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BERESFLEP Age BEANAH¥SH. &R

AB iv ®1-Age J5,Age EREKANRBB S - BELH

B, AR 50,100,200 pg/kg iv 5, M3 Age BAFHHETEN (i) 294 0.34,0.45.0.26 h, HERHEE
B (tip) J9 14.13.16.49.17. 42 h, £ B H K% (CLs) X 0. 045 4,0.049 1.0.053 3mL/(h » kg) . 4 Age EH
EWNENMREAAHETHRERE-SEE, EAANI T RERYRE,

XRIM . AME: Age BB, *I-Age; Zi3h%; SDS-PAGE Hi ik

th B 4 3% 2 .R285. 61 XRIFING A
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Pharmacokinetics of Age protein in Cortex Acanthopanax
ZHAO Xue-tao, SHAN Bao-en, ZHANG Jing
(Research Center, Fourth Hospital of Hebei Medical University and Key Laboratory of Gene Diagnosis ,
Prevention, and Therapy of Tumor in Hebei Province, Shijiazhuang 050011, China)

N

. Abstract: Objective

To study the pharmacokinetic characteristics of Age protein in Cortex

Acanthopanax. Methods Age protein was labeled using *I with chloramine-T method, the concentration
of Age protein in mouse plasma was determined by radioisotope tracer labeling method combined with
SDS-PAGE. The pharmacokinetic parameters of Age protein in plasma were evaluated by a pharma-
cokinetic 3P87 software. Results The results showed that concentration-time curves after iv "*1-Age to
" mice were fitted to a two-compartment model. Following iv '*I-Age to mice in three doses of 50, 100, and
200 pg/kg, the ¢/, were 0. 34, 0.45, and 0. 26 h, and ¢,/,3 were 14. 13, 16. 49, and 17. 42 h. The systemic
clearances (CLs) were 0. 045 4, 0. 049 1, and 0. 053 3 mL/(h * kg). Conclusion Pharmacokinetics of
Age protein conforms to linear two-compartment model and it’s distribution and elimination are both slow

in tumor-bearing mice in vivo.
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MR ERRATLMERRYBA RBNH
Jo R PR, 36 AT I B SRR A o 4 S 4B B A X 4
FRELY 6. 4X 10 HMAEERS Age BAY.
BRSIESE  Age B £ %4 2% 401 460 06 ) B R0 40 M 1
T A 4503 1 470 1 TR S 2 B 4 T T
0 0 R F B 4 5, 0 R B Fa
(TNF-a) %09, 7] % § M % 418 Rb,Cdk, 1 Cdk,
F KNG A A B 7 Go/G 3, B Age B
0 o 4 o 2 D3 400 B 2 8 4 A R
FHA MR B A MR TR ERMRER.
BIMNR ig Age BHEE , SLR AL/ FL— L I B vt B
SR, A KRS, A EPBEKY, LB
EE Age EREMRBATEAHTFOREEMN
A, EEE W R R G HEN, R 5 o i o R
Bkt A5 AR, AT Age BEERANMZE
B2 MR ERE , ALK A SIS Age BE W
TR /N B P9 24 3% R e ok P O R AL AT T B
3, HEITAEN Age BAMBEHFRANBAR
REHERE,
1 HES5KE
11 TRSMABEHERERHANR KE
(20£2) g, ¥k, AL ER K E TR Y B LR
Bt. AEERANH TE-13 HASER.

1.2 #AY5RAN:Age EEHALRENH. 4
6, 5 B 4 B> 98 %5 Na 1 (925 MBq) M F 5
H L F & R BB AR B AR 6 A R 2 7 5 Sephadex
G50 FREEEMBAAR=H:MTT BFXHE
Sigma /A #];SDS W F % H Biotec 24 &) 44 ML
T HM M SHE A Y TEM K2R RPMI-1640 3
FEMBREOMYW T EE Gibco A7) Hk T RWE
B A A BULE E 0 B b diid A

1.3 ZBH% :

1.3.1 Age BAMFAMERIC . RERE T &M,
B 2.0 mg Age BEMA 400 pL Na %] (7. 4X 10’
Bq) 1 400 uL #H% T (0.5 pg/ul) i85 10~15s,
BIA 400 uL REFERM (20 pg/pl) &Ik N, H
500 uL & 1% BSA f§ PBS (0.01 mmol/L, pH
6.0) B /5, ) Sephadex G50 ¥F K {5 38 £ 4 B 4l
fb. G 5% BSA (& 1 mg/mL BBH) W
#,PBS WPt Z 4, EHAFRRE 0.5 mL/min,
FAWER (LB S 47,BS—100A &) I
£, EH KR 0.5 mL WBBL A Y-IHEN dEEE
X388, FT646A3 &) ME B % cpm {8, 5 &l
#4y,4 C RTE.

