NO (nitricoxide) TNF-a
21-33 41-48 50-53
61-68 70-73 81-93 101-109 111-114 116-118 120-123
NO TNF-a LPS
(Cell line: RAW 264.7 cells)

LPS+IFN-y
(Cell line: N9 cells) LPS TNF-a
(Cell line: RAW 264.7 cells) L PS+IFN-y
TNF-a (Cell line: N9 cells)

Table31 Table
36 Table37 Tabled2 Table43 Table48 Table49 Table54

LPSEo lipopolysaccharide
(bacterial endotoxin) LPS nitric oxide (NO)
tumor necrosis factor-apha (TNF-a ) NO TNF-a
LPS
IFN-y © (cytokine)
IFN-y

N w -nitro-L-arginine methyl ester®® (L-NAME)
N-(3-amino- methyl)benzylacetamidine'®™ (1400W) positive control
L-NAME  1400W nitric oxide synthetase (NOS)
nitric oxide (NO)
L-NAME 1400W
positive control L-NAME mM
1400W
M positive control

NH O

M

O,N——NH NH OCHj3

NH»>

L-NAME

11



CH,NH,

)I\Ji
HsC NH

1400W
dexamethasone'®? positive control
dexamethasone LPS TNF-a TNF-a
dexamethasone positive control

dexamethasone

11



() LPS (Cell
line: RAW 264.7 cells)

25-33 45-48 50-53 65-68 70-73 81-93 101-109
111-114 116-118 120-123 LPS

nitrite accumulation ( Table 31
Table 36) 30 M 25 81 82 85-89 101-105
113 114 ( 20-48% )
83 84 90-93 nitrite
accumulation  1Cx 30.4+1.1 M 30.2+14 nM 23.0+1.3

mM 15.1+02 M 187205 "M 22.3+0.9 nM

5-(2'-alkoxycarbonyl substituted phenoxy)furfurals
(81-93) 5-(2'-alkoxycarbonyl substituted
phenoxy)furfurals (81-93)

11



Table 31. The inhibitory effect of ethyl

5-(2-alkoxycarbonyl substituted phenoxy)-

furan-2-carboxylates on accumulation of nitrite in medium

R1

R COOR

.

R 0
Ra

25: R=C,Hs, Ro=R3=R4=H, R1=CH3
26: R=CH3, R1=R>=R3=H, Rs/=OCH3;
27: R=CH3, R1=R>=Rs=H, Rs=OCH3;
28: R=CH3, R1=R3=Rs=H, R,=OCH3;
29: R=CH3, R>=R3=Rs=H, R;=OCH3;

0) COOCH,CH3

30: R=CHj3, Ri=R,=R4=H, R3=Cl
31: R=CHj3, Ri=R3=R4s=H, R,=Cl
32: R=CH3, R1=R3=Rs=H, R=Br
33: R=CH3, R1=R3=Rs=H, R=I

Nitrite accumulation

Compound conc.--------------

(mM) nM (%inh)
Control 37.6+ 0.5 --
25 (10) 21.5+ 0.9** 423+ 2.5
(30) 29.2+ 2.9** 222+ 7.7
L-NAME (0.1 mM) 27.6+ 1.4** 26.4+ 3.7
(0.3mM) 17.1+ 3.0** 54.6+ 8.0
(I mM) 8.2+ 1.2%* 78.1+ 3.2
| Cso 0.42+ 0.07 mM
Control 55.7+ 0.2 --
26 (10) 54.2+ 0.6 25+ 1.2
(30) 542+ 11 2.7+ 2.0
27 (10) 543t 0.8 24+ 1.4
(30) 522+ 1.0 6.2+ 1.8
28 (10) 54.8+ 0.8 15+ 1.4
(30) 557+ 1.1 -0.1+ 2.0
L-NAME (0.3 mM) 35.4+ 0.3** 36.4+ 0.5
(1 mM) 23.4+ 0.3** 58.0+ 0.6
(3mM) 10.3+ 0.3** 81.5+ 0.7
| Cso 0.91+ 0.03mM
Control 40.5+ 0.4 --
29 (10) 385+ 0.4 51+ 1.1
(30) 34.6+ 0.2** 14.5+ 0.5
1400W (0.1 M) 31.6+ 0.2** 21.8+ 0.7
(1 M) 21.9+ 0.3** 46.0+ 0.7

11



(10 mM) 9.6+ 0.1** 76.2+ 0.2
| Cso 1.2+ 0.03nmM
Control 55.7+ 0.2 --
30 (10) 57.0+ 0.4 -2.4+ 0.8
(30) 60.8+ 2.1 -9.2+ 3.8
31 (10) 55.0+ 0.4 1.1+ 0.8
(30) 56.8+ 0.6 20+ 11
32 (10) 545+ 0.3 2.1+ 0.6
(30) 57.1+ 29 -2.5+ 5.2
L-NAME (0.3 mM) 35.4+ 0.3** 36.4+ 0.5
(1 mM) 23.4+ 0.3** 58.0+ 0.6
(3mM) 10.3+ 0.3** 81.5+ 0.7
| Cso 0.91+ 0.03mM
Control 49.2+ 0.5 --
33 (10) 45.1+ 05 8.5+ 1.1
(30) 43.7+ 0.6 11.3+ 1.4
L-NAME (0.1 mM) 38.1+ 0.1** 21.2+ 0.2
(0.3 mM) 29.5+ 0.2** 39.1+ 0.6
(1 mM) 19.7+ 0.2** 59.3+ 0.5
I Cso 0.71+ 0.001 mM

Pretreatment of RAW 264.7 cells with test drugs at 37 for 1h before stimulation with LPS (1 ng/
ml) for 24h, and then the medium was collected and stored at —70 until used. The production of
NO was determined in cell medium by measuring the content of nitrite based on the Griess reaction.
L-NAME (Nw -nitro-L-arginine methyl ester) or 1400W (N-(3-aminomethyl)benzylacetamidineg) is a
positive control. Values are presented as meant S.E., N=3-4. *: P<0.05, **: P<0.01.



Table 32. The inhibitory effect of 5-(2'-carboxyl substituted phenoxy)furan-2-
carboxylic acids on accumulation of nitrite in medium

Ry

R COOH

T

Rs3 0) 0) COOH

R4

45: R;=R3=R4=H, Ri=CH3 50: R1=R,=Rs=H, R3s=Cl
46: Ri=R>=R3=H, Rs/=0OCHj; 51: R1=R3=Rs=H, R,=Cl
47: R1=R>=R4=H, R3=0OCHj3 52: R1=R3=R4=H, R>=Br
48: R1=R3=R4=H, R,=0OCH3 53: R1=R3=Rs=H, R.=I

Nitrite accumulation
Compound cong.--------------

(mM) nM (%inh)
Control 37.6+ 0.5 --
45 (10) 355+ 4.0 5.5+ 10.9
(30) 342+ 1.3 8.9+ 35
L-NAME (0.1 mM) 27.6+ 1.4** 26.4+ 3.7
(0.3mM) 17.1+ 3.0** 54.6+ 8.0
(I mM) 8.2+ 1.2%* 78.1+ 3.2
| Cso 0.42+ 0.07 mM
Control 55.7+ 0.2 --
46 (10) 57.1+ 0.4 -2.6+ 0.7
(30) 57.4+ 0.4 -3.1+ 0.7
47 (10) 53.1+ 0.4 45+ 0.8
(30) 535+ 05 3.9+ 0.9
48 (10) 54.0+ 05 3.0+ 0.9
(30) 544+ 04 2.6+ 0.8
50 (10) 529+ 0.6 5.0+ 1.2
(30) 54.4+ 0.8 22+ 1.4
51 (10) 58.2+ 0.6 -4.6+ 1.1
(30) 58.3+ 0.7 4.7+ 1.4
52 (10) 54.9+ 0.3 1.3+ 0.6
(30) 55.4+ 0.2 0.5+ 04
L-NAME (0.3 mM) 35.4+ 0.3** 36.4+ 0.5
(1 mM) 23.4+ 0.3** 58.0+ 0.6
(3mM) 10.3+ 0.3** 81.5+ 0.7

1Cso

0.91+ 0.03mM




Control 49.2+ 0.5 --

53 (10) 52.4+ 0.3 -6.5+ 0.7
(30) 49.3+ 0.7 -0.1+ 1.4
L-NAME (0.1 mM) 38.1+ 0.1** 21.2+ 0.2
(0.3mM) 29.5+ 0.2** 39.1+ 0.6
(1 mM) 19.7+ 0.2** 59.3+ 0.5

ICso 0.71+ 0.001 mM

Pretreatment of RAW 264.7 cells with test drugs at 37 for 1h before stimulation with LPS (1 ng/
ml) for 24h, and then the medium was collected and stored at —70 until used. The production of
NO was determined in cell medium by measuring the content of nitrite based on the Griess reaction.
L-NAME (Nw -nitro-L-arginine methyl ester) is a positive control. Values are presented as meant S.E.,
N=3-4. *: P<0.05, **: P<0.01.



