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Tab 1.

Effects of clonazepam on cyclic nucleotide contents in plasma and cerebellum increased by

4-isopropyl-2,6,7~trioxa-1-phosphabicyclo(2,2,2)octane 1-oxide (IPTBP). Number of rats in parentheses,

X+SD, *p>0.05, **p<C0.05,***p<C0.01

Dose Plasma level (pmol/ml) Cerebellar level (pmol/mg protein) .
Drugs mol/kg)  cAMP cGMP cAMP cGMP Convulsion
Control 32+14 an 7+5 an 11050 (11) 4.0%+1.1 an
IPTBO 0.26 30+12% ( 4) 7.2%2.5%C 4 10060%C 4) 6,5+2.9%* ( 4) No
70-40***( 8) 10+4* ( 8) 72+20%C 8)  30k&5*** (&) Yes
IPTBO 0.47 27+3* (2) 4,2%+0,9*C 2) T7+4% (2) 8.8+2.,3"**( 2) No
80+30*""( 7 84+4* (D 70£30%C 7)  27+13*** ( 7) Yes
Clonazepam 9.50 24£10% ( 8) 4.1+1.9%(C 8 904+30%C 8) 3.6+0.9% ( 8
IPTBO + 0.47
Clonazepam 9,50 344+23* ( 8) 3.54+1,3*( 8 120£50%C 8) 4,0+1.9* ( 8 No
Tab 2. Effects of anticonvulsants on convulsions induced by soman,
D Dose n Convulsions in rats
rugs (umol/kg) Severe Moderate Mild None
Soman 0.49 8 4 1 2 1
Soman + 0.49
Diazepam 17.6 8 3 3 2
Soman 0.33 5 2 1 2
Soman + 0.33
Scopolamine 4.16 6 8 1 2
Soman + 0.33
Diazepam + 17.6 7 3 4
Scopolamine 4,16
Mild, Tremor of tail; Moderate; Four limbs upturned and twitched occasionally; Severe; Four limbs

twitched and whole body jumped up occasionally,
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Tab 3.

increased by soman, Number of rats in parentheses, X-+-SD,
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Effects of diazepam and scopolamine on ¢yclic nucleotide contents in plasma and cerebeilum

*p>0.05, **p<C0.05, ***p<C0.01

Dose Plasma level(pmol/ml) Cerebellar level(pmol/mg protein)
Drugs (umol/kg)  cAMP cGMP CAMP cGMP Convulsion
Control 46418 (6) 8.44+2.8 (6) 110240 (6) 5.3+1.0 (6
Soman 0.49 90+40""(7) 13+6* (D 90+50*(7) 124" (7) Yes
89.6 (1) 13.1 (1) 119.7 (1) 5.98 (¢)) No
Soman 0.33  110£50**(3) 18£5%**(3) 132::226*(3) 8.9+0.5***(3) Yes
Scopolamine 4.16 644+15* (6) 15+4***(6) 140+40%(6) 8+3" (6)
Diazepam 17.6 39-+19* (7) 7.1+£1.0%(7) 100-£50*(7) 4,0£2.0% (D
Soman -+ 0.49  195+8***(6) 1246* (6) 744:10*(6) 4,1+1.6% (6) Yes
Dijazepam  17.6 27+11% (2) 8+4* (2 125+13%(2) 5.3+0.2* (2) No
Soman + 0.33 66126* (4) 24+17* (4 1004 40*(4) 5.31+2.2*% (4) Yes
Scopolamine 1,16 42-519* (2) 14+4* () 120-£50%(2) 64" (2) No
Soman + 0.33
Diazepam + 17,6 69+19* (3) 6.412.4%(3) 1304+30%(3) 63" (3) Yes
Scopolamine 4.16 47£9* (4)  10.8+1.9*(4d) 150:£ 40*(4) 543" (4) No
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Effects of anticonvulsants on cyclic nucleotide contents in plasma and

cerebellum of convulsive rats!

JIANG Zi-Hui, CHENG Gui-Fang, CHEN Jia, WANG Li-Ping, ZHOU Ting-Chong
(Institute of Basic Medical Sciences, Chinese Academy of Military Medical Sciences, Beijing 100800)

ABSTRACT With radioimmunoassay of
cyclic GMP and protein binding radiometric
assay of cyclic AMP we studied the effects
of clopazepam, diazepam and scopolamine
on cyclic nucleotide contents in plasma and
cetebellum of convulsive rats. Bicyclic phos-
phoester and soman induced convulsion in
rats. Both bicyclic phosphoester (.26 umol
/kg ip) and soman ((.49 pmol/kg sc) caus-
ed the increase of cerebellar cyclic GMP
from 4.0+1.1 to 30+5 pmol/mg protein,
p<<0.01 and 5.3+1.0 to 12+4 pmol/mg
protein, p<C(.01 respectively: plasma cyclic
AMP from 32414 to 70-+40 pmol/ml,
p<0.01 and 46-+18 to 90+40 pmol/ml,

p<0.05 respectively. Clonazepam blocked
the increase of plasma cyclic AMP and
cerebellar cyclic GMP induced by Bicyclic
phosphoester. Diazepam prevented an
increase of cerebellar cyclic GMP which was
induced by soman.

KEY WORDS convulsants; anticonvulsants;
cyclic nucleotides; plasma; cerebellum; soman;
4-isopropyl-2,6,7-trioxa-1- phosphabicyclo
(2,2,2)octane 1-oxide; organophosphorus
compounds
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