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R — NG, FTINGAT 10 min ip KEFE B 1 mg ke ERICIZFEBRBHEA; T
%J5 24 h, AT 10 min ig 30% Z8 0.1 ml/10 g BERCIZ B EBEA; T4 EA] sc WhH
':ﬁﬁ’i(NaNOz) 125 mg-kg !, BALCIZIALEEBEA,

B ¥ (baclofen, Sigma 2~ #7]), NaNO, (At FHAE T ), CGPss3as 2 CGPsgryy (Fi L Ciba-Geigy
AFEM, WEERLE 1), HUAEELKNS)EH.

AEXF 1995 €9 A 26 HF,
"RELBRHRKEFSEYEEFXESLRE, 1§ 200032



802 7 M Acta Pharmaceutica Sinica 1996,31(11):801 ~ 805

0 0
H,NL b o H,NT !
\/\/lY ~ 3 \/\/Il)\/\/
- _
0 _~ 0
CGP 35348 CGP 36742

Fig 1 Structures of selected GABAy receptor antagonists.
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Tab 1 Effect of baclofen and CGPss343 on acquisition of memory

in step through tests in mice(n =10, x t s)

Mean number of errors

Group Latencies(s)
Learning Testing
NS 2.2+1.5 0.9+0.7 247.0+58.4
BAL 2.4+1.4 2.0+0.7°" 145.6+66.0" *
CGPysysg 2.120.7 1.0£0.7 248.5+59.7
BAL + CGPss344 2.2+0.6 1.2+0.6 210.3+57.34°

NS(normal saline, 0.1 ml/10 g, ip) ; BAL(baclofen, 14 mg-kg !, ip); CGPis345(100

mg-kg ', ip); all drugs were given before training; * " P<0.01 vs NS, ¢ P<0.05,
22P<0.01 vs BAL.

EFZF . CGPys34 X1/ R LT T B 89 82 )

BBV N 4 H, EBENGEZSE, 24 h GHEIZIZAE RS, FRBRERF
AT i A S R ICAZILIE BB, CGPasye M B E B ICIZ N E B A HE W BER, HBER
AN TEBR G I EE A ER R, ERERII(E 2),

CPG3s345 - CGP47,, X NaNO, 1& /)M B, 1L 12 TR B P 5 0 3R o)

B EEE L 8 4 21, EBE % )5 LBl 45 NS 8] NaNO, 2 & /b Bl ip CGP3szas B ig
CGPig74> 50 mg-kg '(LATHHEE), 24 h FWIICIZIAERSR . EREZYH, CGPiszusfl CGPygr4r
RE I % 28 NaNO, i s L BERR (3R 2)6
E & . CPGys3 s X/NRACIZ B R

R NEBENL 7 7 4 41, 7EBBEUIZRIS 24 h, MIEHET 60 min 4524, REMBICIZERM S, 4
REW, CGPysyp ' B & o0 E E SN RMICIZENER (% 3).
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Tab 2 Effect of baclofen, CGP35343 and CGP;¢74; on consolidation of memory

in step down tests in mice

Mean number of errors( 7 * )

Group n Latencies(s)
I.earning Testing

NS 11 1.6+0.7 0.2+0.4 280.2+47.7
BAL 10 1.5+1.0 1.2+0.8"" 165.1+117.0°
CGPss3as 10 1.520.7 0.3+0.7 285.1+39.9
BAL + CGPjs345 10 1.440.5 0.4+£0.5% 270.2+55.8%
NS+ NS 10 1.740.7 0.3+0.5 267.9+64.1
NaNOQ, + NS 10 1.6+0.7 1.4%0.7° " 171.4+105.4"°
NaNQ, + CGPis345 10 1.5+0.5 0.4+0.5°° 268.0+53.4°
NaNO, + CGPse74 11 1.5+0.5 0.4+0.5%°° 271.0+47.2°

NaNO,(125 mg-kg™!, sc), CGPs4742(50 mg-kg !, ig): other drugs were the same as Tab 1.
*P<0.05, "*P<0.01, """ P<0.001 vs NS(or NS+ NS); 4P <0.05, ©©P<0.01,
444 Pp<0.001 vs BAL(or NaNO, + NS).