Table 33. The inhibitory effect of substituted furo[2,3-b]chromone-2-carboxylic acid
ethyl esters on accumulation of nitrite in medium

Ry o)

COOCH,CH3

65: R.=Rs=Rs=H, Ri1=CH3; 70: Ri1=R,=R4=H, Rs=Cl
66: Ri=R,=R3=H, R,=OCH3j 71: R1=R3=R4=H, R,=Cl
67: Ri=R,=Rs=H, Rs=OCH3; 72: R1=R3=Rs=H, R=Br
68: R1=R3=Rs=H, R,:=OCH3; 73: R1=R3=Rs=H, R=I

Nitrite accumulation

Compound conc.-------------- e e
(mM) m (%inh)
Control 34.1+ 1.4 --
65 (10) 39.4+ 1.7* -15.1+ 5.0
(30) 379+ 11 -10.9+ 3.3
66 (10)  42.0+ 2.1** -23.1+ 6.2
(30) 385+ 1.3 -12.7+ 3.9
67 (10)  40.1+ 1.3 -17.5+ 4.0
(30) 352+ 1.3 -3.0+ 4.0
68 (10) 378+ 1.1 -10.7+ 3.4
(30) 36.7+ 1.6 -7.5+ 4.7
L-NAME (0.1 mM) 30.9+ 2.0 9.5+ 5.8
(0.3 mM) 20.5+ 1.6** 39.9+ 4.7
(1 mM) 9.4+ 1.0%* 72.5+ 3.0
| Cso 0.59+ 0.02mM
Control 60.6+ 0.7 --
70 (10) 625+ 0.2 -3.1+ 0.4
(30) 59.3+ 0.4 2.1+ 0.7
71 (10) 60.8+ 0.2 -0.4+ 0.3
(30) 56.5+ 0.9 6.7+ 1.5
72 (10) 54.3+ 0.9* 10.2+ 1.6
(30) 52.3+ 0.5** 13.6+ 0.9
73 (10) 57.2+ 05 5.5+ 0.8
(30)  49.5+ 1.0** 18.3+ 1.7
1400W (0.1 M) 60.6x 0.2 -0.1+ 0.5
(1 M) 40.2+ 0.4** 33.8+ 0.9



(10MM) 19.7+ 0.1%* 67.3+ 0.1
1Cso 6.1+ 0.06 MM

Pretreatment of RAW 264.7 cells with test drugs at 37 for 1h before stimulation with LPS (1 ng/
ml) for 24h, and then the medium was collected and stored at —70 until used. The production of

NO was determined in cell medium by measuring the content of nitrite based on the Griess reaction.
L-NAME (Nw -nitro-L-arginine methyl ester) or 1400W (N-(3-aminomethyl)benzylacetamidineg) is a
positive control. Values are presented as meant S.E., N=3. *: P<0.05, **: P<0.01.



Table 34. The inhibitory effect of 5-(2-alkoxycarbonyl substituted phenoxy)furfurals
on accumulation of nitrite in medium

R1

R3
Ry

81:
82:
83:
84:
85:
86:
87:

R:CH3, Ri1=Ry= R3: Rs=H

R=CHs;, Ri=R,=R3s=H, Ry=CH3
R=CHs;, Ri=R,=Rs=H, R3=CH3
R=CHs;, R1=Rs=Rs=H, Ry=CH3
R=C;Hs, R;=R3=R4s=H, R;=CHj3
R=CHs;, R1=R>=R3s=H, Ry=0OCH3
R=CHs;, R1=R>=Rs=H, R3=OCH3

COOR

T

O O

CHO

: R=CH3, Ri=R3=R4=H, R,=OCHj5
: R=CH3, R;=R3=R4=H, R1=OCHj5
: R=CH3, Ri=R»=R4=H, Rs=Cl

: R=CH3, Ri1=R3=R4=H, R=Cl

: R=CH3, Ri1=R3=R4=H, R,=Br

: R=CH3, Ri=R3=R4=H, Ry=I

Nitrite accumulation

Compound  CONG. -------======-

(mM) M (%inh)
Control 53.7+ 0.3 --
81 (10) 51.3t 0.8 48t 15
(30) 39.6+ 0.6** 26.5¢ 1.0
82 (10) 48.4+ 0.8* 10.2+ 1.9
(30) 37.4+ 1.1** 30.5= 2.1
83 (3) 53.8+ 0.6 0.2+ 15
(10) 44.3t 0.3** 17.8+ 0.9
(30) 26.1+ 0.5** 51.5+ 1.3
| Cso 304+ 1.1
84 (3) 54.1+ 15 -0.4+ 3.0
(10) 45.2+ 0.4** 16.1+ 0.9
(30) 26.0+ 0.9** 51.7+ 1.6
|Cso 30.2+ 1.4
85 (10) 42.0+ 1.5* 22.1+ 3.2
(30) 34.1+ 0.3** 36.6x 0.6
1400W (1) 34.9+ 0.8** 35.1+ 1.9
(3) 27.2+ 0.2** 49.6x 0.6
(10) 17.2+ 0.3** 68.0+ 0.8



Tom 2.8+ 0.1

86 (10) 34.4+ 0.2** 15.0+ 0.7
(30) 25.6+ 0.2%* 36.8+ 0.6

87 (10) 32.4+ 1.1** 20.1+ 2.9
(30) 21.2+ 0.1** 47.6+ 0.3

88 (10) 33.1+ 0.4** 18.2+ 1.0
(30) 22.3+ 0.2** 45.0+ 0.5

89 (10) 35.0+ 0.4* 13.6+ 1.0
(30) 28.4+ 0.5+* 29.7+ 1.4

90 (3) 37.5+ 0.6 7.6+ 1.7
(10) 29.8+ 0.4** 26.4+ 1.1
(30) 17.1+ 0.5** 57.8+ 1.4
1Cs0 23.0+ 1.3

91 (3) 34.3+ 0.7** 155+ 1.7
(10) 27.0+ 0.6** 33.4+ 1.6
(30) 12.8+ 0.4** 68.3+ 1.0
1Cs0 15.1+ 0.2

92 (3) 35.7+ 0.6 11.9+ 1.5
(10) 31.0+ 0.5** 23.4+ 1.3
(30) 14.5+ 0.4** 64.1+ 1.2
1Cs0 18.7+ 0.5

93 (3) 37.0+ 0.3 8.7+ 0.8
(10) 31.2+ 0.4** 23.1+ 1.1
(30) 16.5+ 0.5+* 59.2+ 1.2
1Cs0 22.3+ 0.9

1400W (0.1) 31.6+ 0.2¢* 21.8+ 0.7
(1) 21.9+ 0.3** 46.0+ 0.7
(10) 9.6+ 0.1** 76.2+ 0.2
|Cso 1.2+ 0.03

Pretreatment of RAW 264.7 cells with test drugs at 37 for 1h before stimulation with LPS (1 ng/
ml) for 24h, and then the medium was collected and stored at —70 until used. The production of
NO was determined in cell medium by measuring the content of nitrite based on the Griess reaction.
1400W (N-(3-aminomethyl)benzylacetamidine) is a positive control. Values are presented as meant
S.E., N=3. *: P<0.05, **: P<0.01.



Table 35. The inhibitory effect of 5-(2-alkoxycarbonyl substituted phenoxy)-2-
furanacrylic acids on accumulation of nitrite in medium

R1
R COOR
Rs O/Q\CH:CH—COOH
R4
101: R=CHs, R;=R,=Ry=R,=H 106: R=CHs, R;=R,=R;=H, Ri=OCHs

102: R=CHj3, R1=R,=R3=H, Ry=CHz 107: R=CH3s, R1=R>=R4=H, Rs=0OCHj3
103: R=CH3, R1=R,=R4=H, Rs=CHz 108: R=CH3, R1=R3:=Rs=H, R,=0OCHj3
104: R=CH3, R1=R3=R4=H, R;=CHz 109: R=CH3, R>=R3:=Rs=H, R;=0OCHj3
105: R=C;Hs, Ro=R3=R4=H, R1=CH3

Nitrite accumulation
COMPOUND  CONC.~======= === ===

(mM) M (%inh)
Control 53.7f 0.3 --
101 (10) 43.2+ 0.6 199+ 1.0
(30) 40.1t 1.4** 25.6+ 2.4
102 (10) 43.4+ 0.5** 19.5+ 1.3
(30) 43.1£ 0.7** 20.1+ 1.6
103 (10) 42.6+ 1.3** 21.0+ 2.8
(30) 35.4+ 0.9** 343+ 2.1
104 (10) 41.8f 1.4** 225+ 29
(30) 43.1£ 0.7** 20.0+ 1.7
105 (10) 42.7+ 0.8* 20.8+ 1.2
(30) 39.8% 1.4** 26.3+ 2.3
1400W (1) 34.9f 0.8** 35.1+ 1.9
(3) 27.2 0.2** 49.6= 0.6
(10) 17.2+ 0.3** 68.0+ 0.8
| Cso 2.8+ 0.1
Control 40.5t 0.4 --
106 (10) 39.0+ 1.2 3.6+ 3.0
(30) 38.5+ 0.1 49+ 0.1
107 (10) 37.1+ 1.0 8.5t 24
(30) 34.4+ 0.9%* 15.2+ 2.2



108 (10) 38.3+ 0.2
(30) 35.6+ 0.5*

109 (10) 37.4+ 0.3
(30) 36.4+ 0.5

1400W (0.1) 31.6+ 0.2**
(1) 21.9+ 0.3**
(10) 9.6+ 0.1**

| Cso

1.2+ 0.03

5.5+ 0.6
12.3+ 1.3
7.6+ 0.8
10.3t 1.3
21.8+ 0.7
46.0+ 0.7
76.2+ 0.2

Pretreatment of RAW 264.7 cells with test drugs at 37
ml) for 24h, and then the medium was collected and stored at —70
NO was determined in cell medium by measuring the content of nitrite based on the Griess reaction.

