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£ E BN BRERTLERTH SPD)AHR%EY CSL.THPBI10 X K RE R & D,.D, FE B
(DAY ZRE R, ik 24 mA ERBRHAENAERZ ARIRERE N .8 5 min WEERBHECH]
DARKE:SBEAKBRLRGRME, ARG T EMTRERFABENE. &R:D, ZHMIHH LY171555 8
= %) B R %% & W [*HIDA 8% ,SPD.CSL #1 THPBI10 #% LY171555 &Y # &l #£ B ,SPD.CSL.THPB10
1% % DA B3 . 7 f Butaclamol # H D, ¥4 )5 ,SPD M CSL UM EEBF J BB X HARSRE b4k
BEMFAR, T THPBIO LM, LR ANBEMSPD RARLY CSL ¥ DA Z4AREEHA H3h/H

¥R R BB .
AR SEEREBRTMRFAM ORE
REESHES RI66

ZETET & B s 8 [ (—)-Stepholidine ,SPD R MU &
5 /N B2 98 8] 2% 4 (Tertrahydroprotoberberines, TH-
PBME S AN . 24K B 5 ¥ RHESL,SPD 3¢
F K % B (Dopamine, DA)REHF EZFE M EHEZM A
AU AEMEEKGHEAPOMAREBRAFEER
(SNC)DA ¥ Z T MEERD, WA LR
FHRFY,SPD LR BRBXAMERBRARKILE,
23 DA &AM BT, M DA ZEBE M ARE
®,SPD i K R e ht, ERERENR,
SPD xf i DA Z{A S M A /MBI DAMHER. £AHR
b 8 SPD K H [d 2% # (—)-12-choloroscoulerine
(CSL)# THPB10 % K BACR 4 D, #1 D, DA 24k 4E
AR,

1 #¥E5HE

1.1 #HaEfRH

SPD.CSL 1 THPB10 fh ¥ [ # % By L% 25 ¥ BF % Br 1t
BEANU R _FETREER. BREZNERBRERE
W ¥ . LY171555.Haloperidol #1 APO ¥ & Sigma,Dopamine,
Nomifensin 1 Butaclamol 5 RBI =& ,.cAMP ME &M Lig$
EZ5H KFiRt,
1.2 k4R A PHIDA £t

BEXM7]7 E#4T.SD AR 200~250 g, FEh Bk il
BEETF 4 CREFFRAMERE. FUANLHEREEN
0.3 mm B .4 3 & 3 mmX3mm BABA 2ml 0.1 umol/L
[*HIDA # %% B &K [*HIDA. 30 min BB A H A L1 cmX
lemX1emB BB B AE S, L 95% O, H #49 M H W 37 °C
ERFrEM M. MK AH % (mmol /L) :NaCl 118;KCl 4. 8;
CaCl; 1. 3;MgSO,1. 2; NaHCO, 25; KH,PO, 1. 2;EDTA 0. 03.

* ERWHRBHRE
» WEKH,.B.4 %5 0827+

P30 min FHFHEWERLER. S5 mn h—TRERK.3 64
B AR . FHMMKE S min MBERREMAFRFMEY. EH 10
ShebEt Xt B M BE AN 24 mA 3 Hz s RIM 2 min, B & 40 10 ml
(R4, i LKB 09 (X 3 ST 3R B 85 2R UL Bq R7R .
1.3 MR¥BRFALBFHANNZ
WBAFEAR, FIK ERBUMGRE . 1: 20maEH,
5138 . 1 000X g B> 10 min, EFFE A 2 000X g B.L> 20 min,
HESBHEE2EH, HERARMBEREMELSS R,
BMRE PR AE S 50 pg Fr 254 100 ul  ATP 50
pl, ATP %% B 1 mmol/L. AR KN B & 500 pl, 30 CHEBR .
BZ 5 min, 95 °C/K ¥ 3 min &1k K BL. 1 000X g &L 10 min, B
L 100 pl, A BEMAMP S, TRERUFLs &
e

2 HR

MRARATZ 24 mA ERENMES 5 448 ,.°HIDA
BRERENI, F 15.20.25.30 244 8% 1255. 4%
170.3, 2 414.6+213. 4, 2 254. 0+ 208.6 #1 1 016. 8+102. 7,
HBREES 20 8% 25 36, BB MA 10 pmol/L
Ly171555, B R R @9 [CHIDA B EH B /N FX R4, 20
min ! 25 min BB BN 1 447. 24+286. 6 M 1 403+219.1,
R#E1,

MR WP R A Lyl71555 #1 SPD & CSL & THPBI10
B ,Ly171555 M #ER KRR & A [*HIDA B & i 44
BB R BN,

T A B B e %) 3% 89 K B8R R i A, SPDLCSL f1 THP-
Blo ¥R Z[*HIDA B, % R &t B F L 25 10~15 min, 50
pmol/L SPD.CSL #1 THPBIO 4§ 5 20 4} &k 89 % 3k & 45 5138 tm
72.9%.148. 6% 57. 2%, W% 2.

