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P A 24 e FE - (R B, AT A B S R WS A S MR L R R B 4 S #E 0.01 ~ 16.0,
0.02 ~60.0,0.01 ~4.0,0.02 ~16. 0 mg - L™" HAF REFILMEICR -1 BRI KT 90% |, 4% % B 5 RSD /T 6.4% , 54
FEMERES RSD /NT 4. 6% A ST SIS 4 FiAEYIITE Beagel RAKNRYZ503N 12446 ZF IR, €, SR 25
WS LU FEAARAT 5 37 S 08 AT S 08 AR S AR SR80 AUC, ., 5 TR 257 1 LU A8 A0 LU 20 18 O, 35 2 0 R0 AR SR
MRT,, Fl 1,5, 53 /N T2 A1 2 000R SR A AR SR 00154 2B 00 00206 00 00 A1 28 B S > S8k S0, BRAR B > STk SR ol &5
X T A TSR R S0 AT SR AR IR S TR SR 24 v B I v A AR PR PR L S A

H2h 52t oe
(R AP WO g/ BB ; 253h27
EETTE SO T P L R | A 1R
ZII TR I SRR U L Lk i P R
I RENRESEE T o B H BTN Ak, 5% T A B T I
RGN TR — EAR WAGE . APFTEESE T
LC-MS i, % B0 Hr Beagle Riftlken 2y )5 12 h = &F
CESF P 2 (S A A S0 R RR
B R ) F Il 24 vik - ) i £k TS 2 B 2 S
B, RGBT A ST TR R 2y sh e e, DU i
RBEZZG RS 25N J oA B0k, 18 S RIBOT R,

[WBHE4HS] 20111030004

[(BE€mBE] EXR"“HAHLENH" R HE R LT (20082X09202-
009) ;BRVGEHEIT AKFIELT (2010JK498)

[EEMEE] LRI BYIRAF 5T 5y, BF 9T O i A B AR Bl 2
WF5E, Tel; (025) 85391036, E-mail ; jiangepu @ yahoo. com. cn; * i [ifi
BB T AR R 00, W ST O ) g ¥ B 2%, Tel: (025) 83271500,
E-mail ; drugscreen@ 126. com

[MEER AL X4k, PRI, 19 L B 58 4=, Tel: (025) 83271419,
13815440721 , E-mail ; liwenjie780711 @ 163. com

I R 11 G B FH 22 2 (PSR S 28 4040
1 #hk
1.1 Y#F LC-MS2010EV /&R A € i/ Jit i Bk
FHAY (SHIMADZU) , BS210S Hi ¥R (f# [ Sartori-
us 2 H)) ;3 SPD 2010 SPEEDVAC CONCENTRATOR
Ha 4510 ; MICROMAX 3591 Centrifuge & 2K 5 i
25.0HL( THERMO ELECTRON) ; XW-80A iR iEIR &
ar ( BIRP P ATEST) o
L2 25500 S aT R, L vE 4R AR 254 R
8] A 20090912, R 25 B 1 mL AHY T2 g A=
25, 45 R R T SR 3.5 ¢ - LT AT
S0 7.0 g - L7 BARGK 0.9 g - L7, A ALK B
2.6 g+ L7, AT SIS ORI (e
RERHE AR AL, 865 >99% ) 5 A AL AR F 0
PIFRPEF B A B (25 S AR s R e ) o B
fist ({05 4l | Merck A H]) 5 £ BR % (8 1% 45, Dikma-
Pure) ; G4 (430720, b i Ak Al AT FRA A 5
SALEN T I (L BB 25 A BR AT H L dit S
- 1845 -



5537 B4 12 ) @\FPEIFP%%;&

2012 46 H C-ch/ China Journal of Chinese Materia Medica

Vol. 37, Issue 12
June, 2012

0911281K) ;355 7K #4128 Milli-Q #ELE KB A5
1.3 ¥ Beagle K,6 &5, 1KH 8.8 ~9. 4 kg, Mk
Boto TR X SE R s W g P A2, sh i A 7 AT
JF5- SCXK (/1) 2007-0009
2 ik
2.1 (A% UK 1CN 152F {884 (2. 1 mm x
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2,069 1 (4.0~60.0mg-L7"), # H i v =
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Fig. 1 Chromatograms of blank plasma,the sample and reference standard of Beagle dog
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Fig.2 Plasma drug concentration-time curve after iv compound

matrine injection in 6 dogs

# 1 Beagle RAFFENW(1.2 ¢ - kg™ ) iv J7 4 FEWZIsh# S5 (x £5,n =6)

Table 1

Pharmacokinetic parameters of 4 alkaloids after iv Compound matrine injection(1.2 g - kg™') in dog(x +s,n=6)