CPGis34s B CGPyr, XF 30% Z B 5/ B IC I BB I BE B3 B0 82 1)

¥/ANEBETLS A 4 A, fEBEEIZRE 24 b, MIEHT 60 min, 7+ 5145 NS 530 % ZEE b FE#9 /MR
CGPis34 3 CGPsg74y, REMBICIZ AL SR KW, COPisaun CGPrsrin FIHE R EELE 30%
ZRFFBMICILERER(F 3),

Tab 3 Effect of baclofen, CGP;s5345 and CGPy47,, on retrieval of memory

in step through tests in mice

Mean number of errors(.i * s)

Group n Latencies(s)
Learning Testing

NS 10 2.6+0.5 0.8+0.8 235.5+51.8
BAL 11 2.55£0.8 1.940.9° 175.8+76.2
CGPsszes 11 2.5£0.9 0.9+0.7 244.1+59.8
BAL + CGPys348 11 2.5+0.5 1.0+0.8° 234.7£65.1
NS+ NS 11 2.820.8 0.9+0.8 254.3£52.9
NS + Alcohol 12 2.8£0.9 2.2+1.3" 160.8+87.1" "
CGPjs348 + Alcohol 12 2.9%1.1 1.340.9° 230.5+58.5°
CGP3747 + Alcohol 12 2.7%0.5 1.1+0.8% 233.6+62.3°

Alcohol(30% 0.1 ml/10 g, ig), other drugs were the same as Tab 2. * " P<0.01 vs NS(or NS
+NS); “P<0.05 vs BAL(or NS+ alcohol) .

W’

GABA il GABA,, GABAg il GABA. 3 M Z K EIEM, GB-R TZ A TH & R4,
GB-R ¥ & WM £ Fi 258 1 A A B . GB-R 55155 09 17 F 802 B PR o iE, #EW ol B Fit
TR LA A MR ER ., 8 EH GB-R f#EHH0 3APS(3-aminopropane sulphonic acid), %
BHEE, X GABA, ZEH B3 1E M . Phaclofen [4-(chlorophenyl)-3-aminopropyl-phosphonic acid ]
1 2-OH-saclofen F[ 3 HEMIE A F GB-R, EAREFHE MM, #H89 GB-R #HHH EEAK S
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CGPisys 2 F R 5 — V] 2555 LA R B GB-R #5457, (H5 GB-R EM K, BEAELRH
'k, oo CGP35348%*@1§§UE%% GB-R ##i7 0 CGPsg742, Bk H B HORE .
1993 5 AHIE CGPisas FI LB R B E BT B CIZER, RINMPERE AR (BIERS
W), RERERRIIZAEAHEZR KL NaNO, 5[ EMCIZER AEER, H EH CGPag4 7l
B CGPysas B — B A RIFIER, HNIRER, T CGPssrey BEA LAATR

GB-R ®HHifl sk ES JiIC BB REETRE T RFZHHMLERMAEAR (Gl ZFHEE
BE. .ZEBRERSHEN, FHELRRSE; CHOPREEE.LZF'T LR EEEEERT{EH#
12,85 KW KR Glu E—EEE N B LR R #1212, TP R EFHER R ENTIEHER
ICIZEHHLE R4, GBR EHRF M TR EEMHERMEEA, RIOEIREERMYE
(LTP), ¥in#Zmay ek, mthmEEABE R, £ 0ZhE—eER. b, BIF
I TAEF B, GB-R L ] 7 & K KR 18 B/ cAMP K ¥, cAMP K PH & vl 451185 LTP,
F AR 5% S0 H XM o-fos BEFREMEHITIZE, GBR B UEFEEIEREGH
EOARERENL, FREHR,

GABA, Z AL H AT ek Bic 128, (H0] = £ 5K, T GB-R BHHATZ LT HRE, XYW
GB-R #EHFHI A R/, AT RIETR GB-R #HHFIH ER A F A MBI/ HEEHRR
HIE5Y,

i R L Ciba-Geigy 23 7] B GB-R #HHiH .
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IMPROVEMENT OF LEARNING AND MEMORY FUNCTIONS
BY GABAg RECEPTOR ANTAGONISTS IN MICE

ZF Yu™, BR Hu and GJ Cheng* *

( Department of Pharmacology, ** Cancer Institute, Sun Yat-Sen University of
Medical Sciences, Guangzhou 510089)

ABSTRACT  In one trial passive avoidance response in mice, the effects of y-aminobutyric acid
( GABA )g receptor agonist baclofen and antagonist CGPj3s343 and CGPig74, on  acquisition,
consolidation and retrieval of memory were observed. The results showed that the antagonists could
significantly promote the acquisition impairment induced by baclofen, the consolidation impairment
induced by baclofen and NaNQ,, and the retrieval impairment induced by baclofen and 30% alcohol.
These results suggest that the GABAg receptor antagonists may become a novel type of drug for the
treatment of Alzheimer’s disease.
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