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[ Abstract ] Objective: To investigate effect of vinegar-baked Bupleuri Radix on distribution of
gentiopicroside in mice, and discuss liver induced mechanism of vinegar-baked Bupleuri Radix. Method: Male
mice were divided into four groups, including gentiopicroside control and gentiopicroside coadministered with three
different doses of vinegar-baked Bupleuri Radix. Samples were collected at time points of 0.08, 0.25, 0.5,
0.75, 1, 1.5, 2, 4 h, 6 mice were used in every time point. Samples were detected by HPLC-MS/MS.
Targeting effect of different tissues of vinegar-baked Bupleuri Radix on gentiopicroside was evaluated through
parameters of relative tissue exposure ( Re) and relative targeting efficiency (RTE). Result; Three different doses
of vinegar-baked Bupleuri Radix could increase RTE of gentiopicroside in liver. RTE values of the low, medium
and high dose groups in liver were 0.25, 0.13 and 0. 33. Although uptake of gentiopicroside in liver was not
increased, vinegar-baked Bupleuri Radix could decrease distribution of gentiopicroside in other tissues except liver
significantly. Conclusion: Vinegar-baked Bupleuri Radix, the meridian guide drug, can increase RTE of liver by
reducing distribution of gentiopicroside in other tissues except liver.

[ Key words | meridian guide drug; vinegar-baked Bupleuri Radix; gentiopicroside; targeting efficiency;

relative uptake ratio

SEWI AT RRCR A 22, 2 S AR L T SeWIEUT R AR, RO OR RO T Tl 2 25 7 B
2, &SI gy, CROFERMARFIT) I # ARBEST I WTEE S5 BAT B BT 5 S A8 D 43 A
RS AR AL R A5 55 IE 2 44 T7 Mg G, 7 TR L PR FH 2 AL X 30 0 T T 28 245 1 1 % o 1 R DL 4%

[REAR] 20141224(020)

[E€TIB] FEEHRPIFEEETH(30672668,81073063)

[&%— 1’E%] A B, YR, DA S 25 83 30 B KM 36 R IR 5T, Tel :0753-2209880 , E-mail : 15016268861 @ 163. com

[BWAERE]  BE 2 IR0, 18 A 0, DA 24 0 390 20 A S B R BF 5T, Tel :020-39318571, E-mail : 13610241754 @ 163. com

<71 -



521 58 17 FELEATFZERE Vol.21,No. 17
201549 H Chinese Journal of Experimental Traditional Medical Formulae Sep. ,2015
o e IR D BRI Bk 2 o, 2 W T 25 e A 28(400,800,1 200 mg-kg ") , %5 {1 4LHE B Jg I v 4F
ZIURRE A SR T 2AE Vo, BoA W i ORI 209, MR SRR v ey R a2 08 B IR 1 25 W

FHE s PR 36 07 6 75 1 IF 48 i S Y R %
PR AR o PR, 7 PR S v Ak i e 1B e e
JH2H U0 43 A, 38 R FL I 24 vk B, F 388 i FL AR 1
A A AR TR B A EEE L, K
SEUG R 2 5] 22 2 i 40 5 e IE I AR
T 55 il 52 500 %ot e JEL S T A 4043 A3 B 52 ) R 3 T 4
HH 5| 2 AR FH O e A8 e JIB 55 0 1A P 4 A1 1 50 B9 52 1) o
1 #e

API3000 7 3 #H £ 1% - = 2 DU B AT J53 3% 56 X
[ & AB AW, FoA e %5 25 U5 (ESI) & Analyst
14 B4R b PR 2R 45,1100 % 25 4% W okH 0,38 22 45 (%
E 2 HES B A | ), BS224S B T K (b o %%
Z R AS R G A R A ] ) , GENTUS3 5 3t 22 ¥ X
FT1I0 BIATHAL (F8 [ IKA 22 F]) , G20 B &5 B0
BLCIT AL 28 22 B B O bl ) 20 45 700 [ AH 25 B
(36 B IR 2 7)), Milli-Q B4l /K HL (3 [ 4% B
AT .

