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AIM: To assess potencies of  tetrahy-
droprotoberberines { THPB )
tetrahydroisoquinolines { HBTI) on DA receptors.
METHODS: The receptor binding assay with calf
striatum to Dy and D receptors, and the animal be-
havior tests were used. RESULTS: { + ) 12-
Chloroscoulerine { CSL) was the most potent one
among the THPB and HBTI. The affinities of CSL

to )y and D, receptors were 13 and 51 nmol-L 7},

and hydrobenzyl-

respectively. In rars, CSL showed an antagonistic
effect on the stereotypy and induced catalepsy. In
the 6-OHDA lesioned rats, however, CSL exerted
the agonistic effect to DA receptors. CONCLU-
SION: CSL had dual actions to DA receptors and its

effects were similar to that of { — )stepholidine.
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EHERRE, AWTWRLXT DA ZEERERY
Qs Ak BAAFEREEEDY D,
D, AT RES S ST ART
B, SR (2)12-EFAWREE(CSLITT D, fI D,
SHRAFEFNHSEN 13 7 51 nmol-L 71, 5%&8
tk &% AW T & 8 i € [ - ) stepholidine, SPD)
TR K, hHITHEREFWEX DA REE
FLAF{EH, BEEE-RET, HBE3HFR, X
MRS SPDAFRAEM. &l CSL 2EHAT
THPB % DA & B REH, 5 SPD £l
X DA RIEFEHMMAMER.

ZBET & WL E (SPD) & I S R /)N e 5 7 2
WM(THPB)W S ED, SELHE, BEH
B, RS- EHAR, AT NFERK(DA)
SHEEBH CIHREFERT D &2, He-
BEFER-OHDA)HRE KR P M BIF, # DA
ZEEHE, SPD Ml REHTIHBIERST.
PSR AERE, B YT DA ZERRER $,
MANLBEXHER, BEHRAHHE. sPDS
FBF KRBT S+ S F N SE 0, & 3hiE ek
WO, HERERMEFERY. N TRIAFER
@ik &%, k¥ &HB. T THPB #1 HBTI & &1,
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MATERIALS

AR Foit&¥ [*H]Spiperone (592 TBg- mol 1) #
["H]Sch 23390 (3071 TBq- mol™!), 1 % Radiochemical
Centre. Amersham 755 . Sch 23390 % RBI /=&, UG A2
B [ haloperidol, Hal) 3 ¥ ¥ Hl 2 &= 5%, £ K& o
(apomorphine, Apo) HYERHHFL " P=0, BBk LT
H4o B, B LMok ERT R HMKLEHF
THPB fl HBTI (Tab 1), HAFEMERHE. SPDEHEE
k=

METHODS AND RESULTS

D RERHEERRERREONNE
RS 1:50 (v/w) iK% Tris-HCL 48
# 50 mmol-L" W pH 7.7) 513, £4 T, 40 000 %
£10 min, BL 2K, BEKNNEHERT
Tris- B TE WP (F NaCl 120, KC1 5, CaCl, 1,
MgCl, 1 mmol-L™", 0.1 % i3 I 88 FI 4P &% #&
(pargyline] 10 mmol-L™', pH 7.1) 4, BEH
BREF-25THH2-3 wk.

[(*H]Spiperone 5D, B EERE 2R

Tab 1, Comparison between THPB and HBTI on activities 10 DA receptors.
R—— R—
s O O
O A A
R N 7 1
O oL
y
O R w—R T
v —R
THPB HETI HBTI*
% of inhibiticn
R mp ([ compound] K /nmaol-L"!
Compound =0.1 mmol-L™ 1)

2 3 9 10 12 (C)H Dy Iy Dy Dy
Haloperidol 0.14
Sch 23350 0.28
Stepholidine OH (OCH, OCH, OH ! 161 - 162 59 a1 8.6 80
{ = 212-Clscoulerine OH OCHy OH 0OCH, Ul 136- 138 77 76T 13 51
THPB-9 7 CH:Q OCH,4 OH OCH; Cl 165 - 166 ¢ 67.9 / 1 460
THPB-10 OCH, OCH, OH OCH, Cl 182 - 184 43 73 / 2 200
THPB-11 ¢CH,0 OCH;, UH 0OCH,4 Br 158 - 159 Q 64.6 / 255
THPB-12 OCH, OCH, OH OCH, Br 191 - 193 1] 57.7 / €9 000
HBTI-2 OH OCH, cl OH / 157 - 160 0 3 / /
HRTI-3 OCH, OCH, Cl 0oH ! 148 6 24 / /
HETI-4 OH OCH; Ul OCH; / 128 14 o £ /
HETI-S OCH; OH dl QCH, J 123125 0 14 / !
HBTI-7 OH OCH,, Br OH / liquid i 0 / /
HETI-8 OH OCH, Br OCH, / 175 - 176 13 16 / /
+ HBT1-21 OCH; CH -0-CH:-O- Br 225 - 227 0 41 / /
+ HBTI-22 OCH, o CH,O -0O-CH;-O- Br 189 - 191 8 66 / /
# HRTI-23 OH OCH, GH OCH; 4 152 - 154 0 10 / /
+ HBTL-24 oH OCH, OCH, oH A 171-173 ] i ! !
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BRUO, A LKB B (R (O E 60 % ) il %
@& (dpm). [*H]Spiperone 5 D, iR H&
GELSMAEFSEE 1 nmol- L', H Scaichard 7
FRR g =87 ) - de 3 S h i U i O
BEE (K, )% 0.48 nmol - L7}, S F
(B )M 126 pmol- L~ /g protein.  Hill &¥({nH)
Roo9. ERHERFRELBSFERSHIN
Dy Zkgi 5 (Fig 1).
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Fig1. Binding of [*H]spiperone to D, sites on membranes
from calf corpos striatum. A. Speciflic binding of
[*H ]spiperone; B. Scatchard piots, B/F, {pmoi/g protein)/
(mmel+L™1): C. Hill plots.