1.3.2 '"I-Age Wy A YER I . O S AL F 5T B
K #i80 TE-13 48/, Al RPMI-1640 355 % (&
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10%BesnH EBRPEEEXS 100 U/mL) i#
WA R 1X10°/mL, BFF 96 fLIEFIR, B
A 100 pL (& 1IX100 410D . ERAZTLIMAR
PR B ER Age F'"1-Age % 10 pL, B H
HMA 10 pL &, BAHRINMEAETEA
.37 C.5% COIEFHL P 2 h, FHLMA
MTT (5 mg/mL) 10 pL,4k4E 55 4 h,3EFER
B HEEXRIER BRAETFELEREL
#), 8B MA 10% SDS 100 pL & . LIBEHKK
570 nm, B Z£ K 630 nm B ML FLIREE (4)
T EmHE, ~
MEE=HRH AH—XRA A E/XHH AEX
100%
1.3.3 'I-Age R & M #l & (SDS-PAGE H
K B K #H1T. F PBS #'-Age B
£, 25.50.100,200,400,800,1 600 ng/mL, &
REWRE “1-Age 10 pL, MFERIEFIZH Age
(1 mg/mL) BB EBHERZERE (0.062 5
mol/L Tris-HC1.2% SDS,40% H#.0.02% HRE
#%,pH 6. 8),100 'C i # J5, 47 SDS-PAGE &
%P, BW 12 mARE KBRS 80V, BB
120 VBB EHBER A 12.5% =R ZMEENL
%% DRI Y, 5 & TR A 5 B B BT R
- Solalh) R & R A VAT ]
& cpm NPT, L Age B MR B KBV
ARETIRERR .
1.3.4 SDS-PAGE # k% FIWFRR: HER/D
BRI 3 G ) B B Wk ) O 25.50,200 pg/mL fy I
Age B 5 4 ,3% 1. 3. 3 H k4T SDS-PAGE #
KL BB A&W Y B R R E MK A Age
BREERE TR ERE, .
1.3.5 HEERR.HER/DRIMLERE "T-Age B
PR 25.50,200 pg/mL B 5 0 FRI—KAR
P e R AR H |, % SDS-PAGE i RBHA
K HENMGEE.
1.3.6 ﬁ’ﬁ’]‘ﬁ%ﬂl%%ﬁmﬁfﬁﬂiﬁ@ Siso 4l
MEFEH R 1X10"/mL W E, FARE M sc AR
B, BR0.2mL. FEMEBE 6 X, TRIRETH
SR PR/ RER RS 34, B4 94 RM
B BARILA 8 RAR.BRRIM1 K. #% 0.1
mL/20 g W H B E BT “1-Age MESHE, %
5]-Age FiA B KB AR 3 4 F & 50,100,200
pe/ke, BB iv 8% A HIEDMRLAZE 1.10.30.60.
120.240,420,560.1 260 min B/MNRIRERR M

