Table 9. Theinhibitory effect of compounds (26-30) on neutrophil superoxide formation (in

Vitro)
R, EtOOC R,
N
H
Ry’
Inducer: fMLP (0.3 uM)/ cytochalasin B (5 pg/ml)
Animal: Rat (Sprague Dawley) Inducer: PMA (3 nM)
No. Conc. R, R, Ry Super oxide Formation (nmol/10° cells/30 min)
(UM) fMLP % inhibition PMA % inhibition
Control 245+0.21 7.34+0.26
26 10 COOEt F a 2.63+0.37 -6.27+84 6.66+0.71 89+10.2
30 248+0.37 -0.8£10.7 4.81+0.59* 34.4+7.6*
Control 245+021 7.34+0.26
27 10 COOEt F F 2.33+0.23 49+33 6.37+0.44 13.2+4.7
30 2.22+0.30 99+7.7 5.48+0.63 25379
Control 4.28+0.08 8.36+0.79
28 10 H a F 4.08£0.21 47+3.6 7.63+0.61 84422
30 4.23+0.12 12+11 7.62+0.52 6.4+13.0
Control 245021 7.34+0.26
29 10 H F OCH; 2.56+0.34 -4.7+7.0 6.06+0.22 17.1+5.7
30 2.37+0.33 40+6.9 6.34+0.77 11.7+124
Control 4.28+0.08 8.36+0.79
30 10 H c H 4.12+0.34 40+6.2 8.22+0.20 0.3t6.9
30 4.28+0.14 0.2+18 7.95+0.17 35+7.1
Control 4.28+0.08 8.36+0.79
TFP 1 -- - 6.02+0.13 27.6+4.2
3 4.16+0.27 1.746.6 3.73+0.27** 55.449.4**
5 3.17+0.09* 24.2+45.3 - -
10 0.81+0.22** 79.5+4.2%* 1.39+0.16** 83.3+5.8**
ICs 6.6£0.2 uM 2.7£0.6 uM

*P 0.05**P 001N 3;--, notdetermined

Triperazine (TFP): positive control
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Table 10. Theinhibitory effect of compounds (31-37, 39-41) on neutrophil superoxide

formation (in vitro)

@]
Re COOCH ,CH34
N
H
Ry R4
Inducer: fMLP (0.3 uM)/ cytochalasin B (5 pg/ml)
Animal: Rat (Sprague Dawley) Inducer: PMA (3 nM)
Conc. Super oxide Formation (nmol/10° cells/30 min)
No. Rs Ry’ R4
(UM) fMLP % inhibition PMA % inhibition
Control 4.28+0.08 8.36+0.79
31 10 c F H 351+0.14 181+2.1 6.86+0.60 16.3+10.5
30 3.19+0.09* 255+1.0% 7.87+0.68 5.6+2.9
Control 4.28+0.08 8.36£0.79
32 3 a c H 3.05+0.16 27.4+6.2* - -
10 1.80+0.03** 57.242.5%* 6.90+0.38 16.5+6.3
30 0.12+0.05** 97.0+1.3** 9.74+1.60 -15.0£9.7
ICso 6.8+0.8 UM
Control 4.28+0.08 8.36+0.79
33 10 a OCHj3 H 3.04+0.27+* 29.1+5.0%* 7.62+0.75 7.6+106
30 2.88+0.18** 32.7£3.5* 9.65+1.82 -134+12.7
Control 245+021 7.34+0.26
34 10 a H H 2.32+0.24 4.6+6.1 9.79+0.57 -345+4.4
30 2.39+0.16 1.0+53 9.40+0.76 -28.9t6.4
Control 4.28+0.08 8.36x0.79
35 10 F F H 3.19+0.12* 255+15* 7.16+0.13 12.9+7.6
30 2.97+0.18** 30.7£3.0** 6.38+0.86 23952
Control 4.28+0.08 8.36+0.79
36 3 F c H 3.33+0.60 228+8.8 - -
10 2.58+0.30* 39.3+5.6* 7.26+0.44 10.6+135
30 151+0.15** 64.3£3.5%* 7.05+0.78 15.4+6.0
ICso 13.8+1.0 uM
Control 4.28+0.08 8.36+0.79
37 10 F OCH3 H 347+0.24 18.9+45 6.09+0.17 26.1+5.7
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30 3.34+0.22 22052 5.77+0.16 294+81
Control 4.28+0.08 8.36+0.79
39 10 OCHj3 F H 357+0.23 16.7+4.2 6.07+0.34 25.3+10.8
30 3.13+0.30* 27.0t5.9* 7.55+0.20 8516.2
Control 4.28+0.08 8.36+0.79
40 3 OCHj3 c H 3.78+0.36 115+2.6 - -
10 2.88+0.26** 324+1.6%* 6.21+0.41 25.1+338
30 1.43+0.15** 66.3+1.6** 7.16+0.69 14.0+5.6
ICso 16.7+1.0 uM
Control 245+0.21 7.34+0.26
41 10 OCH3 H F 2.08+0.25 14.6+2.2 10.2+0.35 -39.8+6.3
30 2.13+0.19 121429 10.2+0.62 -39.3£2.2
Control 4.28+0.08 8.36+0.79
TFP 1 - - 6.02+0.13 27.6+4.2
3 4.16+0.27 17+6.6 3.73+0.27** 55.4+0.4**
5 3.17+0.09* 24.2+5.3* - -
10 0.81+0.22** 79.5+4.2%* 1.39+0.16** 83.3+5.8**
ICsp 6.6+0.2 uyM 2.7+0.6 uM