i i B t, MR ESH N 0.1 mmol
‘L7'AI 1 pmol- L7, HHEMZESME [H]
spiperone 5 D, B AT TR %), 1 % &
F 50 %30 %0, AHTTEHO0.1 amol- L1 -
0.1 mmol' L DA TEEMH L &K, RH K,
B, P EWEE 3K, BAFANFETHN
4 #00 # [H] spiperone & &34 50 % AT |/ E
(IC5), FHRIE K, =1C5/(1+ L/ KW AR, #
B K, E M D, BEEMS. BN

0, ZAKET 1 % K, E75]5 A Tab 1.

D BEFEHEEEER D EHEBEEAW
HFRTFEATED). BIRELATNEDER T
BEmk 22 ph ¥ 16.6 mmol - L™ { . & X ¥ 16.67,
edetic acid 1 Fl MgSQ, 1 mmol-L"'pH 7.4), %
F-25 T #H 3 wk.

[FH]Sch 23390 3 D, BEL S AR SR T
B9, KoM 1.65 nmol-L ', BRAKSEE
{ Boax) % 907.8 pmol-L"1/g protein, nH % 0.91.
[*H]Sch 23390 5 D, Z&EFRHELESHETFEY
¥E 10 nmol- 171,
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Fig 2. Binding of [*H]Sch 23390 to D, sites on membranes
from calf corpes stiiatwm. A. Specific binding of
[*H]Sch 23390; B. Scatchard plots, B/F. {pmol/g pro-
tein)/ (mmoi- L™ ') €. Hill plots.

ML A 0.1 mmol L™ 'H1 1 pmol-L ™}, M
BRI E [*H]Sch 23390 & D, SHELSHAE
{I1 %). KB THPB f HBTI A&k &H+ CSL
B 1 %EH(77 %# 61 %), HtEXEHYD =
EKILFHAFEMN(Tab 1). CSL 5 D, FikEH
NK)H 13 nmol LY, SPD 8 K, % 8.6 nmol

T L
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‘L' EERBEARSKT(Tab 1).

CSL¥ DARETHRRMIEWE FRi24g
EiRUEH CSL % DA & EMARE, BikE
Xi#E—HWREN DA 2GR {ER .

CSL k=4 MEE SDAR, 3. &KE
230+ 5 28 g, KB ip CSL5#M 10 mg-kg ' /5,
AKERHEEREZEZME, #)5 3 -5 min HEN
AEMELK 2R, L5 M ARRRE, $#
FXRE SR et AR Y HERE". 5 mg
kg BT EEIERTE S 3.2 £ 3.9 min, 10 mg
kg 'Bf R 8+ 4 min, FE{EFEAE B MIARBOC R T &
i HF R 3h1E, B4 CSL FFSmHEE R 88
FF E B[R], {E 7Y% DA 524k FH ¥R 1 AR 5.

CSL#i Ape S(EMARKIKER SD X
R, 3, 4&E210+30 g, ERAEKBEHA 40 cm
X 25 cm X 25 om Sk ¥ R IEN L 20 min, KK
s¢ Apo (5 mg+kg ') 15 min J§, Fip CSL (20, 40
mg-kg™ ), 103 ip Apo 15 min A, KB &M,
HE W Mg H RSB ip CSL J5 30 min M {§ 3,
TS, %R CSL 20 mg-kg 'BIE AR
RBIE BB, 40 mg- ke I REHLA B GG
R, Sy DA ZAERE A A E RS (Tab 2).

Tab 2. Antagonistc effect of CSL on apomorphine-induced
stereodypy in rals. a=6. "P>0.08, ‘P<0.01 vs Apo.

