Table 34 The inhibitory effects of compounds 83-97 on neutrophil degranulation

Anima: Rat  (in vitro)

Inducer: fMLP 10p g/ml cytochalasin B

Ri

R
Percent Release
No. Rl R2 R3 Conc.(u M) b-Glucuronidase ~ (%inh.) Histamine (%inh.)
control 38.1+ 1.7 59.9+ 0.2
83 H H H 10 17.7+ 1.3 15.7+ 3.6 429+ 6.1 17.9+ 3.1
30 16.4+ 1.7 221+ 4.8 371t 54 29.1+ 3.8
84 CH; H H 10 18.2+ 1.0 13.1+ 1.4 458+ 5.3 12.1+ 2.9
30 148+ 1.3* 29.5+ 3.5 36.4+ 3.4 299+ 1.7
85 H CH; H 10 176+ 1.1 16.0+ 4.8 40.7+ 6.6 225+ 52
30 13.1+ 1.5** 37.5+ 6.1 342+ 7.4 35.2+ 8.3
86 H H CHs; 10 17.4+ 1.0 16.9+ 25 442+ 6.0 155+ 34
30 143+ 20* 321+ 7.1 35.9+ 4.2 31.0+ 29
87 H OCH H 10 17.8+ 0.9 152+ 2.6 439+ 5.8 16.1+ 2.4
3
30 14.4+ 0.9* 31.3+ 1.3 36.6+ 5.3 30.2+ 29
88 H H OCH 10 16.9+ 1.2 19.5+ 3.0 409+ 4.7 21.2+ 5.0
3
30 16.2+ 1.4 23.1+ 3.8 39.5+ 5.2 24.3+ 45
89 F H H 10 203+ 1.1 3.2+ 49 495+ 4.1 44+ 35
30 15.7+ 1.3 255+ 3.1 39.5+ 5.1 244+ 2.6
90 H F H 10 18.9+ 0.8 9.8+ 1.5 48.4+ 7.5 7.7+ 59
30 15.6+ 1.0 255+ 2.8 424+ 7.6 19.8+ 6.0
91 H H F 10 18.9+ 2.1 10.1+ 6.5 51.3+ 3.9 0.3+ 7.9
30 18.2+ 1.1 13.3+ 25 49.1+ 6.3 5.9+ 3.6
92 cl H H 10 19.8+ 1.8 5.9+ 55 50.5+ 5.0 29+ 1.1
30 18.5+ 0.8 11.9+ 1.7 495+ 5.7 5.0+ 1.1
93 H Cl H 10 17.0+ 0.6 18.9+ 0.9 46.7+ 7.0 10.6+ 6.9
30 12.3+ 0.7 ** 41.1+ 3.1 39.0+ 74 26.1+ 6.4
94 H H cl 10 15.5+ 0.6 * 26.1+ 0.6 442+ 4.1 14.7+ 3.7
30 10.1+ 0.8 ** 51.7+ 2.5 35.3+ 5.3 325+ 5.1
control 34.8+ 2.6 64.8+ 2.8

95 NO, H H 10 19.5+ 0.7 6.7+ 0.9 54.3+ 3.9 5.0+ 41
30 21.3+ 1.0 -1.6+ 1.3 55.3+ 3.7 -7.1+ 4.1
96 H NO, H 10 17.2+ 0.9 17.8+ 2.7 48.9+ 2.6 9.9+ 6.0
30 175+ 1.1 16.2+ 5.8 472+ 65 49+ 39
97 H H NO, 10 16.6+ 1.2 20.8+ 3.2 45.0+ 3.7 12.1+ 95
30 12.7+ 1.0** 39.6+ 2.6 30.9+ 3.7* 40.7+ 1.2
Mepacirne 10 17.4+ 0.8 16.8+ 2.2 474+ 5.3 8.9+ 1.9
30 114+ 1.6 449+ 8.6 37.7+ 6.8 28.0+ 6.1
100 2.4+ 0.7 88.7+ 2.7 174 22**  96.9+ 4.1

ICso 42.0+ 35 50.2+ 4.5

N=3; * P<0.05, ** P<0.01 ; Mepacirne : postive control.