1400W (N-(3-aminomethyl)benzylacetamiding) is a positive control. Values are presented as meant

S.E., N=3. *: P<0.05, **: P<0.01.

for 1h before stimulation with LPS (1 ng/

until used. The production of



Table 36. The inhibitory effect of 5-(2'-carboxyl substituted phenoxy)-2-furanacrylic
acids on accumulation of nitrite in medium

R1

R COOH

T

Rs o)

Ry

111: Ri=R>=R3=Rs=H

112: Ri=R>=Rs=H, Ry=CH3
113: Ri=R>=R4=H, R3=CH3
114: Ri=Rs=R4=H, Ry=CH3
116: Ri=R>=R3s=H, Ry=0OCHg3
117: Ri=R>=R4=H, R3=0OCHg3

o CH=CH—COOH

118: R1=R3=Rs=H, R,=0OCHg3
120: Ri=R,=R4=H, R3=Cl
121: Ri=R3=R4=H, R,=Cl
122: Ri=R3=R4=H, R=Br
123: Ri=R3=R4=H, R>=lI

Nitrite accumulation

Compound  CONG. -------======-

(mM) M (%inh)
Control 53.7+ 0.3 -
111 (10) 55.1+ 1.1 -2.1% 2.4
(30) 50.4+ 1.2 6.6+ 1.8
112 (10) 41.7t 0.7%* 22.7 1.0
(30) 43.8+ 1.6** 18.7+ 2.6
113 (10) 39.7+ 1.2** 26.3+ 1.8
(30) 42.2+ 0.8** 217+ 1.1
114 (10) 41.4f 0.3** 23.2+ 0.8
(30) 42.7+ 1.6 20.7+ 3.0
1400W (1) 34.9+ 0.8** 35.1+ 1.9
(3) 27.2+ 0.2¢* 49.6+ 0.6
(10) 17.2t 0.3** 68.0+ 0.8
1Cso 2.8+ 0.1
Control 40.5t 0.4 --
116 (10) 38.2+ 0.2 57+ 0.7
(30) 35.4+ 0.3* 12.7+ 0.9
117 (10) 36.8+ 0.4 92+ 1.1
(30) 35.8+ 0.6* 116+ 14
118 (10) 38.7+ 0.3 4.4+ 0.8



(30) 36.2+ 0.4 10.7+ 1.0

120 (10) 39.6+ 1.0 2.4+ 14
(30) 37.0+ 0.3 8.6+ 0.9

121 (10) 39.8+ 0.2 1.9+ 0.6
(30) 37.0+ 0.3 8.8+ 0.7

122 (10) 385+ 0.1 5.0+ 0.4
(30) 38.2+ 2.1 5.8+ 52

123 (10) 34.9+ 1.2* 14.0+ 3.0
(30) 37.3+ 0.6 8.0t 1.7

1400W  (0.1) 31.6% 0.2** 21.8+ 0.7
(1) 21.9t 0.3+ 46.0+ 0.7
(10) 9.6+ 0.1** 76.2+ 0.2
1Cso 1.2+ 0.03

Pretreatment of RAW 264.7 cells with test drugs at 37 for 1h before stimulation with LPS (1 ng/
ml) for 24h, and then the medium was collected and stored at —70 until used. The production of
NO was determined in cell medium by measuring the content of nitrite based on the Griess reaction.
1400W (N-(3-aminomethyl)benzylacetamidine) is a positive control. Values are presented as meant

S.E., N=3. *: P<0.05, **: P<0.01.



()  LPS*+IFN-y

(Cdl line: N9 cells)
25-33 45-48 50-53 65-68 70-73 81-93 101-109

111-114 116-118 120-123 LPS+IFN-y

nitrite accumulation (
Table 37 Table 42) 30 mM 26 30 66 82
8 103 105 ( 21-45%
) 27 28 32 83 84 87 8 90 91
nitrite accumulation 1Csg 28.1+0.5

mM 18.8+1.2nM 20.0£0.7nM 21.6+£0.8nM 21.9+0.2nM 17.1+0.3
™ 17.5¢0.3 "M 15.1+0.5 M 10.8+0.2 niM

ethyl 5-(2-alkoxycarbonyl substituted
phenoxy)-furan-2-carboxylates  (21-33) 5-(2'-alkoxycarbonyl
substituted phenoxy)furfurals (81-93) ethyl
5-(2'-alkoxy- carbonyl substituted phenoxy)furan-2-carboxylates (21-33)

5-(2-alkoxycarbonyl substituted
phenoxy)-furfurals (81-93)

30 MM



Table 37. The inhibitory effect of ethyl 5-(2-alkoxycarbonyl substituted phenoxy)-

furan-2-carboxylates on accumulation of nitrite in medium

Ry

R COOR

3N

R 0
R4

25: R=C,Hs, Ro=R3=R4=H, R1=CH3
26: R=CH3, R1=R»=R3=H, Ri/=OCH3;
27: R=CH3, R1=R>=Rs=H, R3=0OCH3;
28: R=CH3, R1=R3=Rs=H, R,=OCH3;
29: R=CH3, R>=R3=Rs=H, R;=OCH3;

o COOCH,CH3

30: R=CHj3, Ri=R,=R4=H, R3=Cl
31: R=CHj3, Ri=R3=R4=H, R,=Cl
32: R=CH3, R1=R3=Rs=H, R=Br
33: R=CH3, R1=R3=Rs=H, R=I

Nitrite accumulation

Compound CONC.----==-===========-mnmnmmmmm-

(mv1) nM (%inh)
Control 52.0+ 0.7 --
25 (33 528+ 05 -15+ 1.0
(10) 48.6+ 0.2 6.6+ 0.4
L-NAME (0.1 mM) 44.8+ 1.6* 23.4+ 5.8
(0.3 mM) 32.3+ 0.8** 444+ 3.2
(1 mM) 21.1+ 0.5** 64.8+ 2.0
| Cso 0.59+ 0.002 mM
Control 23.7+ 0.2 --
26 (10)  19.3+ 0.2** 18.8+ 1.3
(30) 13.2+ 2.2** 44,7+ 8.9
27 (3 222+ 08 6.6+ 4.1
(10)  19.8+ 0.5** 16.3+ 2.7
(30) 11.1+ 0.2** 53.4+ 0.7
| Cso 28.1+ 0.5
28 3 219+ 15 7.9+ 6.6
(10) 16.6+ 0.6** 30.3+ 2.2
(30) 6.1+ 0.8** 745+ 3.0
1Cso 18.8+ 1.2
L-NAME (0.1 mM) 12.6+ 0.9** 46.8+ 4.4
(0.3mM) 7.5+ 0.5%* 68.6+ 2.1
(1 mM) 2.0+ 0.5%* 91.4+ 2.1
1Cso 0.3+ 0.01 mM

Control 37.6+ 0.4



29 (10) 34.4+ 05 8.3t 15
(30) 33,5+ 0.3 10.9+ 1.0
1400W (0.1 mM) 32.0+ 0.6** 15.1+ 1.8
(1 mM) 25.6+ 0.2%* 32.3+ 0.2
(10 mM) 13.7+ 0.1** 63.8+ 0.3
| Cso 3.3+ 0.1 M
Control 23.7+ 0.2 --
30 (100 22.8+ 0.1 3.9+ 0.9
(30) 15.6+ 1.2** 34.3+ 5.1
31 (10) 22.6+ 0.9 47+ 4.8
(30) 19.3+ 2.3** 18.4+ 10.4
32 3 229+ 02 3.5+ 15
(10) 20.2+ 0.1* 149+ 1.2
(30) 4.5+ 0.6** 80.8+ 3.0
| Cso 20.0+ 0.7
L-NAME (0.1 mM) 12.6+ 0.9** 46.8+ 4.4
(0.3mM) 7.5+ 0.5%* 68.6+ 2.1
(1 mM) 2.0+ 0.5%* 91.4+ 2.1
1 Cso 0.3+ 0.01 mM
Control 51.5+ 1.6 --
33 (10) 51.1+ 0.6 1.0+ 1.2
(30) 45.9+ 0.8* 11.1+ 1.6
L-NAME (0.1 mM) 44.8+ 1.3** 12.9+ 25
(0.3mM) 32.8+ 0.3** 36.2+ 0.6
(1 mM) 25.4+ 0.4** 50.6+ 0.9
| Cso 0.84+ 0.001 mM

Pretreatment of N9 cells with test drugs at 37

for 1h before stimulation with LPS (10 ng/ ml) plus

IFN-y (10 U/ml) for 24h, and then the medium was collected and stored at —70

production of NO was determined in cell medium by measuring the content of nitrite based on the
L-NAME

Griess

(N-(3-aminomethyl)benzyl-acetamidine) is a positive control. Values are presented as meant SE.,

reaction.