Drugs Dose/mg-kg ™! Score ¥ £ 3

Apo 5 3.0+0.6

Apo + Saline 3.3=z0.5"

Apo 5 3.5x0.6

Apo+ CSL 20 1.5x1.1t

Apo 5 2.0x0.6

Apo+ CSL 40 0.8120.7°

CSL ¥} 6-OHDA 9% & B RE¥: 170 B 5h 1k
A #1& 6-OHDA B KB EMEE DA f&5T
BOREFE A, H XS JrEk, ip CSL (6 mg
kg )G, 0# 30 min A TERE. T8H
& 3-5min, KB mENEEY, 30 min BT
¥i¥e¥ ok 283 £ 146 (n = 6), BB Apo 0.2 mg
kg TSR ABR FRBBEFRYCY 247 £ 63 (n =6),
= Bk K i B R SR K BUAE T o7 Y e %,
#:0 CSL M{EH 5 Apo H2E{l(Tab 3), H#¥5h
#H.

Tab 3.
fonction.

Comparison between SPD and CSL to DA receptor

Test SPD CSL

Affinities of radioreceptors binding assay

Dy K./omol*L7!? 8.6 13
D K./nmol+L"? 80 51
Antagonism to the stereotypy induced by Apo
Dose/ mg* kg ™! 15 20
Induced catalepsy

Diose/mg* kg ™! 10 10
Induced the rotarion in 6-OHDA lesioned rats
Dose/ mg* kg ! 5 6

DISCUSSION

£ THPB #1 HBTI B35k &%+, CSL & DA
ZHNERR®R, 5§ THPBSER L &4 SPD {EA
WMEER —KTEE . CSL{EXR=AEBALE, 6B
53 Apo SR K RAIBIES), T HLIERER
5%xSbed sPD 264, % DA ZE&EEHM G
YE R Ep4E s MI7E 6-OHDA S8 KR iR,
DA ZEFBHRHT, #HXH LB W EHERD
5 SPD A XU ER (Tab 3), ATLL,
CSL %t DA 24 ¥ ER, CSL I SPD ¥ #& N
BEER Y (dual action). 3% 5 7§ & Y 45 #9 48 L)
FEUIRE, HAENHATERE - THPB, Hd—
TRESEC L, XRERIEAMERESER. 5
—+BEHUESRH, CSL 2ZE G |k, SPD &%
Cp b, XMBHRMEMERY . XK ICIEH
M RE CSL AU 1E FI M BE 520 HE SPD AE{bl, #ETM A e
CSL {ERITTRELL A BE SPD E#. B F SPD iR
¥ &1, 2T, CSL M{E% e, HHTF
RBRFE.

THPBS, 10, 11112 R&— 18X, MAE
C, L, DA ZEMNIFRAHEMNS, HIHIEHE
¥ THPB ¥ DA Z4EMNEANES TR E
THPB, X S5U# LE®#E—%. # THPB & #
FFHSHH HBTI L &Y. ©3 D, Dy &L
FELEMN, BRRENFHREEHE, BEAF
it DA 2SS FH R ENILEER.
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Effects of aspirin and nifedipine alone or in combi-
nation on mesenteric microcircolation of rats'

SONG Yi-Min?, QIN Jian-Min, LI Zeng-Xi, SHI
Shan (Cardiovascular Research Laboratory, Bao-
tou Medical College, Baotou 014010, China)

KEY WORDS
tion;:* blood flow velocity; combination drug therapy

aspirini mnifedipine; microcircula-

AIM: To study the effects of the combination of as-
pitin {(Asp) and nifedipine {Nif) on mesenteric mi-
crocirculation of rats.  METHODS: Acute microcit-
culation disturbance ( AMD) was produced by high
molecular weight dextran ( M, 480 000, 360 mg
+kg 'iv). Arteriole and venule blood flow velocity

! Project supported by the National Matural Science Foundation of
China, o 3B960058.

? Department of Pharmarology, Werfang Medical College . Weifang
261042, China.
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and diemeter ( ABFV, VBFV, AD, VD) and blood
flow state (BFS) were observed by intravital micro-
circulation method. RESULTS: Asp 2.5, 5 mg
kg ', Nif 0.05, 0.1 mg-keg !, Asp + Nif (1
+0.025), (2.5+0.05) meg kg !, iv had the sig-
nificant increase of 11.1 %, 31.3 %, 18.5 %,
19.3 %, 30.5 %, 39.8 % of ABFV and 12.5 %,
25.7 %, 12.8 %, 15.2 %, 29.6 %, 36.1 % of
VBFV respectively, the marked improvement of
BFS, and the distinctive increase of 4.3 %,
17.9 %, 35.9 %, 39.7 %, 15.2 %, 42.8 % of
AD and 2.2 %, 4.2 %, 26.2 %, 27.4 %,
3.4 %, 28.9 % of VD separately, and got a raise
in the number of capillaries. Asp + Nif (1
+0.025), 2.5+ 0.05) mg-kg " iv could reverse
AMD. CONCLUSION: Asp was superior to Nif in
the increase of BFV, but Nif was superior to Asp in
expansion. of blood vessel. Asp in combination with
Nif produced marked synergistic action and protec-
tion againist AMD.

. >
@ S


http://www.cqvip.com