S8 MT OMT SP OSP

AUCy,/pg - h-L7! 5483.41 +1 203. 37 378.30 +107. 07 1 488. 19 +376. 64
AUCy,. /pg-h - L7 6 108. 54 =1 400. 20 420. 86 +123.99 1 761.33 £359. 13

1999. 55 +587. 88
2 159. 05 +688. 99

MRT,,/ h 0.82 +0.07 0. 80 +0. 04 0.87 +0. 05 0.82 +0. 04
MRT, ./ h 1.04 £0. 13 1.20 £0.33 1.29 0. 14 1.48 £0.42
t1,,,/ h 0.81 +0. 10 1.02 £0. 36 0.94 £0.20 1.40 £0. 57
T/ h 0.04 £0.02 0.03 £0. 00 0.04 £0. 02 0.03 £0. 00
CL,/L-h™!.kg! 10 011.77 £2 915.53 3 442.23 +894. 06 51 027.44 +14 746.24 11 740. 08 +2 280. 17
V,/L-kg! 11 490.79 +£2 628.92 4925.19 £1 502. 30 67 985.55 +21 674. 83 24 093.23 +11 721. 12
Cpa/ g+ L7! 3 878.20 +887.78 9 151.23 +1 995. 10 721.52 +168. 60 2 603. 87 +571. 86
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Pharmacokinetic of four alkaloids of Yanshu injection in Beagel dogs
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(1. Department of Pharmacology of Chinese Materia Medica, China Pharmaceutical University, Nanjing 210009, China;
2. Department of Pharmacology, Shanxi University of Chinese Medicine, Xianyang 712046, China;
3. Jiangsu Center for Drug Screening, China Pharmaceutical University, Nanjing 210009, China;
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Pharmaceutical University Nanjing 210009, China;
5. Jiangsu Center for Pharmacodynamics Research and Evaluation, China Pharmaceutical University, Nanjing 210009, China)

[ Abstract] Objective: For studying the pharmacokinetic of Yanshu injections in Beagel dogs, a sensitive and reproducible LC-
MS method for quantitative determination of matrine, oxymatrine, sophocarpine and oxysophocarpine in dog’s plasma were developed
and validated using monocrotaline as an internal standard after iv of Yanshu injections ( Sophorae Flavescentis Radix and Heterosmilacis
Japonicae Rhizoma). Method: The separation of plasma samples was performed on a CN column by isocratic elution with methanol-10
mmol - L.”" NH,Ac-0.02% HCOOH-H,0 90: 10 as the mobile phase. The plasma concentration of four kinds of alkaloids were calcu-
lated in dog plasma by detection of healthy dogs given Yanshu injection fluid after in twelve hours of plasma samples, All data of con-
centration-time of four kinds of alkaloids were treated with pharmacokinetics program DAS 2. 0. Result: MT, OMT, SP and OSP have
a good linear relationship in 0. 01-16. 0, 0. 02-60. 0, 0. 01-4.0, 0.02-16.0 mg - L ™", respectively. The average recoveries were more
than 90% and the RSD of precision and stability of the test were less than 6.4% iv 1.2 g - kg™' Yanshu injection, four kinds of alka-
loids in rats meet the two-compartment open pharmacokinetic model, C, . and the concentration of the original liquid in the proportion
of the basic line,the AUC _, of matrine and oxymatrine, sophocarpine and oxysophocarpine compared to the original both in the propor-
tion of liquid increases, the MRT, , and ¢, ,,, of matrine and sophocarpine were less than oxymatrine and oxysophocarpine ; four kinds of
alkaloids apparent volume of distribution matrine > oxymatrine, sophocarpine > oxysophocarpine. Conclusion: A method with high re-
covery rate and good stabilitywas established to determine the blood concentration of MT, OMT, SP, OSP in Yanshu injection and ap-

plied in its pharmacokinetics successfully.

[ Key words] Yanshu injection; LC-MS; pharmacokinetic
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