N=3-4. *: P<0.05, **: P<0.01.

ps

30 uM

N w

-nitro-L-arginine

methyl

ester)

until used. The



Table 38. The inhibitory effect of 5-(2'-carboxyl substituted phenoxy)furan-2-
carboxylic acids on accumulation of nitrite in medium

R1
R COOH

.

Rj o o COOH

R4

45: R;=R3=R4=H, Ri=CH3 50: R;=R,=Rs=H, R3=Cl
46: Ri=R>=R3=H, Rs/=0OCHj; 51: R1=R3=Rs=H, R,=Cl
47: R1=R>=R4=H, Rs=0OCH3 52: R1=R3=R4s=H, R>=Br
48: R1=R3=R4=H, R,=0OCH3 53: R1=R3=Rs=H, R.=I

Nitrite accumulation
CoMPOUND  CONC.~====== === ==

(M) nm (%inh)
Control 52.0+ 0.7 --
45 (3 55.6+ 0.8 -7.0+ 1.7
(10) 54.0+ 1.1 -3.8+ 2.1
L-NAME (0.1 mM) 44.8+ 1.6* 23.4+ 5.8
(0.3 mM) 32.3+ 0.8** 444+ 3.2
(1 mM) 21.1+ 0.5** 64.8+ 2.0
| Cso 0.59+ 0.002 mM
Control 24.3+ 0.5 --
46 (10) 24.3+ 0.7 0.04+ 2.0
(30) 234+ 05 3.5+ 4.3
47 (10) 23.7+ 0.8 2.7+ 1.0
(30) 21.9+ 0.6 9.6+ 4.1
48 (10) 239+ 16 1.9+ 4.2
(30) 22.8+ 0.2 6.2+ 1.7
50 (10) 247+ 1.4 -1.4+ 45
(30) 21.4+ 0.6 11.8+ 4.0
51 (10) 223+ 1.0 8.1+ 5.3
(30) 245+ 0.1 -0.7¢ 2.0
52 (10) 24.1+ 0.7 1.0+ 1.7
(30) 24.3+ 0.7 0.01+ 2.7
L-NAME (0.1 mM) 12.6+ 0.9** 46.8+ 4.4
(0.3 mM) 7.5+ 0.5** 68.6+ 2.1
(1 mM) 2.0+ 0.5%* 91.4+ 2.1



ICso 0.3+ 0.01 mM
Control 51.5+ 1.6 --
53 (10) 48.0+ 0.7 7.1+ 1.4
(30) 49.1+ 0.6 50+ 1.3
L-NAME (0.1 mM) 44.8+ 1.3** 12.9+ 25
(0.3mM) 32.8+ 0.3** 36.2+ 0.6
(1 mM) 25.4+ 0.4** 50.6+ 0.9
ICso 0.84+ 0.001 mM

Pretreatment of N9 cells with test drugs at 37

for 1h before stimulation with LPS (10 ng/ ml) plus

IFN-y (10 U/ml) for 24h, and then the medium was collected and stored at —70

production of NO was determined in cell medium by measuring the content of nitrite based on the

Griess reaction. L-NAME (Nw -nitro-L-arginine methyl ester) is a positive control. Values are

presented as meant S.E., N=3-4. *: P<0.05, **: P<0.01.

ps 30 uM

until used. The



Table 39. The inhibitory effect of substituted furo[2,3-b]chromone-2-carboxylic acid

ethyl esters on accumulation of nitrite in medium

Ry

O

COOCH,CH3

65: R.=Rs=Rs=H, Ri1=CH3; 70: Ri1=R,=R4=H, Rs=Cl
66: Ri=R,=R3=H, R,=OCH3j 71: R1=R3=R4=H, R,=Cl
67: Ri=R,=Rs=H, Rs=OCH3; 72: R1=R3=Rs=H, R=Br
68: R1=R3=Rs=H, R,:=OCH3; 73: R1=R3=Rs=H, R=I

Nitrite accumulation

Compound conc.-------------- e T
(mM) m (%inh)
Control 34.2+ 0.7 --
65 (10)  30.4+ 1.6** 11.0+ 4.8
(30) 27.3+ 0.1** 19.9+ 0.4
66 (10) 29.6+ 1.8** 13.5+ 55
(30) 26.9+ 4.3** 21.1+ 12.6
67 (10) 332+ 04 25+ 1.3
(30) 31.4+ 05* 8.1+ 15
68 (10)  30.5+ 0.6** 10.7+ 2.0
(30) 29.2+ 0.9** 14.4+ 2.7
L-NAME (0.1 mM) 32.2+ 1.3 5.6+ 3.9
(0.3 mM) 20.7+ 0.3** 39.4+ 1.0
(I mM) 12.2+ 0.3** 64.3+ 1.0
| Cso 0.67+ 0.003 mM
Control 48.6+ 0.7 --
70 (10) 472+ 04 2.9+ 0.9
(30) 46.2+ 0.5 5.0+ 1.2
71 (10) 457+ 1.1 6.0+ 2.3
(30) 44.4+ 0.8* 8.6+ 1.6
72 (10) 453+ 05 6.7+ 1.1
(30) 445+ 0.4 8.5+ 0.8
73 (10) 455+ 0.3 6.4+ 0.7
(30)  41.1+ 0.3** 15.4+ 0.6
1400W (0.1 M) 46.5+ 1.0 4.1+ 2.8



(Ap M) 34.3+ 0.3** 29.1+ 0.9
(10 M) 16.8+ 0.1** 65.3+ 0.4
1Cso 6.6+ 0.1 nM
Pretreatment of N9 cells with test drugs at 37 for 1h before stimulation with LPS (10 ng/ ml) plus

IFN-y (10 U/ml) for 24h, and then the medium was collected and stored at —70 until used. The

production of NO was determined in cell medium by measuring the content of nitrite based on the
Griess  reaction. L-NAME (N w -nitro-L-arginine  methyl ester) or  1400W
(N-(3-aminomethyl)benzyl-acetamidine) is a positive control. Values are presented as meant SE,,
N=3. *: P<0.05, **: P<0.01.



Table 40. The inhibitory effect of 5-(2-alkoxycarbonyl substituted phenoxy)furfurals
on accumulation of nitrite in medium

R1

Rq o)

Ry

81:
82:
83:
84:
85:
86:
87:

R=CHjs, R;=R,=R;=R,=H
R=CHjs, R;=R,=R3=H, R;=CH3
R=CHjs, R;=R,=R;=H, Rs=CHj
R=CHjs, R;=Rs=R;=H, R,=CHj
R=C;Hs, R;=Rs=Rs=H, R;=CHs
R=CHjs, R;=R,=R3=H, R;=OCH3
R=CHjs, R;=R,=R;=H, Rs=OCH3

COOR

.

e) CHO

: R=CH3, Ri1=R3=R4=H, R,=OCHj5
: R=CH3, R;=R3=R4=H, R1=OCHj5
: R=CH3, Ri=R,=R4=H, Rs=Cl

: R=CH3, Ri1=R3=R4=H, R=Cl

: R=CH3, Ri=R3=R4=H, R=Br

: R=CH3, Ri=R3=R4s=H, R>=I

Nitrite accumulation

Compound  CONG. -------======-

(mM) M (%inh)
Control 38.5+ 0.3 -

81 (10) 39.2+ 0.4 -1.8+ 1.2
(30) 31.9+ 0.6** 17.0+ 1.7

82 (10) 33.3t 1.4** 13.3+ 3.6
(30) 27.9t 0.3** 27.5+ 0.9

83 (3) 39.0+ 0.4 -1.4+ 1.2
(10) 28.9+ 0.5** 24.8+ 1.5
(30) 15.1+ 0.3** 60.7+ 0.8
ICso 21.6+ 0.8

84 (3) 38.9t 04 1.1+ 1.2
(10) 27.5+ 0.1** 28.3t 0.2
(30) 15.8+ 0.1** 58.8+ 0.2
|Cso 21.9+ 0.2

85 (10) 38.2+ 0.5 0.6 1.4
(30) 35.3+ 0.3 8.1+ 0.9

1400W (0.1) 34.9 0.4* 9.4+ 1.1



(1) 27.6+ 0.4** 28.1+ 1.0
(10) 14.1+ 0.4** 63.4+ 1.0
|Cso 3.9+ 0.1

Control 37.6x 0.4 --

86 (10) 35.3+ 0.5 6.4+ 0.8
(30) 24.5+ 0.4** 35.0+ 0.9

87 (3) 37.8+ 0.6 -0.03+ 1.6
(10) 31.0+ 0.1** 17.8+ 0.9
(30) 10.3+ 0.2** 72.8+ 0.7
| Cso 17.1+ 0.3

88 (3) 37.9+ 0.3 -0.2+ 1.1
(10) 32.2+ 0.2* 14.8+ 0.5
(30) 10.4+ 0.5** 724+ 1.3
1Cs0 17.5+ 0.3

