v [ 22 IR
— T FREAY AR R BR (E

WER, AP, BHL

19864 1 A; T (1) : 9-12

BE DZX—MIBIRERE FHiER, EDs 5 0.28
mg/kg ip, MR GABA N —HEER KT B¥EW.
GABA (10 ug icv) 5EH:TitE F 7 #& 19 DZ (0.18
mg/kg ip) & If R IR, W —H-BRRI AE 3 P /EA .
ENP5 24 (3 mg/kg ip) Fis 4l B (100 mg/kg ip)Xf
—HHRBCE TR EVER . 1R —M- AR R AR
TER W8k 5 1Em) GABA §efh2ThERAG 3¢,

X8 s ERITREEL v-EETES
Mpa#EEs  FHEBS WEK

72 e — M35 (I-securinine) B ]\ ok &k F}
AWy M- e Bk (Securinega suffruticosa Rehd. )H-
R AEYTR. — MR B a2
THISEER Y, WT/KER i 2 R
IR M4 ER s EER LR T A7 /N LK
PUSRAE ., WA AR, AR ER L,
AR A1 W 55— Ee R i 48 R 40 25 W i — K
Tk A BB AR T S, A — M BRI AR AR PR FR 1
T REML L,

# 2!

W2 — M IR R E E 2§ B2
W25 ), M CEEAF(RELT D
WEEAF (Bl R LR BT, v ETE
(GABA, Sigma 2\#]), % 5 % (%% ,D2Z)
M= AT Rl P4k ) CRiE
WARMZ ), 5-¥2 6 % B (5-HTP, Serva
AFD ., HWARHFI(CEEE—- R A7), BF
FZ(E Merck Aa]), O 3 2 451 (b BTHIZS
. WRFHFACGEREZRAT), EmA
FlCRE® 3 WHET), SREBE(LE
hz5—7). MER(GMBH 2 F]), FELZM
5. R/,

AR E NI A B, AT IRIEK

1984 &£ 3 A 7 HURL
Ve T R R R AT

1985 4 4 § 1 HEM

(FHEZRABEHFE, B 750001)

th, FiES . GABA icv I fl A= FREL K EEHI,
DZ F 2%ntiR-80 B . HaPHhigH 2K
fiodl, /NElkE 224SD 28, Q" FHHA.

KFERE R

— H #5001 #p b iR ¢ T &5 0 R B9 BB
BB 25WaEl 10ml/kg, —MH-3K5%. EN
B O ZRAABRIZE 10 s Ak iv, WX 15—
30 min, FJAM ip, W% 60 min, DU N
JgiEkns WAFE A 98% P LR B R R
(% 1).

Tab 1. Convulsive doses of 4 central stimulants
in mice
CNS stimulants Dose Convulsed/
and route (mg/kg) Tested
Securinine, iv 5.0 180/180
Picrotoxin, iv 4.2 30/30
Isoniazid, ip 240 20/20
Nicotine, iv 0.62 20/20

— f oy 4R ¢ P B0 245 3 — TSR R B0 G
o NEAEA 10 R, R iev 5K ip 251, X
FRdH iev B ip ALK, 2 0 IR BR — i IA]
Ja, iv gk —r 3K B, A %% 15 min,
iev RESCIER T, Z5pFlE LIS RN R,
i 0.02 ml, FHEBYPLEIABELRBHE
BHBEE,

g8, DZ 0.31 mg/kg [ — M- BRE el ik
=, GNRARKRERFHES; £ 25 mg/
kg FIZE B LL F 40 25 mg/kg oy pe K — - FK 0% 1R
B (p<<0.05); Fifn ¥ 10 mg/kg £2 75 —M-FK
iR RSE T A%, GABA, 5-HTP, fJ
B, ERIEH., FRER. LERMEFTEN
— M ER R TE BEEm (R 2),
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Tab 2. Effects of 12 CNS agents on convulsions induced by iv [-securinine 5.0 mg/kg in mice.
*p>0.05, **p<0.05, ***p<C0.01
Convulsed /Tested Died/Tested
Agent Dose, route and time Behavioral effects
Control Dosed Control  Dosed

Chlorpromazine 10 mg/kg ip, 30 min tranquilization 10/10 8/10* 3/10 4/10*
Diazepam 0.31 mg/kg ip, 30 min none 10/10 4/10** 3/10 0/10*

0.62 mg/kg ip, 30 min none 10/10 0/10***  3/10  0/10°
GABA 20 pg icv, 5 min slight stimulation 10/10 7/10°* 2/10 4/10*