ERMEHKFE 2 pmol/L D, 3 # B # A Butaclamol A,
DA BImABEREEERTRIFLEE N HEFNAR,
DA X 8§15 7w, W% 3.SPD M CSL W{ER S DA ¥
1,18 THPB10 ¥ MEMFLBIEH XV BEN.
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® 1 SPD.CSL.THPB10 X% & X R K&K [PHIDA B RSEM (12 Bg.n=6)
Tab 1 Effect of SPD,CSL and THPB10(u mol/L) on electric stimulation evoked
[*HIDA released from rats striatum slices in vitro (12 Bq,n=6)
5 min 10 min 15 min 20 min 25 min 30 min

Control 655.4+139.5 547.0454.2 1255.44+170.3 2414.61+213.4 2254.01+208. 6 1016.8+102.7
Ly171555(10) 727.5+£178.0 563.2+51.8 888.24194.8" 1447.2-+286.6" 1403.44219.1* 677.2+£226.7"
Lyl171555(10)+SPD(50) 556.8+77.4 573.84+104.1 1312.64+443.0 2009.24516.8 2177.41%243.0 1034.2+145.1
Ly17155¢(10)+CSL(50) 522.0£57.3 535.8+41.1 1423.8+4186.9 2003.04:409.9 1931.4+193.3 735.04169.1*
Ly171555(10) +THPB10(50) 681.0+163.4 536.2+55.4 1192. 64+151. 4 2330.8+144.8 2315.61+217. 4 965. 61 100. 7

% ; P <{0.05, #* ; P <{0, 01 vs control

F 2 SPD.CSL #1 THPB10 ¥ X REUR&EIF [PH DA i BB A KM (Cs/umol « L™ ,n=5)

Tab 2 Effect of SPD.CSL and THPB10 on basic release of [*H JDA from rats striatum slices in vitro(Cs/umol - L™} ,n=35)

5 min 10 min 15 min 20 min 25 min 30 min
Control 6064 35. 7 599.0+145.7 655.41+139.5 727.24+178.0 579.1461.2 562.2449.3
SPD(50) 592.4490.1 601.3+83.3 884.0+83.3 1257.44+102.2" 1258.2+181.1* 1056.04£135.5"
CSL({50) 558.2+87.5 583.6+78.3 905.44-149.1" 1807.6498.4°" 1685.8+158.6" 1449.01231.6*
THPB10(50) 593.4450.1 585.01+68.9 844.8498.7 1143.24+177.3* 1467.21+181.3*" 1202.8+53.5"
* ; P <C0.05, ** ;P <C0.01 vs control
K3 SPDEEWMNARARERMIKRERIFLEHT N KM (CAMP, Ay/pmol * mg™! + min~")
Tab 3 Effect of SPD analogues on synaptosomal adenylate cyclase activity (CAMP, Az/pmol * mg™' « min™!)
N Concentration (pmol/L)
Control
1 10 100 1 000
Dopamine. 103. 6+8.99 105.0+£13. 32 187.6+10.26"" 189.8+95.09°" 199.449.99"
SPD 100.1410. 50 98.849.73 127.214.82 149.84+9.31°" 161.645.59"
CSL 103.6£6. 94 102.8+7.98 142.0410. 39" 160.8+10. 83" 167.0%£12.79*
THPB10 101.8+38.53 104.61+£11.78 101.6+14. 43 98.4%+11.99 103.248. 43
*x ; 2<C0. 01 vs control
3 i ceptors) , 5 DA BA X, RINUBEXRIERER