89 (10) 36.1+ 0.1 3.7+ 1.9
(30) 33.2+ 1.4* 116+ 1.9

90 (3) 345+ 0.5 8.5+ 1.3
(10) 29.6+ 0.5** 21.6+ 1.0
(30) 9.2+ 0.5%* 75.4+ 1.5
1Cs0 15.1+ 0.5

91 (3) 35.8+ 0.8 52+ 16
(10) 28.4+ 0.6** 24.8+ 1.3
(30) 0.05+ 0.3** 99.8+ 0.9
1Cs0 10.8+ 0.2

92 (3) 37.3+ 0.2 1.3 0.9
(10) 27.3+ 0.7** 27.9+ 1.6
(30 Cytotoxic

93 (3) 36.1t 0.5 4.4+ 0.8
(10) 24.7+ 0.9** 34.8+ 2.5
(30) Cytotoxic

1400W (0.1) 32.0+ 0.6** 15.1+ 1.8
(1) 25.6= 0.2%* 32.3+ 0.2
(10) 13.7+ 0.1** 63.8+ 0.3
| Cso 3.3+ 0.1

Pretreatment of N9 cells with test drugs at 37
IFN-y (10 U/ml) for 24h, and then the medium was collected and stored at —70
production of NO was determined in cell medium by measuring the content of nitrite based on the

Griess reaction. 1400W (N-(3-aminomethyl)benzylacetamiding) is a positive control. Values are

for 1h before stimulation with LPS (10 ng/ ml) plus
until used. The

~
<
<



presented as meant S.E., N=3. *: P<0.05, **: P<0.01.

Table 41. The inhibitory effect of 5-(2-alkoxycarbonyl substituted phenoxy)-2-
furanacrylic acids on accumulation of nitrite in medium

Ry
R COOR
Rs O/Q\CH:CH—COOH
R4
101: R=CHs, R;=R,=Ry=R,=H 106: R=CHs, R;=R,=R;=H, Re=OCHs

102: R=CHj3, R1=R,=R3=H, Ry=CHz 107: R=CH3, R1=R>=Rs=H, R3=0OCHj3
103: R=CH3, R1=R,=R4=H, Rs=CHz 108: R=CH3, R1=R3=Rs=H, R,=0OCHj3
104: R=CH3, R1=R3=R4=H, R;=CHz 109: R=CH3, R>=R3;=Rs=H, R;=0OCHj3
105: R=C;Hs, Ro=R3=R4=H, R1=CH3

Nitrite accumulation
Compound conc.-------------- s

(mM) M (%inh)
Control 38.5+ 0.3 --
101 (10) 38.2+ 0.2 0.6+ 0.5
(30) 36.2+ 0.1 6.0+ 0.4
102 (10) 35.9t 0.6 6.6+ 1.6
(30) 35.1+ 1.2 9.0+ 3.1
103 (10) 30.8+ 0.9** 19.9+ 2.4
(30) 27.0+ 0.5** 29.8+ 1.3
104 (10) 39.9% 1.7 -3.5+ 4.5
(30) 34.5+ 1.7+ 10.1+ 4.4
105 (10) 32.1+ 0.9** 16.6+ 2.4
(30) 29.6+ 0.5** 231+ 15
1400W (0.1) 34.9+ 0.4 9.4+ 1.1
(1) 27.6+ 0.4** 28.1+ 1.0
(10) 14.1+ 0.4** 63.4+ 1.0
| Cso 3.9+ 0.1
Control 37.6+ 04 --
106 (10) 41.4+ 2.3 -10.1+£ 35
(30) 37.3+ 2.6 1.0+ 4.6
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107 (10) 35.0+ 0.9 6.7+ 0.2

(30) 349+ 2.3 7.2+ 4.1

108 (10) 36.1t 1.1 3.9+ 3.0
(30) 35.4+ 0.7 58+ 1.8

109 (10) 34.1t 0.2 9.3t 0.6
(30) 34.6t 0.2 7.9t 0.7

1400W (0.1) 32.0+ 0.6** 15.1+ 1.8
(1) 25.6t 0.2** 32.3 0.2
(10) 13.7+ 0.1** 63.8+ 0.3
| Cso 3.3+ 0.1

Pretreatment of N9 cells with test drugs at 37 for 1h before stimulation with LPS (10 ng/ ml) plus
IFN-y (10 U/ml) for 24h, and then the medium was collected and stored at —70 until used. The
production of NO was determined in cell medium by measuring the content of nitrite based on the
Griess reaction. 1400W (N-(3-aminomethyl)benzylacetamiding) is a positive control. Values are
presented as meant S.E., N=3. *: P<0.05, **: P<0.01.
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Table 42. The inhibitory effect of 5-(2'-carboxyl substituted phenoxy)-2-furanacrylic
acids on accumulation of nitrite in medium

Ry
R COOH
Rj Q/Q\CH:CH—COOH
R4
111: Ri=R,=R3=R4=H 118: R1=R3=R4=H, RZZOCHQ,
112: R1:R2:R3:H, R4:CH3 120: R1:R2:R4:H, R3:C|
113: Ri=R,=R4=H, R3:CH3 121: R1=R3=R4=H, R2:C|
114: R1=R3=R4=H, RZZCH3 122: R1=R3=R4=H, R,=Br
116: R1:R2:R3:H, R4:OCH3 123: R1:R3:R4:H, Ro=l

117: Ri=R,=R4s=H , R3:OCH3

Nitrite accumulation
COMPOUND  CONC.~======= === oo

(mM) M (%inh)
Control 38.5+ 0.3 -
111 (10) 42.7+ 0.4 -11.1+ 1.1
(30) 40.0+ 0.2 -4.1+ 0.7
112 (10) 40.9t 0.2 -6.2+ 0.7
(30) 37.5¢ 0.4 24+ 1.1
113 (10) 39.1+ 0.2 -1.7+ 0.7
(30) 34.5t 0.8 10.1+ 2.3
114 (10) 39.5+ 0.2 -2.6+ 0.5
(30) 35.9t 0.6 6.7 1.7
1400W (0.1) 34.9f 0.4* 9.4+ 1.1
(1) 27.6t 0.4** 28.1+ 1.0
(10) 14.1+ 0.4** 63.4+ 1.0
|Cso 3.9+ 0.1
Control 37.6£ 04 --
116 (10) 335+ 0.2 10.7+ 0.6
(30) 34.5+ 0.2 8.2+ 0.7
117 (10) 34.3+ 0.6 8.8+ 1.7
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(30) 35.6+ 0.1 5.3+ 0.3

118 (10) 35.9+ 0.7 4.5+ 2.0
(30) 34.3+ 0.8 8.8t 2.2

120 (10) 36.1+ 0.3 3.8£ 0.8
(30) 35.0+ 0.6 6.8+ 1.6

121 (10) 35.4+ 0.4 5.6+ 1.2
(30) 34.1+ 0.1 9.3+ 0.3

122 (10) 34.1+ 0.7 8.9t 2.0
(30) 33.6x 0.5 10.5¢ 1.5

123 (10) 38.9+ 1.4 -3.5t 3.9
(30) 345+ 1.1 2.9t 3.0

1400W (0.1) 32.0+ 0.6** 15.1+ 1.8
(1) 25.6+ 0.2** 32.3t 0.2
(10) 13.7+ 0.1** 63.8+ 0.3
| Cso 3.3+ 0.1

Pretreatment of N9 cells with test drugs at 37 for 1h before stimulation with LPS (10 ng/ ml) plus
IFN-y (10 U/ml) for 24h, and then the medium was collected and stored at —70 until used. The
production of NO was determined in cell medium by measuring the content of nitrite based on the
Griess reaction. 1400W (N-(3-aminomethyl)benzylacetamiding) is a positive control. Values are
presented as meant S.E., N=3. *: P<0.05, **: P<0.01.

114



() LPS TNF-a (Cdl line:

RAW 264.7 cells)
25-33 45-48 50-53 65-68 70-73 81-93 101-109
111-114 116-118 120-123 LPS TNF-a
TNF-a formation ( Table 43
Table 48) 30 M 30-33 46 51 66 68 82
84 86 88 89 101-104 112 120 (
30-49% ) 81 83 87 90-93
TNF-a formation [Cxg 10.3+0.9 mM

17.3+24mMM 184441 nM 14.4405nM 17.943.1nM 10.4+0.6 niM
21.8+9.1 M
5-(2'-alkoxycarbonyl substituted phenoxy)furfurals
(81-93) 5-(2'-alkoxycarbonyl substituted
phenoxy)furfurals (81-93)
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Table 43. The inhibitory effect of ethyl 5-(2-alkoxycarbonyl substituted phenoxy)-
furan-2-carboxylates on TNF-a  formation in medium

Ry
R COOR

3N

Rs o o COOCH,CH3

R4

25: R=CyHs5, Ro=R3=Rs=H, Ri1=CH3  30: R=CHj3, Ri1=R,=R4s=H, Rs=Cl
26: R=CHj3, R1=R,=R3s=H, Rs=OCH3 31: R=CHj3, Ri=R3=Rs=H, R,=Cl
27: R=CHjs, Ri=R;=R4=H, Rs=OCH3 32: R=CHj3, R1=R3=R4s=H, R,=Br
28: R=CH3, R1=R3=R4=H, R,=OCH3 33: R=CH3, R1=R3=R4s=H, Ro=I
29: R=CH3s, R>=R3=R4s=H, R;=OCH3;

