Table 37 Theinhibitory effects of compounds 154-162 on neutrophil degranulation
Inducer: fMLP 10p g/ml cytochalasin B

Anima: Rat  (in vitro)

0]
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R3 R1
Ro
Percent Release
No. R1 R2 R3  (u M) b-Glucuronidase (%inh.) Histamine (%inh.)
control 15.2+0.7 24.8+1.6

154 H H H 10 122+ 0.7 16.4+ 1.4 225+ 0.9 10.9+ 3.0

30 126+ 0.1 16.8+ 3.4 19.6+ 1.9* 19.3+ 7.2
155 F H H 10 120+ 04* 20.8+ 3.3 21.2+ 04 9.5+ 6.9

30 10.8+ 0.1* 28.3+ 3.5 21.7+ 0.8 13.2+ 3.6
156 H F H 10 119+ 0.6 21.3+ 3.1 19.2+ 0.3 18.6*+ 6.5

30 113+ 15* 26.0+ 6.9 227+ 2.2 15.9+ 34
157 H H F 10 109+ 0.6* 28,5+ 2.4 18.7+ 1.9 239+ 74

30 7.7+ 0.2** 49.3+ 3.0 16.0+ 3.0* 34.2+ 7.4
158 CH; H H 10 119+ 06* 21.4+ 1.9 22.1+ 0.9 13.1+ 3.3

30 135+ 0.9 11.1+ 3.0 21.3+ 1.9 12.3+ 3.9
159 H CH; H 10 125+ 13 18.2+ 4.8 214+ 1.6 16.0+ 0.6

30 115+ 1.0* 249+ 4.1 19.4+ 1.8* 19.6+ 5.9
160 H H CH; 3 13.8+ 0.4 5.7+ 0.8

10 10.2+ 0.5** 329+ 04 20.3+ 0.9 14.2+ 3.2

30 6.7+ 1.0** 55.7+ 5.3 172+ 2.1** 31.8+ 6.6
ICso 23.4+ 3.0
161 H OCH; H 10 132+ 14 13.4+ 5.8 19.7+ 1.2 17.1+ 1.8

30 9.2+ 09* 39.7+ 3.0 17.8+ 2.3* 31.0+ 44
162 H Cl H 10 10.7+ 0.2* 29.5+ 4.2 21.0+ 1.2 15.6+ 0.9

30 116+ 1.0 23.3+ 6.9 23.3+ 2.6 7.4+ 5.2
162 H H cl 10 123+ 15 18.8+ 9.6 19.2+ 1.4 24.6+ 3.4

30 7.9+ 0.6** 47.8+ 1.8 19.6+ 1.6 20.1+ 3.8
TFP 10 16.6+ 0.5 -8.8+ 2.1 23.8+ 0.8 9.8+ 6.3

30 116+ 14 241+ 1.5 16.0+ 0.8 35.2+ 3.8

100 1.5+ 0.3** 90.2+ 1.5 21+ 0.3** 90.7+ 1.1
ICso (u M) 13.1+ 0.2 10.7+ 0.4

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