B DAMETFELETEPRNERRFERMF
03 11 0 0 2 X, 4 B 2 M SO PR AR TR A% L A - L 3
WEEBHEREEE, S AKBEIRESHIER
IR L ICILEEHLR. CRIEL,DA HEE
ZRMEHRENEELRRIH.EAT DA ZRZH
HYBRABRSIRBAMNMNEE., SPDERERNEZEMN
HYRBOFRILFERS . BWPRIEL,SPD 3t DA
ZEFEEHHETEMN. BEMH 6-OHDA R 5 M2
FERXKBRERE,SPD &SI R BMERITH.
#75 SPD X DA 4k ¥A NZE#MSHEA™. SPD LR
B@Fﬂ#ﬁf’ﬁm*ﬂﬁﬂlf’ﬁmﬁﬁﬁﬁﬁﬂfm’fmﬁ DA %4k
FRNGR FEREELEHPRBRA XL,

SRtk DA #& R A D, 8 B 5 % 4k (Autore-

DA B R, 515 SPD K3 F 264 CSL f1 THPB10
St D, Z 4K 4E R R 10pmol /L 3 H 4 D, Z k¥ 3h
M LY171555 B B M e i R 9 [CHIDA B, so 4k
Al 2% 50umol/I. SPD,CSL 1 THPBI10 Ff %t i, L &
LBR=EHE D, ZEMEMWER. B CSL FAN
B it SPD #1 THPB10 &. # X D, 2 & H # #
LY171555 FF4E , 3UAS e i e S0, R BE S 50 pmol /L
9 SPD,CSL #1 THPBI10, 3 #l # it B B 7% DA, R %
2, X—HIEXL=F X D, 4R B /EFHS®E.
FRDAZGEIGCEABKEZE,D ZE2ZGs
5REMRAMCHESRE.D, 2G 5BEFMALEBR
B, BF5K A D, 3 4B ¥ 7] Butaclamol # 5 D, 2
&, REMEB BT CSL £ D, 3 45t I8 1 IR LG B9 1F
A% R . 7 mmol/L E pmol/L # ¥ B ¥ B A ,SPD
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CSLIBRBEEMRAILBES,F cAMP £ R &
B, BEEREEARMAYKREF R TMRH
B, RELEREBEANTHINLEERAY S, B
SPD #1 CSL St4u iRk D, B &AM FIEH.

SPD [F] 2% THPB10 Xf Kk B 804R 44 28 fib 44 J8 3
BANALBHESE LB m, PEXRES &
1 000umol/1. &, THPB10 #1488 B ¥ % 4 cAMP 1
4 B &, 8 THPB10 5 SPD & CSL W A#FEA
R, THPB10 3t D, Z4& L sh 4t .

SPD 2 THPB R ¥MESAEY . AL BWIFEL
WEEAEGY SPD M CSL AF D, ZHEEBHD,
R RNEEA, MAZEAEY THPBIO K BR D,
ZEBSHEM, Hit, WE/EFTGEH SPD AXM%E
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X .
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Study of the characteristic pharmacological property of stepholidine on

dopamine subtype receptors of the striatum in rats
Dong Zhaojun, Wang Shili, Li Yunpeng (Department of Toxicology, Third Military Medical University, Chongqing,

400038)

Abstract Objective: To investigate the pharmacological property of stepholidine (SPD) and its ana-

logues as CSL and THPBI10 on subtype receptors of the striatum in rats. Methods: Slices of the striatum of

the rats, preincubated with *H-dopamine (®H-Da), were superfused and stimulated with electricity. The ef-

flux was collected in 5 min interval and the radiation of *H-Da in the samples was measured to identify the Da

released from the striatum slices. The synaptosomes of the striatum were prepared and the adenlage cyclase

activity was determined with radioimmunoassay. Results: Ly171555, a selective D, dopamine receptor ago-

nist, significantly inhibited *H-Da release evoked electrically from the striatal slices. This effect of Ly171555

was antagonized or reversed by SPD, CSL and THPB10. The antagoning effect of CSL against Ly171555 in

decreasing *H-Da release was short-lived as compared wtih that of SPD and THPBI10. Interestingly to note,

SPD, CSL and THPB10 themselves were obviously able to evoke *H-Da release in the striatal slices without

electricity stimulation. In the samples of striatal synatosomes, in which the D;Da receptors were blocked

with butaclamol, the activity of adenylate cyclase was significantly stimulated by SPD and CSL but not by
THPB10. Conclusion: These findings suggest that SPD and its analogue CSL possess 2 hydroxyl groups and

exercise dual actions on D, and D, dopamine subtype receptors, agonist for D, receptors and antagonist for D,

receptors. THPB10, however, exercises antagonist action for D, receptors only.
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