*P 005 **P 001N 3;-,notdetermined

Triperazine (TFP): positive control



Table 11. Theinhibitory effect of compounds (43, 44) on neutrophil superoxide formation (in

vitro)
@)
Re
N
H
Ry’
Inducer: fMLP (0.3 uM)/ cytochalasin B (5 pg/ml)
Animal: Rat (Sprague Dawley) Inducer: PMA (3 nM)
Conc. Super oxide Formation (nmol/10° cells/30 min)
No. Re Ry’
(M) fMLP % inhibition PMA % inhibition
Control 4.28+0.08 8.36+0.79
43 10 F F 3.21+0.19* 25.0+4.4* 9.60+0.85 -14.9+19
30 3.37t0.22 21.4+4.2 9.76+0.90 -16.7+2.1
44 10 OCHjs a 2.88+0.15** 32.7+2.3** 8.81+0.11 -7.23t9.9
30 2.81+0.11** 34.2+2.8** 10.0+0.62 -21.1+39
TFP 1 - - 6.02+0.13 27.6+4.2
3 4.16+0.27 1.7+6.6 3.73+0.27+* 55.4+9.4**
5 3.17+0.09* 24.2+5.3* - -
10 0.81+0.22** 79.5+4.2*%* 1.39+0.16** 83.3t5.8**
ICs0 6.6+0.2 uM 2.7£0.6 pM

*P 005**P 001N 3;--, notdetermined

Triperazine (TFP): positive control



Table 12. Theinhibitory effect of compounds (45-51, 53-55) on neutrophil superoxide

formation (in vitro)

@]
Re COOH
N
H
Ry R4
Inducer: fMLP (0.3 uM)/ cytochalasin B (5 pg/ml)
Animal: Rat (Sprague Dawley) Inducer: PMA (3 nM)
Conc. Super oxide Formation (nmol/10° cells/30 min)
No. Rs Ry’ R4
(UM) fMLP % inhibition PMA % inhibition
Control 4.28+0.08 8.36+0.79
45 10 c F H 342+0.20 20.3+33 6.52+0.10 20.4+8.2
30 2.50+0.22** 39.6+4.2** 6.58+0.33 20.2+6.4
Control 4.28+0.08 8.36+0.79
46 3 a c H 3.61+0.16 14.7+4.3 - -
10 2.77+0.39** 35.0+7.4** 7.14+0.42 13.8+4.5
30 2.10+0.16** 50.6+0.5** 747+0.74 10.6+0.4
ICso 24.9+3.2 uM
Control 4.28+0.08 8.36+0.79
47 10 a OCHj3 H 3.26+0.20 23.7+4.5F 6.34+0.23 23244
30 3.05+0.17** 28.8+2.8* 7.30+£0.55 104+124
Control 245+021 7.34+0.26
48 10 a H H 2.00+0.22 17.7£36 7.17+0.99 15+130
30 1.94+0.23 194+84 6.71+0.81 85t6.4
Control 4.28+0.08 8.36x0.79
49 10 F F H 3.54+0.22 17.5+36 7.53+0.56 8.6£9.1
30 3.24+0.21* 24443 9* 6.91+1.06 17.8+6.7
Control 4.28+0.08 8.36+0.79
50 10 F c H 340+0.16 205£33 7.43+0.33 8.8+12.3
30 2.96+0.24** 31.0+4.4** 6.58+0.15 198+7.7
Control 4.28+0.08 8.36+0.79
51 10 F OCH3 H 3.20+0.16* 253+2.5* 6.53+0.61 21.7+2.3
30 3.11+0.22* 275+4.0* 6.48+0.39 21.5+6.1
Control 4.28+0.08 8.36+0.79
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53 10 OCHj3 3.26+£0.28* 24.0£5.2* 6.47+0.32 21.9+35
30 2.91+0.08** 32.0£2.0** 6.47+0.68 226420
Control 4.28+0.08 8.36x0.79
54 10 OCHj3 3.19+0.06* 255+0.8* 7.80+0.80 6.3t6.9
30 242+0.11** 43.3+2.6** 6.73+0.27 17.5+10.7
Control 245+021 7.34+0.26
55 10 OCH3 2.03+0.29 17.3+11 6.72+0.79 7.9+9.1
30 1.99+0.21 184+25 5.28+0.94 28.3+8.3
Control 4.28+0.08 8.36+0.79
TFP 1 - - 6.02+0.13 27642
3 4.16+0.27 17+6.6 3.730.27** 55.4+9.4**
5 3.17+0.09* 24.245.3* - -
10 0.81+0.22** 79.5+4.2%* 1.39+0.16** 83.3+5.8**
ICsp 6.6+0.2 uM 2.7+0.6 uM

