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Table 1 Physical corstants and elemental analysis of compounds 1 - 20
Found (caled) /| %
No. NR;jR, X R R, Formula Mp/ C C H N
1 NmrGH), H 2 4-diF Cy HyyF, N, O 142 - 143 71 .18(71 35)  6.43(6.53)  7.47(7.56)
2 N(rGeHys), H 2 4-diF Cys Hig F, N, O 132- 134 74.11(74.01)  7.95(7.93)  6.22(6.17)
3 Piperidino H 2 4-diF Cy HyyF, N, O 221 .5- 223 70 .85(71 .19)  5.68(5.65)  7.94(7.91)
4 Morpholino H 2 4-diF CoHiFa N, O 183 - 184 .5 67.49(67 .41)  5.00(5.06)  7.79(7.87)
5  NrGoHys), H 2-Q,4-CH, Cyo H3o CIN, O 112- 114 74 86(74.57) 8.58(8.42)  5.89(6.00)
6 N(mrCgHpy), H 2-CH, 4-Cl Cyo Hy AN, O 124 - 125 74.71(74 .57) 8.67(8.42)  5.70(6.00)
7 N(rGHy), H 2-Q,4-CH, Cy; Hy, (IN, O 171 - 172 72.04(72.14)  7.08(7.11)  7.23(7.32)
8§ NmrGH;), H 2-CH, 4-Cl Cy3 Hyy AN, O 174 72.10(72.14)  7.18(7.11) 7.35(7.32)
9 N CH(CHs), I, H 2-Cl,4-CH, Cy Hy; AN, O 237 - 238 72.05(72.14)  7.16(7.11)  7.38(7.32)
10 N CH(CHy), ], H 2-CH; 4-C Cy3 Hyy AN, O 265 - 266 72.09(72.14)  7.13(7.11)  7.27(7.32)
11 Piperidino H 2-Cl,4-CH, Cy Hy CIN, O 169 - 170 72.20(72.02)  6.28(6.32) 7 .34(7.64)
12 Piperidino H 2-CH; 4-C Cy Hys AN, O 162 72.51(72.02)  6.35(6.32)  7.65(7.64)
13 Morpholino H 2-Qa,4-CH, Cy Hy AN, O, 181 68 .42(68 .38)  5.57(5.74)  7.46(7.59)
14 Morpholino H 2-CH, 4-Cl Cy Hy AN, O, 154- 156 68 .51(68 .38) 5.73(5.74)  7.63(7.59)
15 Pyrrolidino H 2-Cl,4-CH, Cy Hy CIN, O 214 - 215 71 .41(71 .48)  6.01(6.00)  7.82(7.94)
16 NmrGH), H 3 4-dia Cy Hyy LN, O 185 - 186 65.59(65.68) 5.75(5.76)  6.86(6.96)
17  Piperidino H 3 4-dia Cy Hyy (1, N, O 264 - 265 65.01(65.12)  5.26(5.20)  7.31(7.23)
18 NmrGH), 5 Br 3 4-dia Cy, Hy3 Br(l, N, O 115- 116 65.59(65.68) 5.75(5.76) 6 .86(6.96)
19 NrGH), 5 Br 2 4-diF Cy Hy; BrF, N, O 132- 133 59.20(58 .81)  5.15(5.16)  5.98((6.23)
20 N(rGgHp)s 5NO, 2 4-diF Cys HisF5 N, O 175 - 176 63.43(63.61)  5.26(5.54) 10.02(10.12)
Table2 MS,'HNMR and IR spectral data of compounds 1- 20
No. HNMR(CDC,)/8 IR( KBr)/cm™' FAB- MS( m/z)
1 8 .28(s,1H) ,7.67(d,1 H),7.61(q,lH),7.36(d,1H),7.28(t,1H),7.15(t,1 H) ,6.97( m,2H) , 3220 ,2966 ,1626 ,1260  471( M*)
3.84(s ,2H) ,3.26 .3 .13(tt ,4H) ,1 .65(b,4H) ,0.819,0.713(t,6H)
2 8 .34(s 1 H) ,7.66(d 1 H) ,7.57(q,1H) ,7.32(d,l H) ,7.19(t,1 H) ,7.11(t.1H) ,6.95( m ,2H) , 3250 ,2940 ,1620 455(M")
3.8(s,2H) ,3.27,3.13(tt,4H) ,I .43 - 0.83(m,22H)
3 8 .27(s 1 H) ,7.69(d,1 H) ,7.56(q,l H) ,7.36(d 1 H) ,7.22(t,1 H) ,7.13(t,l H) ,6.09( m,2H) , 3500 ,2980,1630,1160  355( M*)
3.83(s.2H) ,3.33 .1 .5,1 .26(10H)
4 8 .31(s,1H) ,7.67(d,1H) ,7.52(m 1H) ,7.37(d,1 H) ,7.25(t,1H) ,7.15( m,l H) ,7.00( m ,2H) , 3390 ,2950,1620,1200  357( M*)
