Table 32 Theinhibitory effects of compounds 68-79 on neutrophil
degranulation (in vitro)

Anima: Rat Inducer: fMLP 1y M/5u g/ml cytochalasin B
Percent Release
Compound  CONC. =========mmmm e oo
(M M) B -Glucuronidase  (%inh.) Lysozyme (%inh.)
Control 27.2+ 0.5 -- 425+ 2.9 --
68 30 221+ 04 18.8+ 2.5 35.3+ 3.9 17.4+ 4.6
100  23.8+ 1.5 12.4+ 5.6 33.0 4.7 23.2+ 7.0
69 30 221+ 17 18.8+ 5.3 33.2+ 3.1 22,0+ 4.5
100  22.6+ 1.3 17.2+ 35 32,5+ 3.5¢ 23.7+ 6.3
70 30 242+ 13 10.9+ 5.2 32.7+ 2.5¢ 23.1+ 0.9
100  24.0+ 1.5 11.9+ 55 36.0+ 3.7 15.6+ 4.0
71 30 239+07 12.2+ 3.2 34.5+ 3.9 19.2+ 5.2
100 234+ 0.4 13.9+ 2.7 32.4+ 3.7 24.2+ 4.0
72 30 255+ 0.9 6.4t 3.7 34.9+ 4.8 18.6+ 6.5
100  25.3+ 0.3 7.2t 0.9 33.6+ 3.2 21.3+ 2.2
73 30 227+ 06 16.8+ 1.0 29.4+ 2.3 30.8+ 2.6
100 19.9+ 0.1** 26.8+ 1.6 29.4+ 3.6* 311+ 5.6
74 30 307+ 01 -12.8+ 1.9 38.6+ 3.8 9.6+ 3.1
100 259+ 0.6 4.8+ 3.2 33.3+ 36 22.2+ 35
75 30 23321 145+ 6.2 34.8+ 2.5 18.2+ 2.7
100  21.0+ 0.6 22.9+ 2.7 31.6+ 2.8 25.8+ 1.6
76 30 245+ 04 10.0+ 6.6 33.3t 3.9 22,1+ 4.1
100 234+ 05 14.0+ 35 32.2+ 3.6* 24.7+ 4.0
77 10  21.6+ 1.2 20.6+ 4.9 30.8+ 2.8 27.7+ 2.0
30 17.7+ 0.2** 35.0+ 1.3 26.7+ 3.5+* 37.6+ 5.6
100 3.2+ 0.6** 88.1+ 2.1 2.2+ 1.7%* 94.1+ 4.5
ICso 49.3+ 2.6 424+ 1.9
78 30 27.2+ 05 0.2+ 1.7 34.8+ 2.4 18.0+ 1.7
100 22,9+ 1.2 16.2+ 2.9 31.8+ 1.7* 24.9+ 2.8
79 30 250+ 0.3 8.2+ 2.2 35.7+ 4.7 16.9+ 5.6
100 22,9+ 1.0 16.0+ 3.3 28.5+ 2.1** 33.1+ 2.1
TFP 10  30.3t 28 -10.6+ 12.5 453+ 2.7 -7.5+ 4.8
20 154+ 1.8+ 43.3+ 8.2 22.2+ 52** 48.4+ 4.5
30  10.6+ 1.5** 60.9+ 7.0 10.8+ 4.7** 74.9+ 8.6
ICso (U M) 24.4+ 0.5 22.8+ 0.5

N=3; * P<0.05, ** P<0.01 ; TFP:Trifluoperazine (positive control)



Table 33 Theinhibitory effects of compounds 80-82, 124-138 on neutrophil
degranulation (in vitro)
Inducer: fMLP 1y M/5u g/ml cytochalasin B

Anima; Rat

Compound (u M)