e AR (AR R AR IR A F L S
ps08012501 , £l i >98% ) , Fh#4 S8 X & i (I 1A ke
REGFHE A BRA A, A5 090106, 41 >99% ),
Bt S B () AR 6 250 A BR 23 |, 77 it b, i 5
20070120, 287 A48 Hh B2 g R SC R 248 25 il M g
AIE B W) At 46 5 Bupleurum chinense (Y T 18 AR B
il ) R BT v (R EE T AR Ak 2 ) it
520070609 ) , 7K A 4l K, HEE . 2 R R 68
afi, A 350 3 k4 By 4k

HEVE R IR /INEL 192 H (A (26 £2) g, T
JTHRABEELR YL, &% IES SCXK (#)
2009-0002 1 SCXK ( ) 2009-0094 , 52 & [ 2% £
24 h, {4 HK,

2 AEEHER

2.1 2By

2.1.1 R ERE B W RS AR Y

250 mg, MK A#IFE 45 % 50 mL, 15 5.0 g- L' Jg 0

WA, A 25K 100 mg-kg ™ (#£ 0.02 mL-g ™'

H2) .

2.1.2 FESEBIKERW FREUES S 100 g, 7

0.5 h, 4350 m 10,8 £ /K FIA& 1 h 145 min, 3§,

A2 WOUE W, WOE W AR 1 g - mLTT K AL

W, —20 CORAFH .

2.2 S gk KA BN R 4 A

(B2 48 H) 4645 (A 4L RS e A% rp L 5l i
- 72 .

FEASTR] e i 1 15 256 0 7K P TR

2.3 FipkbE AN HLRESNE it e
24 h 5 # 2.2 W N HIE A, S AN TR A G
0.08,0.25,0.5,0.75,1,1.5,2,4 h 3 0 Bk B 1fn., &
JHF R AN PR B 0 N o BUAE JBE T Ak B S 5 B
JHF s B BB AL 2T, R AR PR AR K Pk AR O, W oK
53 F - 80 C KA h R AF Fr AL 3 1M ¥ 8 30 000 r-
min "' B0 15 min, B, T - 80 CukAH i
Az,

2.4 HIMAMET @ISR Kromasil Cy i
(2.1 mm x 150 mm,3.5 pm) , i 30 A H lE-1% H iR
W - (60:30:10) , %3 170 pL-min ™', #:iE
20 °C, #FFE R 20 pL. JGE A 000 L me 55 B 1k, IE
B 28 SO W (MRM) J7 20, 5 B X4 e iR
WH m/z 3741 ~ 1952, Fh B W m/z
152.0 ~110. 1,

2.5 KESLPUALE B ET WU o R
b, 22 ISNE W L SURN 45 G L LR AR W, o0 il 8G9 Gl
BTN 2 FRICA B, BT 5 B 04 2 IR B I B ARG 25
FREURE R 29 0.2 g, K21 %% . JnH BE 1.0 mL 6 fk
[ FH A2 HC/INFE K 1.0 mL S, WSO 200 plL
(M3 A H 200 L) oK 200 L AR FR (FhFER
i) VW S0 wL, R IR A 5 B AR, b A S HIK 1.0
mL PR, T IE 3 2 VR, B 1.0 mL PRI,
HUPR TR 200 L i A 4 3% 59, 18 26 O 3 B A L
BRI JE FH 0,22 pum T R JE % 2 U8, B 20 pL iF
BRI A2