3.84(s,2H) ,3.53(b,4H) ,3.35(b ,4H)
5 7.95(s 1 H) ,7.76(d,1 H) ,7.35- 7.12( m,6H) ,3.65(s ,2H) ,3 .23(s,2H) ,3.01(s ,2H) , 3210 ,2927 ,1619 467( M)
2.26(s ,3H) ,1 .39 - 0.84( m,24H)
6 8 .15(s,1H) ,7.76(d 1 H) ,7.35- 7.12(m,6H) ,3.65(s,2H) ,3.23(s,2H) ,3.01(s ,2H) , 3209 ,2927 1618 ,1456  467( M*)
2.26(s ,3H) ,1 .39 - 0 .84( m,24H)
7 8 .12(s,1H) ,7.54(d,1H),7.33-7.12(m,6H) ,3.63(s,2H) ,3.23(t,2H) ,3.02(t,2H) , 3205 ,2960 ,1614,1456  383( M*)
2.25(s ,3H) .1 .41( m,4H) ,0.82(t,3H) ,0.67(t,3H)
8 8.23(s,1H) ,7.79(d 1 H) ,7.42- 7.11(m,6H) ,3.76(s ,2H) ,3 .24(t,2H) ,3.05(t,2H) , 3236 ,2967 1616 ,1456  383( M*')
2.41(s ,3H) |1 .44(q,2H) ,1 .40(q.2H) ,0 .82(t,3H) ,0.67(t,3H)
9 7.92(s 1 H) ,7.78(d,1H) ,7.34- 7.10( m,6H) ,3.65(s ,2H) ,3.77(m,l H) ,3.25(m,1H) , 3237,2929 1616 ,1448  383( M*)
2.25(s ,3H) ,1.33(d,3H) ,0.83(s,3H)
10 8 .21(s,1H) ,7.77(d 1 H) ,7.38 - 7.10( m ,6H) ,3.96(s ,2H) ,3 .83( m,1 H) ,3.28( m,1 H) , 3224 ,2966 ,1615,1456  383( M*')
2.40(s ,3H) ,1.33(d.,3H) ,0.82(s,3H)
11 8.50(s,1H) ,7.75(d 1 H) ,7.31 - 7.13(m,6H) ,3.63(s,2H) ,3.43(s,2H) ,3.11(S 2H) , 3290 ,2970,1626 ,1448  367( M*)
2.22(s ,3H) ,1 .46 - 1 .38( m,6H)
12 8 .33(s,1H) ,7.79(d 1 H) ,7.35- 7.11( m,6H) ,3.77(s ,2H) ,3.46(s ,2H) ,3.13(S ,2H) , 3290 ,2970,1626 ,1448  367( M*")
2.41(s ,3H) |1 .44- 1 .35(m,6H)
13 8.02(s,1H) ,7.72(d 1 H) ,7.37- 7.16(m,6H) ,3.66(s,2H) ,3.53(s,4H) ,3.32(s 2H) , 3253 ,2910,1623,1456  369( M™)
3.18(s,2H) ,2.25(s ,3H)
14 8 .32(s,1 H) ,7.85(d 1 H) ,7.45- 7.20( m,6H) ,3.86(s,2H) ,3.58(s,4H) ,3.30(s ,2H) , 3253,2916,1614,1456  369( M*)
3.24(s ,2H) ,2.48(s ,3H)
15 8.00(s,1H) ,7.73(d,1H) ,7.35- 7.14(m,6H) ,3.62(s,2H) ,3.38(s,2H) ,3.17(s ,2H) , 3268 ,2977 1618 ,1448  353( M*)
2.24(s 3H) ,1 .78(s ,4H)
16 8 .67(s .1 H) ,7.50(s 1 H) ,7.49- 7.01( m,6H) ,3.83(s,2H) ,3.36(t.2H) ,3.26(t.2H) , 3268 ,2962,1625 ,1457  403( M*)
1.60( m,4H) ,0 .88( m ,6H)
17 8 .40(s,1 H) ,8.13(s,1H) ,7.63- 7.09( m,6H) ,3.85(s,2H) ,3.53(s,2H) ,3.32(s ,2H) , 3237,2929 1616 ,1448  387( M*)
2.02(s,3H) ,1 .66 - 1 .34( m,6H)
18 9 .43(s 1 H) ,7.45(s 1 H) ,7.23- 6.67( m,6H) ,3.72(s ,2H) ,3.46(t,2H) ,3.35(t,2H) , 3268 ,2929 ,1625,1457  483( M)
1.72(m,4H) ,0.96( m ,6H)
19 9 .43(s,1H) ,7.45(s,1H) ,7.23- 6.67( m,6H) ,3.72(s ,2H) ,3.46(t,2H) ,3.35(t,2H) , 3253 ,2964 1625 1450  449( M*)
1.72( m,4H) ,0.96( m ,6H)
20 9 .34(s,1 H) ,8.42(d 1 H) ,7.7(q .1 H) ,7.24( m,1 H) ,7.07(d 1 H) ,6 .85( m ,2H) ,3.77(s ,2H) , 3250,2950,1630,1260  415( M*")
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Displacement of [® H] PK 11195 binding