Compound (V) % inhibition
25 (20) 28.2+ 3.9
Dexamethasone (0.02) 22.0+ 4.2*
D 41.0+ 4.7**
(10) 49.9+ 1.7**
26 (30) 16.9
27 (30) 6.2
28 (30) 12.8
Dexamethasone D 41.1+ 4.75
(10) 499+ 1.71
29 (30) -2.5¢ 6.9
Dexamethasone (0.02) 224+ 4.8
(0.1 425+ 2.0**
(1) 55.4+ 9.5%*
| Cso 0.42+ 0.12
30 (30) 41.0
31 (30) 38.5
32 (30) 42.9
Dexamethasone D 41.1+ 4.75
(10 49.9+ 1.71
33 (30) 30.6+ 2.8**
Dexamethasone (0.2 48.1+ 8.2**
(1) 61.7+ 8.1**
(20) 64.9+ 10.5%*
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ICso 1.25+ 0.83
Pretreatment of RAW 264.7 cells with test drugs at 37 for 1h before stimulation with LPS (1 ng/
ml) for 24h, and then the medium was collected and stored at —70 until used. TNF-a  in medium

was measured by use of a EIA kit according to the procedure described by the manufacturers.
Dexamethasone is a positive control. Values are presented as meant S.E., N=3. *: P<0.05, **: P<0.01.
Control value: 73.2+ 10.5 ng/ml TNF-a (compound: 25)

Control value: 60.7 ng/ml TNF-a  (compound: 26, 27, 28, 30, 31, 32)

Control value: 92.5+ 8.5 ng/ml TNF-a (compound: 29)

Control value: 182.5+ 14.2 ng/ml TNF-a (compound: 33)

ps 30 uM
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Table 44. The inhibitory effect of 5-(2'-carboxyl substituted phenoxy)furan-2-
carboxylic acidson TNF-a  formation in medium

Ry
R COOH

.

Rj o o COOH

R4

45: R;=R3=R4=H, Ri=CH3 50: R;=R,=Rs=H, R3s=Cl
46: Ri=R>=R3=H, Rs/=0OCHj; 51: R1=R3=Rs=H, R,=Cl
47: R1=R>=R4=H, R3=0OCHj3 52: R1=R3=R4=H, R>=Br
48: R1=R3=R4=H, R,=0OCH3 53: R1=R3=Rs=H, R.=I

Compound (V) % inhibition
45 (10) 33.2+ 11.2
Dexamethasone (0.02) 22.0+ 4.2*
(1) 41.0+ 4.7+*
(10) 49,9+ 1.7**
46 (30) 49.1
47 (30) 59.5
48 (30 52.6
50 (30 55.3
51 (30) 40.5
52 (30) 52.1
Dexamethasone D 41.1+ 4.75
(20 49.9+ 1.71
53 (30) -5.4+ 2.0
Dexamethasone (0.2 48.1+ 8.2**
(1) 61.7+ 8.1**
(20) 64.9+ 10.5**
I Cso 1.25+ 0.83

Pretreatment of RAW 264.7 cells with test drugs at 37 for 1h before stimulation with LPS (1 ng/
ml) for 24h, and then the medium was collected and stored at —70 until used. TNF-a  in medium
was measured by use of a EIA kit according to the procedure described by the manufacturers.
Dexamethasone is a positive control. Values are presented as meant S.E., N=3. *: P<0.05, **: P<0.01.
Control value: 73.2+ 10.5ng/ml TNF-a (compound: 45)

Control value: 60.7 ng/ml TNF-a  (compound: 46, 47, 48, 50, 51, 52)

Control value: 182.5+ 14.2 ng/ml TNF-a (compound: 53)
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ps 30 uM

Table 45. The inhibitory effect of substituted furo[2,3-b]chromone-2-carboxylic acid
ethyl esterson TNF-a  formation in medium

Ry o)

COOCH,CH3

65: R.=Rs=Rs=H, Ri1=CH3; 70: Ri1=R,=R4=H, Rs=Cl
66: Ri=R,=R3=H, R,=OCH3 71: Ri1=R3=R4=H, R,=Cl
67: Ri=R,=Rs=H, Rs=OCH3; 72: R1=R3=Rs=H, R=Br
68: R1=R3=Rs=H, R,:=OCH3; 73: R1=R3=Rs=H, R=I

Compound (V) % inhibition
65 (30) 15.6+ 15.7
66 (30 43.9+ 4.6**
67 (30) 25.1+ 11.4*
68 (30) 30.4+ 11.5**
Dexamethasone (0.01) 22.0+ 4.2*
(1) 41.0+ 4.7+*
(10) 49.9+ 1.7**
70 (30 23.4+ 10.8
71 (30) 217+ 7.1
72 (30) 9.4+ 1.0
73 (30 8.5+ 3.8
Dexamethasone (0.02) 22.0+ 4.2*
(1) 41.0+ 4.7+*
(10) 49.9+ 1.7**

Pretreatment of RAW 264.7 cells with test drugs at 37 for 1h before stimulation with LPS (1 ng/
ml) for 24h, and then the medium was collected and stored at —70 until used. TNF-a  in medium
was measured by use of a EIA kit according to the procedure described by the manufacturers.
Dexamethasone is a positive control. Values are presented as meant S.E., N=3. *: P<0.05, **: P<0.01.
Control value: 102.5+ 10.4 ng/ml TNF-a  (compound: 65, 66, 67, 68)

Control value: 58.4+ 1.0 ng/ml TNF-a  (compound: 70, 71, 72, 73)
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Table 46. The inhibitory effect of 5-(2-alkoxycarbonyl substituted phenoxy)furfurals

81:
82:
83:
84:
85:
86:
87:

on TNF-a formation in medium

R1
R COOR
R3 9) 9] CHO
Ra
R:CH3, R1:R2:R3:R4:H 88: R:CH3, R1:R3:R4:H, RZZOCHQ,

R=CHjs, Ri=R;=R3=H, R\=CH3;  89: R=CH3, R,=R3=Rs=H, R1=OCH3
R=CH3, Ri=R,=Rs=H, Rs=CH3  90: R=CH3, R1=R,=Rs=H, Rs=Cl
R=CHjs, Ri=Rs=Rs=H, R,=CH3;  91: R=CHj3, Ri=R3=Rs=H, R,=Cl
R=CyHs, R;=R3=R4s=H, Ri1=CH3z  92: R=CH3s, R1=R3=R4=H, R,=Br
R=CHjs, Ri=R;=R3=H, Ry=OCH3 93: R=CH3, R1=R3:=R4=H, Ro=I
R=CHs;, R1=R>=Rs=H, R;=0OCH3

TNF-a formation

Compound CONIC. == === === === e e e e e e e e e

(mM)  ng/ml (%inh)
Control 55.8f 1.1 --
81 (3) 35.8+ 0.3** 35.1+ 35
(10) 27.6+ 1.3** 50.2+ 3.0
(30) 21.0+ 0.1** 61.8+ 1.7
| Cso 10.3+ 0.9
82 (30) 29.2+ 0.3** 47.3t 1.0
83 (3) 62.7+ 2.9 -13.5+ 0.6
(10) 425+ 2.3** 22,6+ 4.7
(30) 23.7+ 1.1** 575+ 1.5
1Cso 17.3+ 2.4
84 (10) 54.0+ 2.4 2.2+ 22
(30) 30.6+ 0.7** 445+ 1.2
85 (30) 39.0+ 0.8** 29.6x 2.7
Dexamethasone (0.01) 43.0+ 3.9** 224+ 4.8
(0.1) 31.0f 2.9** 425+ 2.0
(1) 24.9+ 6.0** 55.4+ 9.5
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1Cso 0.42+ 0.12
Control 92.5 8.5 ~

86 (30) 51.4+ 6.0** 44.4+ 0.5

87 (3) 71.4+ 4.9 21.7+ 7.8
(10) 57.1% 2.2** 37.8+ 4.2
(30) 37.8+ 0.8** 58.7+ 3.0
1Cs0 18.4+ 4.1

88 (30) 46.5+ 4.3** 49.1+ 52

89 (30) 49.0+ 7.9** 45.8+ 10.6

90 (3) 73.1% 146 21.4+ 4.6
(10) 60.1+ 13.9* 35.6+ 5.0
(30) 29.4+ 3.9** 67.6+ 4.4
1Cs0 14.4+ 0.5

91 (3) 94.9+ 1.7 -3.3+ 6.1
(10) 60.1+ 9.0 33.8+ 9.6
(30) 31.9+ 1.2%* 65.1+ 2.5
1Cs0 17.9+ 3.1

92 (3) 66.5+ 7.5 28.3+ 2.7
(10) 56.3+ 8.6** 39.9+ 3.8
(30) 21.1+ 1.6** 76.5+ 4.1
1Cs0 10.4+ 0.6

93 (3) 724+ 4.6 20.7+ 7.9
(10) 63.2+ 0.3 30.5+ 6.6
(30) 34.8+ 4.0** 61.3t 7.6
1Cs0 21.8+ 9.1

Dexamethasone (0.01) 71.4+ 2.1 22.4+ 4.8
(0.1) 51.2+ 6.0%* 425+ 2.0

(1) 411+ 2.9%* 55.4+ 9.5

ICso 0.42+ 0.12

Pretreatment of RAW 264.7 cells with test drugs at 37 for 1h before stimulation with LPS (1 ng/
ml) for 24h, and then the medium was collected and stored at —70 until used. TNF-a  in medium
was measured by use of a EIA kit according to the procedure described by the manufacturers.