*P 005 **P 001N 3;-,notdetermined

Triperazine (TFP): positive control
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Table 13. Theinhibitory effect of compounds (26-30) on neutrophil degranulation (in vitro)

R, EtOOC R,
N
H
Ry’
Animal: Rat (Sprague Dawley) Inducer: fMLP (1uM)/ cytochalasin B (5 pg/ml)
Conc. . Per cent Release
No (um) B -Glucuronidase % inhibition Lysozyme % inhibition
Control 31.2+2.6 70.9+4.3
26 10 COOEt a 280+34 10.9+4.4 66.3+4.7 6.5+1.6
30 25730 17.9+52 61.6+5.1 13.3+26
Control 31.2+2.6 70.9+4.3
27 10 COOEt F 29.8+2.0 42+18 66.7+3.3 57+30
30 259+24 17.1+10 59.2+5.1 16.6+2.6
Control 35.1+10 49.6£2.4
28 10 H F 35.6+16 -1.1+45 56.2+4.5 -13.0£5.9
30 36.7+1.7 -4.2¢4.7 55.7+3.9 -12.3+6.9
Control 31.2+2.6 70.9+4.3
29 10 H OCH; 324+24 -3.9+4.3 76.2+3.1 -7.7425
30 385+3.2 -23.6+5.0 85.9+7.1 -21.2+6.7
Control 35.1+1.0 49.6+2.4
30 10 H H 36.2+1.8 -31+55 64.7+45 -30.2+4.4
30 36.9+2.9 -5.0t7.5 62.9+2.8 -26.9+2.6
Control 35.1+1.0 49.6+24
TFP 3 36.1+0.6 -3.7+29 57.5+04 -17.8+2.8
10 15.5+0.4** 55.240.2%* 31.5+4.3 35.3+6.3*
30 80+1.1** 76.7+4.0** 10.2+2.6%* 79.2+3.8**
ICso 10.6+£0.9 uM 13.2+0.7 uM

*P 005**P O0O0LN 3

Trifluoperazine (TFP): positive control



Table 14. Theinhibitory effect of compounds (31-37, 39-41) on neutrophil degranulation (in

vitro)
@]
Re COOCH ,CH34
N
H
Ry R4
Animal: Rat (Sprague Dawley) Inducer: fMLP (1uM)/ cytochalasin B (5 pg/ml)
No. Conc. R, Ry Per cent Release
(M) B -Glucuronidase % inhibition Lysozyme % inhibition
Control 351+1.0 49.6+24
31 10 cl F H 28.3+34 19.7+8.3 38.3+5.1 22.3+109
30 251434 289+8.3 36.1+6.6 27.1+128
Control 351+1.0 49.6+2.4
32 10 cl c H 259+1.7 26.4+44 416+1.6 159+1.6
30 17.7£3.3** 49.6+£9.4** 30.8+2.3* 37.9+2.5*
Control 35.1+10 496124
33 10 C  OCHs; H 30.4+1.4 13.2+4.6 50.3+3.8 -1.0£30
30 30.8+0.9 12.3+34 46.2+3.6 7.1+31
Control 31.2+2.6 70.9+4.3
34 10 a H H 304+3.0 25+49 79.1+2.7 -12.0+34
30 28.6+2.8 84+5.6 745+32 -54+31
Control 351+1.0 49.6+2.4
35 10 F F H 30.7+04 125+1.2 51.2+3.6 -2.9+29
30 30.0+0.7 145+2.1 465+4.1 6.5+4.4
Control 35.1+1.0 29.6+2.4
36 10 F c H 28.0+09 20.2+0.3 44.8+6.1 9.1+125
30 20.2+4.0** 42.7+10.9%* 45.1+6.7 6.7+7.6
Control 351+1.0 49.6+24
37 10 F OCH3 H 31.4+1.8 10.7+£3.0 54.8+3.7 -10.5+4.5
30 321+11 8.7+28 54.4+2.3 -0.7+2.7
Control 351+1.0 49.6+2.4
39 10 OCH3 F H 305+1.2 13.2+26 55.0+3.9 -10.6+4.1
30 29.9+09 148+13 53.9+39 -82+29
Control 35110 496124
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40 10 OcCH; d H 322+14 84+37 54.2+2.2 -9.3t2.9
30 26.8+0.5 235+05 465£30 6.4+3.9
Control 312426 70.9+4.3
41 100 OCH; H F 38.7+3.1 -24.0£2.6 785+4.0 -11.0+25
30 38532 -23.6+£5.0 85.9+7.1 -21.2+6.7
Control 351+1.0 29.6+2.4
TFP 3 36.1+0.6 -3.7+29 57.5+04 -17.8+2.8
10 155+0.4** 55.240.2%* 31.5+4.3 35.3+6.3*
30 8.0+1.1** 76.7+4.0%* 10.2+2.6%* 79.2+3.8**
ICso 10.6+£0.9 uM 13.2+0.7 uM