600 mg/kg/d ip, 3d  none 10/10 8/10* 4/10  2/10*
5-HTP 100 mg/kg ip, 30 min none 10/10 7/10* 4/10 1/10*
Mecamylamine 25 mg/kg ip, 30 min  slight muscle relaxation 10/10 4/10** 5/10 0/10**
Nicotine 2.5mg/kg ip, 10 min slight myopalmus 10/10 9/10°* 6/10 1/10*
Phenobarbital 25 mg/kg ip, 30 min  presence of righting 10/10 0/10*** 4/10 0/10"

sodium reflex

Phenytoin sodium 25 mg/kg ip, 30 min  tranquilization 10/10 10/10"* 7/10 0/10**
Physostigmine 0.5 mg/kg ip, 30 min none 10/10 9/10* 2/10 6/10*
Propranolol 5 mg/kg ip, 30 min none 10/10 10/10" 6/10 4/10*
Reserpine 10 mg/kg ip, 4 h tranquilization 10/10 10/10* 4/10 9/10*
Yohimbine 5 mg/kg ip, 30 min hypoactivity 10/10 7/10* 7/10 2/10*

DZ xf—M#FHR. NPHCH X RERE

BE®®m A REA103, A ETEON
EDg,, —M-3Xf4 5 ip DZ 30 min JF iv {5k

A —MFAg, W 15 ming IR CHFEA L
ip DZ 20 min J5 iv {5 & A EIP T8 E, W
30 miny RAHBFA L ip BURKEW & B B, 10
min 5 ip DZ, I ¥ #% 50 min, %5 %, DZ X}
3 MRS E BHER, Hi— B
ED,, Jy 0.28 mg/kg, Jy#i EIpG T8 KM
ED;, 0.88 mg/kg 1 Hii 7 M B 15 K 1 EDg,
0.80mg/kg i 1/3 £ 4.

GABA X{—H W NP C HRRBEE
I /MNRE4 10 H,ip 5% icvGABA [ip GABA
300 5 600 mg/kg/dx 3d, d4 A iv {5k B2
—MEXBREL BN By © 3% . 4%, GABA 600
mg/kg/d X ENRS DR G R/, M—HIKEE

B2l icv GABA 5min [543 8] iv —F-3%
REC IO HE, 4 2, GABA 20 ugxf H

BEBRAHT, WM RHBEL R ZFR N
(%38),

Tab 3, Effects of ip or icv GABA on convul-
sions induced by iv [-securinine 5.0 mg/kg
(GABA ip) or 5.2 mg/kg (GABA icv), or picro-
toxin 4.2 mg/kg in mice (Convulsed/Tested),
*p>0.05, **p<0.05

GABA

Dose and route

Securinine Picrotoxin

Control Dosed Control Dosed

300 mg/kg/d, ip  10/10 7/10* 10/10 7/10*
600 mg/kg/d, ip  10/10 8/10* 10/10 5/10**
10 pg, icv 10/10 7/10* 10/10 7/10°
20 pg, icv 10/10 7/10* 10/10 5/10**

GABA 5 DZ & #F BX—H WKL
B0 M4 icvGABA 5 ug 510 ug /5 5
min, 5 ip DZ (.18 mg/kg 5 30 min, F 45
iv—Pt3kag; AIFAAALp DZ, 25 min 5
icv GABA, F[A|f& 5 min iv —F3KH, &R,
GABA 10 pug 5#H/E A Al & i DZ 0.18
mg/kg &HNH, —rFKEIRRKA 5 HiER
(& 4),



Tab 4, Effects of icv GABA in combination
with ip diazepam (.18 mg/kg on clonic and tonic
convulsions induced by iv [-securinine 5.2 mg/
kg in mice. *p>0.05, **p<{0.05

ip icv mice clonic tonic died
saline 20ul 20 20 9 5
DZ 20 20* 10* 5*

GABA 5pg 20  17* 7% 5*
GABA 10pg 30  23* 11* T7*
DZ GABA 5ug 20  11* 4 2t
DZ GABA 10ug 30  14**  3** 2*

—rnn s A

ENEFCH|E. RIEM FOF M F X —H R
EERGHEER AREA10R, X B4A S
Bl ip BN E R &, SMPER R 7, X RA
ip A7k K, 30 min J5 435 iv 50 Jik 3 F 5 &
F— W30 (3 mg/kg), W% 15 min 7 FEHUK
KA. G5F, ENB C 8 K 3mg/kg, 7 MM
100 mg/kg FF LT 10 mg/kg Xf— #- 3 Ry
HFFIER (R 5).