R, B 15 ul &' 1-Age WK RS A 5
pL EFRICH Age (1 g/L) RFfEAEIA SDS # 5
B Yh i, R /517 SDS-PAGE ®itk. mk&#R L.,
HLIKJG 7 Age Y5 {0 B U1 BUEE B & B 2 ' T-Age
BB MBI MR RREE.
1.4 Siit4b5 B8 A SPSS 11. 0 A4 H .
R zts Fw. WARERM BB A3HEHR
MERERBPEHBELEEABENERRSG
By 3P87T LRABYH N ¥HERFETRE
g 13:: 8
2 &R
2.1 Z2AESBEIAELN-Age :Age &'
P ICT B 1-Age , il Sephadex G50 SR B2 5
F'*1-Age HIXH 4 FRERK, SEBBEH T RE R
B W RS M A T RERN, R EE RS
BB AS ¥, Mk B R, £ SDS-PAGE &
WG ARG Age Y0 B W SE AR B Y B L
B30, 1-Age # 25.50,100, 200,400, 800,1
600 ng/mL, 3k o Age {31 B ¥ P 0 B BUH 5K
(Y) 5'1-Age FRWKE (XD BERFHAEXRR,
B8 .Y =32. 348 X+522. 897 (»=0.999),
o3k S8 P T-Age 5 IR 2 B, B/
£#% 2 mg/mL,
2.2 "l-Age EYERLEE R 1HR, "T-Age
5k45i0 Age 3 TE-13 41154 W1 B ) 4 Bl 4
o P 780 40 0 A0 0 o8 R P ARE (P>0. 05), B FHZy
Y&t TE-13 40 i A% 00 1 15 A Bt o B2 9% 8 384 % v 3%
B, BARGFOBMER,RY Age FEHATST B4
BEEGICHE KWL ERE RV R R
BERARETL.
2.3 AgeEIWRMBEHE H. P EINMHEWK
£1-FAYIHIENEH TE-13 AHPHERGLR
(xts, n=3)
Table 1 Comparison of inhibition of **I-Age and
unlabeled Age protein on proliferation

of TE-3 cells (x+s, n=3)

o/ nax/ 59 o/ nHE/
(pgeml™ ~ % (pgeml™1) %
1251-Age 20 90.034+0.5** | Age ®H 20 91. 454063 *

10 87.6410.3** 10 86.59+2.1"*
5 76.92+2.5° * 5 78.14+£0.5**
2.5  68.4540.8" 2.5  68.06+0.4*
1.25 56.72%1.4* 1.25 56.16+2.3"

0.65 45.21+1.7 0.65 46.02+1.2

Sxmamsk: *P<0.05 **P<0.01
* P<0.05 **P<0.01 us control group
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# (25,50,200 pg/mL) #)'*1-Age & SDS-PAGE
W5E, 259 Age WIEIWERK) RSD 4514 93.6%.
4.74%:91.7%.2.60%389. 8%.5.60% ., M¥EFZ
9 H A RSD 4+ 51% 2.26%.1.75%.3.62%; H
/8 RSD 43510 1.46%.1.36%.2.87%.

. 2.4 Age B9Z5h% . #H8 50,100,200 pg/kg FH,
R iv '®I-Age. S %5 AR E (1,10,30,60,120,
© 240,420,560,1 260 min) 43 B B/ B & Bk i, 3%
EH#% SDS-PAGE # ik, RIERBEMZ K H 1
Age REWKE ., MZGWKE-HEMEZLE 1.

1000 —— 50 ng-kg?
& 100 wg kg
800 =200 U g- kg™

i 253 %/ (ng -mL )

0 5 10 15 20
t/h

B 1 WBKE S 1-Age STl %R R -BY A R
(xts, n=3)
Fig. 1 Concentration-time curve after iv '*I-Age
(rts, n=3)
2.5 AEBEABAHZESH.DREH KT
iv 50,100,200 pg/kg "*1-Age, 7 [6] B 8] 4 ) 7§ 1L
R E-RTEI MR, & 3p87 BFABEEEAHE
BREREH,iv “I-Age EDREARBHEZ
EEH, L 2.
%2 "LAge NRURBHDESHY
Table 2 Pharmacokintic parameters
of *I-Age in mice in vivo

125].,

3 X Bo# He
50pgekg! 100 pge kg™ 200 pgekg™?
A ng e mL~! 273.397 6 311.005 5 691,293 0
a h—! 2.0216 1.5339 © 2.6804
B ng+ml~! 47.4289 77,0493 140.650 2
[ h—! 0.049 0 0.0420 0.040 2
Ve (ug+ kg1 » (og+mL~D=1 0.1558 0.257 6 0.240 4
t1/20 h 0.3429 0.4519 0.258 6
b/ h 14,1375 16.492 6 17.238 6
Kz h-? 0.3407 0.3382 0.486 6
Kio h—1 0.290 9 0.190 6 0.2215
Kiz h—1 1.4390 1.6471 2.0125

AUC  ngeml=leh 1102.6032 2036.0446  3755.885 3
CLs) mLeh1ekg 0.045 4 0.049 1 0.053 3