Dexamethasone is a positive control. Values are presented as meant S.E., N=3. *: P<0.05, **: P<0.01.



Table 47. The inhibitory effect of 5-(2-alkoxycarbonyl substituted phenoxy)-2-
furanacrylic acidson TNF-a  formation in medium

Ry

R COOR

3N

o CH=CH—COOH

R3 0
R4
101: R=CH3s, Ri=R;=Rs=Rs=H

102: R:CH3, R1:R2:R3:H, R4:CH3
103: R:CH3, R:1=R,=R,=H, R3:CH3
104: R:CH3, R1:R3:R4:H, RZZCH3

106: R=CH3, R1=R>=R3=H, Ri/=OCH3;
107: R=CH3, R1=R>=R4s=H, R3=OCH3;
108: R=CH3, R1=R3=Rs=H, R,=OCH3;
109: R=CH3, R:=R3=R4s=H, R;=OCH3;

105: R:C2H5, R>=R3=R,=H, R1:CH3

TNF-a formation

Compound G0N, === === o oo o o e s
(mM)  ng/ml (%inh)
Control 55.8f 1.1 --
101 (30) 33.9t 1.3** 38.9+ 2.5
102 (30) 36.3f 0.7** 34.7+ 1.7
103 (30) 37.3t 1.0** 324+ 5.1
104 (30) 30.7+ 1.4** 44.6+ 3.5
105 (30) 43.7+ 0.8** 20.6+ 6.7
Dexamethasone (0.01) 43.0+ 3.9** 224+ 4.8
(0.1) 31.0f 2.9** 425+ 2.0
(1) 24.9+ 6.0** 55.4+ 9.5
|Cso 0.42+ 0.12
Control 92.5t 8.5 -
106 (30) 66.6+ 3.2 26.1+ 10.3
107 (30) 85.1+ 4.9 7.4+ 3.3
108 (30) 84.3+ 55 7.7+ 79
109 (30) 87.1+ 1.4 4.3+ 83
Dexamethasone (0.01) 71.4+ 2.1 22.4+ 4.8
(0.1) 51.2+ 6.0%* 425+ 2.0



(1) 41.1+ 2.9+ 55.4+ 9.5

[Cso 0.42+ 0.12
Pretreatment of RAW 264.7 cells with test drugs at 37 for 1h before stimulation with LPS (1 ng/
ml) for 24h, and then the medium was collected and stored at —70 until used. TNF-a  in medium

was measured by use of a EIA kit according to the procedure described by the manufacturers.

Dexamethasone is a positive control. Values are presented as meant S.E., N=3. *: P<0.05, **: P<0.01.



Table 48. The inhibitory effect of 5-(2'-carboxyl substituted phenoxy)-2-furanacrylic
acidson TNF-a formation in medium

R1
R COOH
Rj Q/Q\CH:CH—COOH
R4
111: Ri=R,=R3=R4=H 118: R1=R3=R4=H, RZZOCHQ,
112: Ri=R,=Rs=H, R4:CH3 120: R1=R,=R4=H, R3:C|
113: Ri=R,=R4=H, R3:CH3 121: R1=R3=R4=H, R2:C|
114: R1=R3=R4=H, RZZCH3 122: R1=R3=R4=H, R,=Br
116: R1=R,=R3=H, R4:OCH3 123: R1=R3=R4s=H, R,=I

117: Ri=R,=R4s=H , R3:OCH3

TNF-a formation
Compound CONIC. == === === === e e e e e e e e e

(mM)  ng/mi (%inh)
Control 55.8+ 1.1 --
111 (30) 41.0+ 1.9** 26.0+ 3.2
112 (30) 35.4+ 1.7** 36.2+ 5.6
113 (30) 39.6+ 0.4** 28.5t 3.4
114 (30) 42.9+ 0.3** 22.6+ 3.9
Dexamethasone (0.01) 43.0+ 3.9** 224+ 4.8
(0.1) 31.0f 2.9** 425+ 2.0
(1) 24.9t 6.0** 55.4+ 9.5
|Cso 0.42+ 0.12
Control 92.5t 8.5 --
116 (30) 83.6+ 2.3 8.4t 6.9
117 (30) 86.7+ 3.3 4.7+ 9.2
118 (30) 66.1+ 1.1 27.0+ 8.1
120 (30) 60.4+ 2.2* 33.0+ 9.0
121 (30) 70.5+ 0.8 224+ 7.8



122 (30) 83.1t 7.2 10.1+ 0.5

123 (30) 70.1 4.3 29.7t 8.2
Dexamethasone (0.01) 71.4+ 2.1 22.4+ 4.8
(0.1) 51.2+ 6.0%* 425+ 2.0
(1) 41.1+ 2.9** 55.4+ 9.5

|Cso 0.42+ 0.12

Pretreatment of RAW 264.7 cells with test drugs at 37 for 1h before stimulation with LPS (1 ng/
ml) for 24h, and then the medium was collected and stored at —70 until used. TNF-a  in medium
was measured by use of a EIA kit according to the procedure described by the manufacturers.

Dexamethasone is a positive control. Values are presented as meant S.E., N=3. *: P<0.05, **: P<0.01.



()  LPS+IFN-y TNF-a

(Cdl line: N9 cells)
25-33 45-48 50-53 65-68 70-73 81-93 101-109

111-114 116-118 120-123 LPS+IFN-y TNF-
a TNF-a formation (
Table49 Table54) 30 MM 26-30 32 33
72 73 81 82 85 8 103 ( 30-49%
) 83 84 87 88 90-93
TNF-a formation [Cxg 17.7+1.2 MM

20.7£2.3 MM 14.741.6 MM 22.1+£3.0nM 12.1+0.3nM 14.5+1.6 niv
13.0+459mMM  10.6£1.7 nM

5-(2'-alkoxycarbony! substituted phenoxy)furfurals
(81-93) 5-(2'-alkoxycarbonyl substituted
phenoxy)furfurals (81-93)

30 nM



Table 49. The inhibitory effect of ethyl 5-(2-alkoxycarbonyl substituted phenoxy)-
furan-2-carboxylates on TNF-a  formation in medium

R1

R COOR

.

R; o o COOCH,CH3

Ra

25: R=C;Hs5, Ro=R3=Rs=H, R1=CH3  30: R=CHj3, Ri1=R,=R4s=H, Rs=Cl
26: R=CHj3, R1=R,=R3s=H, Rs=OCH3 31: R=CHj3, Ri=R3=Rs=H, R,=Cl
27: R=CHjs, Ri=R>=R4=H, Rs=OCH3 32: R=CHj3, R1=R3=R4=H, R,=Br
28: R=CHj3, R1=R3=R4=H, R,=OCH3 33: R=CH3, R1=R3=R4=H, Ro=I
29: R=CH3s, R>=R3=Rs=H, R;=OCH3;

Compound (V) % inhibition
25 (10) -9.4+ 11.6
Dexamethasone (0.01) 20.1+ 6.1*
(0.1 74.3+ 3.1**
(10) 82.0+ 3.8**
1Cso 0.25+ 0.14
26 (30 31.3
27 (30 49.0
28 (30) 48.4
Dexamethasone (0.02) 15.2+ 3.2
(0.1) 51.7+ 4.6
Q) 59.0+ 3.2
1Cso 0.50+ 0.03
29 (30) 37.9+ 5.0*
Dexamethasone (0.01) 31.1+ 0.9*
(0.2) 55.6+ 2.4**
Q) 72.9+ 0.9**
1Cso 0.074+ 0.01
30 (30) 37.4
31 (30) 29.8
32 (30) 46.3
Dexamethasone (0.01) 15.2+ 3.2
(0.1) 51.7+ 4.6
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(1) 50.0¢+ 3.2

| Cso 0.50+ 0.03

33 (30) 45.0+ 3.9+
Dexamethasone (0.2 32.0+ 1.6**
Q) 35.9+ 0.6**

(10) 48.6+ 3.8**

Pretreatment of N9 cells with test drugs at 37 for 1h before stimulation with LPS (10 ng/ ml) plus
IFN-y (10 U/ml) for 24h, and then the medium was collected and stored at —70 until used. TNF-a

in medium was measured by use of a EIA kit according to the procedure described by the
manufacturers. Dexamethasone is a positive control. Values are presented as meant SE., N=3. *:
P<0.05, **: P<0.01.

Control value: 1.4+ 0.2 ng/ml TNF-a  (compound: 25)

Control value: 4.2 ng/ml TNF-a  (compound: 26, 27, 28, 30, 31, 32)

Control value: 1.93+ 0.08 ng/ml TNF-a (compound: 29)

Control value: 13.8+ 1.35 ng/ml TNF-a (compound: 33)

ps 30 uM



Table 50. The inhibitory effect of 5-(2'-carboxyl substituted phenoxy)furan-2-
carboxylic acidson TNF-a  formation in medium

R1
R COOH

.