Table 36 The inhibitory effects of compounds 139-153 on neutrophil degranulation
Inducer: fMLP 10p g/ml cytochalasin B

Anima: Rat  (in vitro)

Rs

R

Percent Release
No. R1 R2 R3 (4 M) b-Glucuronidase (%inh.) Histamine (%inh.)
control 46.5t 2.6 68.5+ 1.2
139 H H H 10 213+ 2.2 14.1+ 1.3 38.2+ 3.0 12.0+ 6.3
30 227+ 1.8 8.0+ 1.3 41.2+ 4.2 5.4+ 7.7
140 CH; H H 10 193+ 2.0 219+ 1.4 321+ 307 26.2+ 6.3
30 20.0+ 24 19.2+ 3.3 36.1+ 0.7 16.9+ 1.1
141 H CH; H 10 215+ 2.2 13.2+ 1.6 38.5+ 2.8 11.6+ 4.3
30 229+ 24 7.4+ 1.8 41.3+ 2.8 48+ 6.4
142 H H CH; 10 227+ 3.1 8.7+ 4.6 437+ 2.3 -0.7+ 3.3
30 27.4+ 3.2 -10.2+ 3.8 485+ 2.3 -11.7¢ 3.2
143 H OCH; H 10 20.2+ 2.7 19.1+ 3.7 37.5+ 0.8 136+ 1.1
30 20.2+ 1.9 18.2+ 2.5 38.4+ 0.6 11.4+ 1.0
144 H H OCH; 10 195+ 3.1 22.1+ 5.6 35.2+ 2.6 19.1+ 3.8
30 16.2+ 2.6** 35.2+ 4.6 345+ 25 20.7+ 4.4
145 F H H 10 21.9+ 1.7 11.0+ 1.7 451+ 1.8 -4.0+ 3.7
30 257+ 2.9 0.3+ 1.2 55.9+ 5.7 -28.5+ 12.6
146 H F H 10 227+ 29 8.9+ 3.4 41.6x 2.2 42+ 2.8
30 233+ 25 5.9+ 1.8 46.0+ 1.8 -6.0+ 1.8
147 H H F 10 23.9+ 3.0 3.5+ 5.2 474+ 1.3 -9.3+ 29
30 24.6+ 2.6 0.7+ 2.3 540+ 1.7 -24.4+ 3.0
148 Cl H H 10 215+ 1.9 12.8+ 0.5 46.9+ 44 -7.9+ 8.3
30 214+ 2.7 14.0+ 3.6  46.4+ 3.0 -6.7+ 4.4
149 H Cl H 10 25.3+ 3.2 -1.7+ 3.8 55.3+ 3.3 -27.2+ 5.4
30 227+ 25 8.4+ 2.1 53.6+ 2.1 -23.7+ 4.3
150 H H cl 10 24.6+ 3.2 1.0+ 5.8 55.2+ 3.3 -27.2+ 6.7
30 28.7+ 1.8 -16.5+ 43 709+ 57* -63.7+ 13.7
151 NO, H H 10 21.7+ 2.7 12.8+ 3.7 427+ 4.2 19+ 75
30 221+ 27 11.1+ 4.3 445+ 35 -2.4+ 6.8
152 H NO, H 10 20.8+ 2.9 165+ 56  44.1+ 3.1 -1.4+ 5.3
30 224+ 25 9.9+ 2.0 422+ 2.9 3.1+ 4.6
153 H H NO, 10 213+ 29 144+ 39 441+ 25 -1.3+ 3.8
30 245+ 27 1.3+ 25 541+ 1.7 -24.8+ 6.7
Mepacirne 10 20.5+ 0.8 16.8+ 2.2 39.5+ 5.3 8.9+ 1.9
30 133+ 1.6** 449+ 8.6 31.4+ 6.8* 28.0+ 6.1
100 2.8+ 0.7** 88.7+ 2.7 14+ 22** 96.9+ 4.1
ICso 14.2+ 0.7 16.0+ 0.9

N=3; * P<0.05, ** P<0.01 ; Mepacirne : postive control.