*P 005**P O0O0LN 3

Trifluoperazine (TFP): positive control
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Table 15. Theinhibitory effect of compounds (43, 44) on neutrophil degranulation (in vitro)

Animal: Rat (Sprague Dawley)

O

Ir=

Ry’

Inducer: fMLP (1uM)/ cytochalasin B (5 pg/ml)

Conc. Per cent Release
No. Re Ry’
(M) B -Glucuronidase % inhibition Lysozyme % inhibition
Control 351+1.0 49.6+24
43 10 F F 28711 18.2+2.3 525+5.0 -5.3+£5.3
30 31.0+0.7 11.6+26 54.0+£35 -8.7£2.1
44 10 OCH3 d 26.7+1.6 24.3+3.1 50.8+2.8 -24+25
30 269+14 234425 49.9+25 -0.7£2.1
TFP 3 36.1+0.6 -3.7+29 57504 -17.8+2.8
10 15.5+0.4** 55.2+0.2** 31.5+4.3* 35.3+6.3*
30 8.0+1.1** 76.7+4.0%* 10.2+2.6** 79.2£3.8%*
1Csp 10.6£0.9 uM 13.2+0.7 yM

*P 005**P O00LN 3

Trifluoperazine (TFP): positive control
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Table 16. Theinhibitory effect of compounds (45-51, 53-55) on neutrophil degranulation (in
vitro)

Re COOH
N
H
Ry R4
Animal: Rat (Sprague Dawley) Inducer: fMLP (1uM)/ cytochalasin B (5 pg/ml)
Conc. Per cent Release
No. Ry’ R4
(M) B -Glucuronidase % inhibition Lysozyme % inhibition
Control 351+1.0 73138
45 10 cl F H 314+12 104+34 47.9+2.3 32423
30 299+0.7 14.7+19 45.7+3.3 81+24
Control 351+1.0 49.6+2.4
46 10 cl c H 30.7¢14 12.6+3.7 47.5+£29 42+16
30 20716 154+40 46.7£3.2 58+4.7
Control 35.1+10 496124
47 10 d OCHs H 31710 9.7+32 51.5+4.0 -34£35
30 31.0+11 11.7+£30 51.3+29 -3.3£15
Control 31.2+2.6 70.9+4.3
48 10 a H H 27.9+19 10.2+1.3 734+35 -3.9+5.1
30 24725 21.0+£2.3 69.3+3.8 1746.1
Control 351+1.0 49.6+2.4
49 10 F F H 318+12 9.5+25 54.6+3.2 -9.9+1.2
30 3L7+12 9.8+13 51.0+2.9 -27+11
Control 35.1+1.0 29.6+2.4
50 10 F c H 320+16 89+4.3 535+3.6 -8.0+55
30 305+1.3 13.1+45 51.1+4.3 -2.8+59
Control 351+1.0 49.6+24
51 10 F OCH3 H 31.8+0.5 9.8+1.3 522+17 -5.3+17
30 31.3+1.3 10.9+28 524429 -5.6+£3.3
Control 351+1.0 49.6+2.4
53 10 OCH3 F H 311+12 114+09 55.7+2.9 -122+13
30 30.0+1.0 146+0.7 545+2.8 -9.9+35
Control 35110 496124
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54 10 OCHs c H 32.6+14 7.2+31 55.9+2.2 -12.8+15

30 33014 5.9+2.8 55.2+2.3 -11.2+17
Control 312426 70.9+4.3
55 100 OCH; H F 381+21 -22.6£38 744+3.6 -5.2+4.2
30 35+18 -7.9+4.0 68.2+3.9 3.4+4.3
Control 351+1.0 29.6+2.4
TFP 3 36.1+0.6 -3.7+29 57.5+04 -17.8+2.8
10 155+0.4** 55.240.2%* 31.5+4.3 35.3+6.3
30 8.0+1.1** 76.7+4.0%* 10.2+2.6%* 79.2+3.8**
ICso 10.6+£0.9 uM 13.2+0.7 uM

*P 005**P O0O0LN 3

Trifluoperazine (TFP): positive control
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