090, 4 CUKAE 25
234 WS REERICOZE 10 mg,



- 1010 - ¢ %% Chinese Traditional and Herbal Drugs 38 44 % 25 8 # 201344 A

R E 4 10 mL &, BUHIAL 1 mg/mL %,
P RGBS 40 pg/mL, 4 CUKAE#&H .
235 ikt

(D Lkl BOCRAZ Ak, e+

X 25 2 JE IR A, 4 “2.3.27 T iEAb PR
JEERE . AT ARRAAZ I T S SRR T
SYES IS RLAE, g IR RN T e
HPLC KWK 1.

e e

10.0 12.5

0 25 50 75

Lo |

t/ min

100 125 7. 10.0 12.5
100 125 100 125

AT 2-B8%T 3-LKT

1-huperzine A 2-brucine 3-strychinie

E1 z=AME Q). sAME+HEBS

(B)s Bk FHAHMEHR (C) SHTFREMHBLLMEFR (D).

DHRTFRULSEMRAHNRER (). AEEE (F) 8 HPLC E
Fig. 1 HPLC chromatograms of blank plasma (A), blank plasma + reference substance (B), plasma sample spiked

with brucine (C), plasma sample spiked with TASS (D), and plasma sample spiked with OTASS (E), and

reference huperzine A (F)
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Table 1 Pharmacokinetic parameters of three solutions of strychnos alkaloids after ig administration in rats

Z L v HERT LT B LRI S AT
AUC,_,, ne: L "min 855.060+67.830 1 050.6801+98.230 1276.160+104.130
AUCy_,, ug-L’l-min 924.380+83.960 1173.890+104.320 1338.350+115.230
MRT_,, min 89.010£9.2320 83.522+7.213 75.668 +11.872
MRT_,» min 113.260+11.210 90.480+9.270 96.390+13.290
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tmax min 10 15 15
Vz/F L-kg’1 8.773+£0.912 6.872+£1.014 6.145+£0.781
CL/F L-min’1~l<g’1 0.016 £0.001 0.013£0.002 0.013£0.001
Crnax ug-L’1 510.270+35.280 518.470+41.320 551.780439.180
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Fig.2 Concentration-time profiles of brucine in three
solutions of strychnos alkaloids after ig

administration in rats (x+s,n=6)
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