2.6 i Sel xR AR A 2 A B Sty Je R
T 5 I 4 A5 70 e AL S I A LY
W B - R gl 2 DL B 1, 2 SR o e I A R 4G
2 J5 oA G HL) U2, 14Uk I [R) 5 ofi 3 AR L 2
0.5 ho "B WEFIFIEh 25 P 0k B (C ) e, O B
WSS 4 oI E R D b 2 v R B
WE RN TEBRE T, N BB, BB S )5, 5
FR G S 0 TR R IR AR C L 3
R EE 21. 03% , [m] B 340 WA LR I A 20 At 28 2L 9
MRS C, Dt R B A B oy 3, 43 il 3 2
2L R AIG 34. 95% 1 34. 27 % 5 v 1) 2 Jils S8 7 %00
A BEE A e L 1 C, S T /0N BRI T A 20
YUY C.,,. 5 1705 T S0 0 68 X5 o R AR s U 522 v £
55, BT RERE LEFE U R Ol AR C
2.7 WEEAPEPEM PR 259 0 EE ] PR AT AR ) K



A

5521 5517 1 RELEATFZERE Vol.21,No. 17
201549 H Chinese Journal of Experimental Traditional Medical Formulae Sep. ,2015
B 60
= -
5 3 50 B
£ S
o £ a0
¥ i
I £ 30
- = I
& m 2
= oo
EN =
EN
2 % 1 2 3 4 5
12 -
5 4.
T 10 &0
F LI c £
=8 o
¥ { I
Ho 6 i
s 1@
o4 H
= N
00 1 2 3 :1 5 5
T, 45] 120
o 40 &
E 35 & 100
% 30 E § 80 F
g 2 @ 60
i 20 \I 4
#mo15 40
2 10 2
EN iy = I ] 2 1
0 . 0
0 1 2 3 4 5 0 1 2 3 4 5
t/h t/h
AL IS B AT C.OUE s DL IUIE S E. WiJE s F. O Uk
1 EEHEESREPINEEAKAENRNIRRE SHAAND-FHHL(x£5,n=6)

Fig. 1

tissues of mice (x +s,n=6)
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Table 1

mice (x +s,n=6)

Drug concentration-time curves of gentiopicroside coadministered with different doses of vinegar-baked Bupleuri Radix in plasma and

RILFET,2,
Re = AUCM%K‘WHGFJH
AUC&’['I!ﬂ
( AUC, 4 ) ( AUC 44 )
RTE = AUCy  Jwnmman AUCy Jsnm
AUC
( AUC,, )»;vmu
AUC, =AUC,,, +AUC, +AUC ,; +AUC,, +

AUCyy + AUC,

EEEESHEAEFEABRARNMNRANER SHLAHBENENE (v +s5,n=6)

Re values of gentiopicroside coadministered with different doses of vinegar-baked Bupleuri Radix in plasma and different tissues of

7 Re
415 .
/mg-kg 3 JHF L HiE i Jii Al B HE
400 0.851 £0.114 1.043 +0. 108 0.853 £0.116 0.883 £0. 103 0.765 +0.173 0.762 £0. 152
it 4% 51 800 0.801 £0. 129 0.920 £0. 115 0.983 £0.110 0.859 £0.121 0.962 0. 148 0.725 £0. 127
1 200 0.974 £0. 151 1.037 +0. 131 0.732 £0.084 0.737 £0. 126 0.820 £0. 135 0. 608 0. 149
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Table 2 RTE values of gentiopicroside coadministered with different doses of vinegar-baked Bupleuri Radix in plasma and different tissues of

mice (¥ +s,n=6)
billhy RTE
15 1 - - — - - —
/mg-kg” i T LI iAok it JE B I
400 0.018 £0.015 0.248 +0.038 0.021 £0.025 0. 058 +0. 049 —-0.084 +0.050 -0.088 +0.026
i L 800 -0.020 +0.009 0. 125 £0. 049 0.203 £0. 021 0.051 £0.030 0.177 £0.012 -0.112 £0.011
1 200 0.253 £0.050 0.333 +0.034 -0.058 +0.043 -0.052 +0. 031 0.055 £0. 037 -0.218 £0.039
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