3 g
BEHRREREEYSLELYRFR, LA
ROVGEABEEY R, EEREWHUARS X &5
HEMAHEEEBEERAHELKT. BEARTRE
ERIEENETREGHERW A EHR P,

HREOLAR/D, IR EHRM (pg/mL = ng/
mL KB, MEMARREANBRERHBTHE
LJ74E X F TG H AR - T MER I B3R %
BT LA, BRI s W 7 s A R R R 1 R
BERFRBAMEEEEEERE. XREOS
RKZE 25 9 25 3 B 5T 0 R S RS R A
FHRAMBEORXAGWANENTATEER
%, FEREWRER . RS T HE B R R
RCRERED, SRR, RN BSHER AR IR TR
BRAR MK SRR T EARAE RN T REL R
ERERGYBRE RGO FENL R, FEFLRRE
YN ESEmEO RN =R EH. EYEE
EERBID, AREARS, BRI ET U
FREZEKEFSHMB TR A FEHE
BARKRREILBEd TEASREAKASH
REmAR RSHMBEORSE, SHRHEAER
KW SR, Bk o] 45 5 e o 9 DR 2 L e
NEERVRZBEPRMIRKNXEAE. SDS-
PAGE kRO BERMNEL TN E AT E,

EESERR BRI BN T AR BRI,

Z B % R o DK B, OB T R R A A
SHEBH R R G55 S T-BURICHE 5Bk
HER  AMIAARRN PR . RABEMERYE,
RER SR, RAEHE, T ARG RINERNGY, 2
VN ERROBTH T L, ALREL MTT &%
WET Age F'*1-Age X TE-13 40 /fa i3 1 36 4 ,
GRER,BUHiICE Age £VEHARZE W, A
SDS-PAGE KA Ml R RZ Y, kT Lk i
PMHELHAR, AR PHEH PT-Age Mk
ERTHREAHENHRER,

FELRENT "I REEM SDS-PAGE #
KBEBRARIDRIEA Age BiFIES W F k. &
BERKY, "-Age EPRBEANARMFAZE
WA, "l-Age A HHEER 1k 0.342 9~
0.451 9 hy R A L B ¢ty b 14.137 5~
17.238 6 h, B Age A4 fi MIHBR 818 R 1
HEEIBORR (DEFEHHAROHRmGEA
A (MY Con G BEARIE W (3)ZHET 2R
TERSHBREZXASRER. NS hELR
ZREE 50~200 pg/kg FIENFERBHHK,
XERBEVREK;AUC B4 48 H 55 i, BT 1A
EZREARA—RAEDHNEEY, Age AN
BHFEH YR, 5 Age IERMAEET BELH
A,
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Studies on

opA

(EEER KXY HB¥R B2 BM 350004)

i EBH WEABEREE BB GUEE SN D REAELERBHN KRS ERRASEST
MHBE. ik BRSH sc GHEMAREK, I 6 d, IR PRTEDFH R RIRERE ZEVHBTEL sc
RERY 30 min ip ARIF R4S KEEASIM. By RERKAMEEE (RP-HPLC) £EABRBEAR
BUMNEERS AR SUHERASREAGRSENEREER. ASEFEARIBAA (40 mg/ke) AFHEDE
EXGAAEREABESE (P<0.01). £ RP-HPLC XIS L EASHBHARBUNTIERS HRASHE.
gt ASEBREENBLAA SR BE—FBE EMHQHEE S K/ RE AR IREB ] R,

XN A5, OH; FAECRRE BASE
hES%KE R285.5 X RKERIRT A

RS ,0253 -2670(2007)03 - 0405 ~ 04

Effect of radix of Salvia miltiorrhiza fraction on conditioned place preference
" in mice induced by morphine

HE Fang, YU Juan, CHEN Chong-hong
(Department of Pharmacology, Fujian Medical University, Fuzhou 350004, Chma)

Abstract; Objective

To investigate the effect of lipid soluble fraction in the radix of Salvia

miltiorrhiza (FSM) on conditioned place preference (CPP) in mice induced by morphine and preliminarily
identify the fraction in the radix of S. miltiorrhiza. Methods Morphine or NS was sc injected every other
day to induce the obvious CPP in mice for 6 d. Before 30 min of sc injecting morphine, mice were ip
administered different doses of lipid soluble fraction in the radix of S. miltiorrhiza. RP-HPLC method was
used to identify the major component in the lipid soluble fraction in the radix of S. miltiorrhiza. Results
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