from peripheral berzodiazepine receptor by
compounds 1 - 20
Concentration/  Inhibition/ Concentration/  Inhibition/
Compd. oo o Compd e %
1 1073 100 11 10°° 88
2 10°° 82 12 10°° 91
3 10°° 91 13 1077 25
4 10-° 53 14 1077 21
5 10°° 84 15 1077 70
6 10°° 91 16 1077 97
7 10°° 96 17 1077 4
8 10-° 95 18 1077 97
9 10°° 51 19 1077 94
10 10°° 38 20 1077 100
Table 4 Antianxiey effects of compounds

measured in the elevated plus maze

Compd . n % of number in % of time in
the open arms the open arms
1 10 41 £22° 29 +29°
2 9 38 £23° 44 £75°
3 6 25 +13 9 %6
16 7 26 £20 22 +22
18 10 43 +19" 47 %427
CMC 10 18 17 21 £42
Diazepine 10 51 +20° 47%42°

" P < 0.05 compared with CMC ( Dunnett s test) ; Dose: 1

mg'kg'I ; CMC: 0.5 % Carboxymethyl cellulose sodium

Table 5

Effect of compounds on picrotoxin
induced convulsiors in mice ( n=28)

Compd. Dose/ mgekg™' Incubation period/s

Onset time of convulsions/s

1
1
2
18
18
18
CMC

10
20
10

1
10
20

781 +351
561 £103
547 £73

792 £190
900 £300
760 £292
710 £218

20 £7
28 8
21 £12
21 £14
18 10
12 %10
23 9
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. ( GFxsy) ( Heo)
1 2224 )-3 (1)
(228.2 ¢g) (100 g) .
(293.3 g) 500 mL , 36 h
1 % HA , 3-(2,
4 ) 140 g. 3-(2 .4 )
(0.01 mol) (0.03 mol)
25 mL -407C,
(0.01 mol) , -20°7C 0.5
h, (0.0l mal) , ,
1 h, (
- =1:2), , .
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, 120 C ,
H 50 mL, ,
( -
=1.5), .
1-20.
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SYNTHESIS AND ANTTANXIETY ACTIVITY OF
2- ARYI: 3 INDOLACETAMIDE DERI VATI VES

ZHOU Yong, YANG Hong ju, YIN Mingzhao, YAO Xia jun, YUN Liu hong
(Academy of Mlitary Medical Science , Institute of Pharmacology and Toxicology , Beijing 100850 , China)

ABSTRACT: AIM To search for antianxiety drugs with fewer side effects and improved activities. METHODS
Reaction of aryl compounds with succinic anhydride to give benzoylpropionic acid. Then, the benzoylpropionic acid was
converted to its mixed anhydride with ethyl chlorcformate , and the intermediate reacted with the amine of choice to afford
the corresponding amide . The amide was reacted with the appropriate phenylhydrazine and anhydrous zinc chloride . A
series of 2-aryl3-indolacetamides derivatives with different substituted groups in their phenyl rings and indole groups were
synthesized. RESULTS Twenty new compounds have been synthesized. Their structures were confirmed by IR,
"HNMR, MS and elemental analysis. The antianxiety activities were screened. The structure-activity ralationship has
been studied. CONCLUSION Mt of the compounds was shown to bind to peripheral berzodiazepine receptor with
high affinity . Several compounds exihbited marked antianxiety effects in animal experiments without seizure effects .

KEY WORIS: indole ; antianxiety ; peripheral benzodiazepine receptor