Table 35 The inhibitory effects of compounds 109-123 on neutrophil degranulation
Anima: Rat  (in vitro) Inducer: fMLP 10u g/ml cytochalasin B

Rs Ry
Rz
Percent Release
No. R1 R2 R3 (4 M) b-Glucuronidase  (%inh.) Histamine (%inh.)
Control 36.5+ 1.4 69.5+ 0.7
109 H H H 10 28.8+ 0.6 6.1+ 2.7 57.6+ 3.0 8.2+ 35

30 274+ 117 10.7+ 4.6 50.4+ 52** 19.8+ 7.2
110 CH; H H 10 218+ 1.1** 29.0+ 41 55.7+ 3.1 11.2+ 3.7
30 202+ 02** 34.3+ 1.3 448+ 2.6** 28.6t 3.2

111 H CH; H 10 29.0+ 0.7 5.5+ 3.3 57.4+ 2.6 8.4+ 3.0
30 261t 1.4** 14.9+ 5.2 53.7+ 34* 14.4+ 4.1
112 H H CHs 10 287+ 19 6.6+ 5.4 62.7+ 2.0 -0.0+ 1.8
30 275+ 107 104+ 4.4 58.8+ 1.8 6.2+ 1.5
113 H OCH; H 10 277+ 0.3* 9.9+ 1.0 57.3+ 25 8.6+ 3.2
30 247+ 1.7** 19.8+ 4.6 55.6+ 1.5 113+ 11
114 H H OCH; 10 286+ 14 6.7+ 5.6 57.8+ 2.9 7.9+ 3.5
30 275+ 09* 10.4+ 3.9 547+ 1.6* 126+ 2.1
115 F H H 10 255+ 0.9 171+ 2.1 58.1+ 0.9 7.3+ 2.0
30 233t 05** 241+ 24 56.3+ 3.3 10.2+ 4.7
116 H F H 10 26.1+ 0.9** 149+ 2.5 59.7+ 2.0 4.8+ 24
30 259+ 1.0** 15.6+ 4.4 57.7+ 2.3 8.0+ 2.7
117 H H F 10 257+ 1.5** 16.5+ 4.2 59.8+ 0.7 4.6+ 0.7
30 248+ 02** 19.3+ 0.6 56.3+ 2.4 10.2+ 2.4
118 Cl H H 10 239+ 1.1** 221+ 2.8 58.9+ 1.1 6.1+ 0.9
30 19.0+ 0.8** 38.0+ 2.9 47.6+ 4.4** 242+ 59
119 H Cl H 10 24.8+ 0.3** 18.9+ 2.0 56.3+ 2.0 10.2+ 1.8
30 212+ 1.2** 311+ 34 53.6+ 2.2* 14.6+ 2.3
120 H H Cl 10 26,5+ 0.1** 13.6= 1.0 59.5+ 1.0 5.1+ 0.4

30 240+ 0.5** 21.8+ 2.0 57.6+ 1.9 8.1+ 1.7
121 NO; H H 10 252+ 0.5** 17.8+ 2.2 60.3+ 1.3 3.7+ 21
30 236+ 07** 233+ 25 552+ 11 11.9+ 0.7

122 H NO; H 10 249+ 1.0** 18.8+ 4.0 59.2+ 2.4 5.6+ 24
30 225+ 1.1** 26.6+ 4.3 55.2+ 3.1 12.0+ 3.7

123 H H NO; 10 259+ 1.2** 15.8+ 3.3 56.2+ 2.3 10.3+ 3.3
30 259+ 06** 15.6+ 1.8 55.5+ 2.2 11.5+ 3.0

Mepacirne 10 313+ 03 -1.0+ 21 63.9+ 5.8 26+ 21

30 237+ 14** 232+ 65 54.4+ 9.7 18.1+ 10.0
100 55+ 0.7** 82.0+ 2.6 2.0+ 1.3** 972+ 19
[Cso 42.0+ 35 50.2+ 4.5

N=3; * P<0.05, ** P<0.01 ; Mepacirne : postive control.