Percent Release

B -Glucuronidase (%inh.) Lysozyme (%inh.)
Control 475+ 1.6 - 62.2+ 5.2 -
80 10 401+ 0.3 15.3+ 2.6 50.7+ 6.8 18.8+ 6.6
30 440t 25 7.5+ 3.1 54.5+ 8.1 13.3t 6.6
81 10 385+ 21 18.9+ 3.2 48.6+ 6.5 225+ 4.4
30 343t 1.9 27.7+ 2.7 45.8+ 8.2 275+ 7.6
82 10 446+ 1.9 6.1+ 0.7 55.5+ 6.4 10.9+ 4.7
30 335+ 2.3** 29.3+ 5.3 452+ 7.6 28,5+ 6.8
124 10 387+ 27 185+ 4.5 52.3t+ 9.0 17.3t 8.1
30 36.8t 0.7 221+ 42 49.4+ 85 216+ 8.1
125 10 37.2+ 47 222+ 7.6 48.6+ 8.0 23.0+ 6.9
30 29.0+ 1.3** 9.0+ 1.0 43.3+ 8.8 319+ 9.1
126 10 37.7+ 20 20.6t 1.6 51.8+ 8.6 17.9+ 7.5
30 344+ 0.9* 27.4+ 1.4 49.0+ 8.1 222+ 7.0
127 10 428+ 05 9.5+ 3.3 56.5+ 8.9 10.4+ 7.4
30 372+ 08 216t 15 53.6+ 9.4 15.2+ 8.6
128 10 372+ 1.0 216+ 1.7 51.1+ 8.1 18.8+ 6.8
30 312+ 1.6** 33.9+ 5.6 45.8+ 10.1 28.1+ 11.0
129 10 36.1+ 3.0 23.9t 5.7 50.2+ 7.2 20.2+ 5.3
30 237+ 2.0** 49.7+ 5.9 40.7+ 9.6 35.2+ 11.9
130 10 391+ 18 17.6t 0.9 56.2+ 7.9 10.9+ 5.8
30 438t25 7.8+ 2.2 55.5+ 8.7 11.9+ 7.2
131 10 386% 35 18,5+ 6.9 58.1+ 7.5 7.4+ A7
30 336 1.7* 28.8+ 4.8 53.8+ 10.3 15.3+ 10.4
132 10 366 1.7 22,9+ 3.0 55.3+ 10.3 12.8+ 10.2
30 337+ 1.9** 29.1+ 1.9 52.3t+ 7.0 16.8t 5.0
133 3  30.8t 0.6** 34.8+ 3.3 54.4+ 3.2 12.6+ 4.8
10  29.6+ 1.4** 37.7 5.8 52.6+ 3.2 15.0t 4.7
30 201t 0.7%* 57.7+ 0.4 50.5+ 2.8 18.4+ 4.1
1Cs0 20.5¢ 2.2
134 10 399+ 13 14.9+ 85 56.4+ 3.3 8.9+ 4.6
30 256+ 1.8** 45.3+ 8.6 47.3+ 4.6 23.8+ 7.0
135 10 37.8t22 20.4+ 2.8 52.3t 5.1 15.9+ 3.6
30 359+ 1.1* 24.4+ 1.6 53.8+ 4.5 135+ 1.7
136 10 34.8+ 26* 26.8+ 3.5 55.5+ 5.2 109+ 1.1
30 316+ 1.8** 33.1+ 5.3 485+ 6.5 225+ 6.0
137 10 351+ 0.8* 25.9+ 3.9 54.2+ 6.5 13.1+ 5.8
30 248t 1.2%* 47.7+ 3.3 47.4+ 5.9 240t 5.1
138 10 358+ 1.1* 24.3+ 3.8 50.9+ 6.8 17.8+ 8.7
30 336t 20 28.7+ 6.8 51.0+ 6.6 18.3+ 6.0
TFP 10 526+ 28 -10.9+ 125 662+ 2.7 -7.5¢ 4.8
20  26.7+ 1.8** 43.6+ 8.2 32.4+ 5.2%* 48.4+ 4.5
30 182+ 1.5%* 60.9+ 7.0 15.8+ 4.7** 74.9+ 8.6
1Cso 24.4+ 0.5 22,8+ 0.5

N=3; *P<0.05, **P<0.01; TFP: Trifluoperazine ( positive control )