Tab 5. Effects of picrotoxin, isoniazid and re~
serpine on the action of /-securinine ih subconvu-

Isive dose (3.0mg/kg) in mice (Convulsed/Test-
ed). **p-20.05

Drug mg/kg Control Dosed
Picrotoxin 3 0/10 6/10%*
Isoniazid 100 0/10 6/10"*
Reserpine 10 0/10 5/10**

E A —HERE R IRESORE /)
Bl& 10 2, A RT3 88 st e H f
EDy,. ip 3E/M1A 30 min f5 iv {505k & #—M-3K
T BT, Wige 16min, Z55R, EnBH—H
I tE R ED, 21 mg/kg, HiR BRERR A
ED,, 7 0.24 mg/kg,

HIBRREEERLBEHH Y —HER
BB RE /NRSHE 10 1, ip Zm g kK
A2 A 25 Y, 30 min 5 iv {5 R B —
H-#KBk. 4559, S 10 mg/kg, FIRT70.2
™ 0.5 mg/kg, 5-HTP 100 © 200 mg/kg, L,

11

1322 5 3% 10 mg/kg A ¥ 5% 5 mg/kg 7E 5 B
SRR FIRIEE P, X— v 3K 0 ST EE#
m

i it

DZ 3§ —M- IR 5 G B HIER ,, DZ 13
WBRIER 54 GABA g2 B S L 1ERF
X, GABA RLEIPF CHRNHKR, MR
FIE ) GABA B REME—M- BN EER, B
53 MAER AR, T8 GABA X4t HI By
DHRERNEG RS EEME, T Hi—H 3K
MM 8 K (38 3), GABA (10ug iev) 5
DZ(0.18 mg/kg ip) & FHRF, M X —MH-3K0R
BRE B HER (% 4), #R—-HRmeHiR
METER 5 GABA iz ok,

GABA ZRHEHIF BI B & F & F1 i i
GABA & IR 5 A B, X —TH- BKA8 15K
HEBIER #ANE GABA £ fk BOE
(activator), Hjnfuipy GABA & B FE B %
M, thik B — M AR R R, HE—
IR AR A E 5 GABA fith

N- B 52 th LT 3 SE A i — H 3R
W TER > {BE EDg, Shydi N—52 0K 8 5 77 I 5%,
UK EDgy /1 88 £, —MH- KA 4 A AR /E A =T A
AaBs N-fk, PP —M 3R B GUR N
FFET- 3, FESWUBIR T H & M —H 3K E
AVER . R 2188 13 HE V8 fisg Py 2 5 2538 5T
X A B A R, ERURIR R, A&
S 56 BT L R R I B 208380 T R R R ) 2 R
— MR RE L B M., SR X —
- 30K Ak 150K %) R VT BB L R R R B4R &
YER LS,

B HEEEREEAHU I AT 12 40 B —rEk
. PREMBIDIA RN AT EREEHERL

s % X B
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CENTRAL CONVULSIVE ACTION OF [-SECURININE

TAO Shang-cheng, PENG Jian-zhong,

LU Man-wen

(Dept Pharmacology, Ningxia Medical College, Yinchuan 750001)

ABSTRACT  I-securinine is an
isolated from the leaves of Securinega suf-
fruticosa. In mice, diazepam showed an
antagonism to convulsion induced by 1-
securinine, with ip EDg, of (.28 mg/kg,
which was 3 times more potent than that of
diazepam on the convulsions induced by pic-~
rotoxin and isoniazid. GABA (ip 600 mg/kg/
dx3d or icv 20ug) antagonized the convu-
Ision induced by picrotoxin, but not by
I-securinine. Combination of GABA (icv 10 ug)
and diazepam (ip 0.18 mg/kg) displayed an
inhibitory effect on the convulsion induced
by l-securinine, but neither of them alone
did not affect the convulsion. Both ip picro-
toxin 3 mg/kg and ip isoniazid 100 mg/kg

alkaloid

manifested a synergism with I-securinine.

Mecamylamine showed an antagonism on
the convulsion induced by l-securinine, with
ip EDg, of 21 mg/kg, which was 88 times as
much as that induced by nicotine. Reserpine
10 mg/kg ip was synergistic with l-securinine,
while chlorpromazine, clonidine, 5-HTP,
propranolol and yohimbine had no such
synergistic effect.

These results indicate that the central
stimulation of l-securinine may be related to
the GABA-ergic function.

KEY WORDS securinine; diazepam: GABA;
picrotoxin; isoniazid; convulsions