Rs3 0) 0) COOH

R4

45: R;=R3=R4=H, Ri=CH3 50: R;=R,=Rs=H, R3=Cl
46: Ri=R>=R3=H, Rs/=0OCH3; 51: R1=R3=Rs=H, R,=Cl
47: R1=R>=R4=H, R3=0OCHj3 52: R1=R3=Rs=H, R>=Br
48: R1=R3=R4=H, R;=0OCH3 53: R1=R3=Rs=H, R.=I

Compound (V) % inhibition

45 (10) -23.3+ 1.6

Dexamethasone (0.01) 20.1+ 6.1*
(0.2) 74.3+ 3.1**
(10) 82.0+ 3.8**
1Cso 0.25+ 0.14

46 (30 6.9

47 (30 10.3

48 (30) -17.2

50 (30) 20.7

51 (30) 12.1

52 (30) 15.0

Dexamethasone (0.02) 15.2+ 3.2
(0.1) 51.7+ 4.6

Q) 59.0+ 3.2

1Cso 0.50+ 0.03

53 (30) 19.9+ 1.4

Dexamethasone (0.2 32.0+ 1.6**

Q) 35.9+ 0.6**

(10) 48.6+ 3.8**

Pretreatment of N9 cells with test drugs at 37 for 1h before stimulation with LPS (10 ng/ ml) plus
IFN-y (10 U/ml) for 24h, and then the medium was collected and stored at —70 until used. TNF-a

in medium was measured by use of a EIA kit according to the procedure described by the

1¢



manufacturers. Dexamethasone is a positive control. Values are presented as meant SE., N=3. *:
P<0.05, **: P<0.01.

Control value: 1.4+ 0.2 ng/ml TNF-a  (compound: 45)

Control value: 4.2 ng/ml TNF-a  (compound: 46, 47, 48, 50, 51, 52)

Control value: 13.8+ 1.35ng/ml TNF-a (compound: 53)

ps 30 uM



Table 51. The inhibitory effect of substituted furo[2,3-b]chromone-2-carboxylic acid
ethyl esterson TNF-a  formation in medium

Ry o)

COOCH,CH3

65: R.:=Rs=Rs=H, Ri1=CH3;  70: Ri1=R,=R4=H, Rs=Cl
66: Ri=R,=R3=H, R,=OCH3j 71: R1=R3=R4=H, R,=Cl
67: Ri=R,=Rs=H, Rs=OCH3; 72: R1=R3=Rs=H, R=Br
68: R1=R3=Rs=H, R,:=OCH; 73: R1=R3=Rs=H, R=I

Compound (V) % inhibition
65 (30 23.2+ 4.2*
66 (30) 4.8+ 14.3
67 (30 18.7+ 8.0
68 (30) 21.7+ 1.6*
Dexamethasone (0.02) 20.1+ 6.1*
(0.2) 74.3+ 3.1**
(10) 82.0+ 3.8**
1Cso 0.25+ 0.14
70 (30) 24.2+ 2.8**
71 (30) 27.7+ 3.4**
72 (30 30.2+ 2.1**
73 (30 33.9+ 3.3**
Dexamethasone (0.01) 20.1+ 6.1*
(0.2) 74.3+ 3.1**
(10) 82.0+ 3.8**
1Cso 0.25+ 0.14

Pretreatment of N9 cells with test drugs at 37 for 1h before stimulation with LPS (10 ng/ ml) plus
IFN-y (10 U/ml) for 24h, and then the medium was collected and stored at —70 until used. TNF-a

in medium was measured by use of a EIA kit according to the procedure described by the
manufacturers. Dexamethasone is a positive control. Values are presented as meant SE., N=3. *:

P<0.05, **: P<0.01.
1€



Control value: 1.8+ 0.01 ng/ml TNF-a  (compound: 65, 66, 67, 68)
Control value: 3.9+ 0.27 ng/ml TNF-a  (compound: 70, 71, 72, 73)

Table 52. The inhibitory effect of 5-(2-alkoxycarbonyl substituted phenoxy)furfurals
on TNF-a formation in medium

Ry
R COOR
R3 9] 9] CHO
R4
81: R:CH3, R1:R2:R3:R4:H 88: R:CH3, R1:R3:R4:H, RZZOCHQ,

82: R=CHj3, Ri=R,=R3=H, R\=CH3;  89: R=CH3, R,=R3s=Rs=H, R1=OCH3
83: R=CHj3, Ri=R;=Rs=H, R3=CH3;  90: R=CH3, Ri=R,=Rs=H, R3=Cl

84: R=CHj3, Ri=Rs=Rs=H, R,=CH3;  91: R=CH3, Ri=R3=Rs=H, R,=Cl

85: R=C,Hs, R:=R3=Rs=H, R1=CH3z  92: R=CH3s, Ri1=R3=R4=H, R,=Br
86: R=CH3, Ri=R,=R3=H, Ry=OCH3 93: R=CH3, R1=R3s=R4=H, Rx>=I

87: R=CH3, R1=R>=Rs=H, R;=OCH3

TNF-a formation
Compound CONC. == === === === e e e e e e e e e e

(mM)  ng/ml (%inh)
Control 2.14+ 0.06 --

81 (30) 1.14+ 0.02** 46.7+ 2.3

82 (30) 1.43+ 0.02** 33.0+ 3.6

83 (3) 1.85+ 0.07 13.3+ 4.5
(10) 1.38+ 0.01** 35.0+ 0.7
(30) 0.79+ 0.03** 62.5+ 2.1
1Cso 17.7+ 1.2

84 (3) 1.92+ 0.05 10.2+ 3.4
(10) 1.42+ 0.06** 33.1+ 3.9
(30) 0.88+ 0.03** 58.6+ 2.0
|Cso 20.7+ 2.3

85 (30) 1.21+ 0.07** 435 4.6

Dexamethasone (0.01) 1.50+ 0.01** 31.1+ 0.9
(0.1) 0.97+ 0.04** 55.6+ 2.4
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(1) 0.59+ 0.02** 72.9+ 0.9
ICso 0.074+ 0.009
Control 1.93+ 0.08 --
86 (30) 1.11+ 0.11** 42.6% 4.0
87 (3) 1.56+ 0.19 18.5+ 12.2
(10) 1.17+ 0.06** 39.2+ 0.6
(30) 0.66+ 0.10** 65.9+ 3.6
1Cs0 14.7+ 1.6
88 (3) 1.76+ 0.07 8.9+ 3.7
(10) 1.37+ 0.12 20.2+ 3.6
(30) 0.80+ 0.08** 58.6+ 2.7
1Cs0 22.1+ 3.0
89 (30) 1.34+ 0.15 29.7+ 10.9
90 (3) 1.50+ 0.12 22.2+ 3.2
(10) 1.06+ 0.08** 450+ 1.8
(30) 0.60+ 0.01** 68.4+ 1.6
1Cso 12.1+ 0.3
91 (3) 221+ 018 -14.1+ 8.0
(10) 1.31+ 0.08* 324+ 3.1
(30) 0.36+ 0.08** 81.1+ 4.5
1Cso 145+ 1.6
92 (1) 1.78+ 0.01 7.4+ 3.6
(3) 1.54+ 0.01 19.9+ 3.8
(10) 0.91+ 0.11** 52.1+ 7.5
(30) Cytotoxic
1Cs0 13.0+ 5.9
93 (1) 2.03t 0.14 5.1+ 7.8
(3) 1.81+ 0.11 6.0+ 7.3
(10) 0.95% 0.07** 50.6+ 4.3
(30) Cytotoxic
1Cso 10.6+ 1.7
Dexamethasone (0.01) 1.33+ 0.01* 31.1+ 0.9
(0.1) 0.82+ 0.04** 55.6+ 2.4
(1) 0.51+ 0.02** 72.9+ 0.9
| Cso 0.074+ 0.01

Pretreatment of N9 cells with test drugs at 37 for 1h before stimulation with LPS (10 ng/ ml) plus
IFN-y (10 U/ml) for 24h, and then the medium was collected and stored at —70 until used. TNF-a

in medium was measured by use of a EIA kit according to the procedure described by the

1€



manufacturers. Dexamethasone is a positive control. Values are presented as meant SE., N=3. *:
P<0.05, **: P<0.01.

Table 53. The inhibitory effect of 5-(2-alkoxycarbonyl substituted phenoxy)-2-
furanacrylic acidson TNF-a  formation in medium

Ry
R COOR
Rs O/Q\CH:CH—COOH
R4
101: R=CHs, Ri=R,=Rs=Rs=H 106: R=CHs, Ri=R;=Rs=H, Ri=OCHs

102: R=CHj3, R1=R,=R3=H, Ry=CHz 107: R=CH3s, R1=R>=Rs=H, Rs=0OCHj3
103: R=CHj3, R1=R,=R4=H, Rs=CHz 108: R=CH3, R1=R3:=Rs=H, R,.=0OCHj3
104: R=CH3, R1=R3=R4=H, R;=CHz 109: R=CH3, R>=R3:=Rs=H, R;=0OCHj3
105: R=C;Hs, Ro=R3=R4=H, R1=CH3

TNF-a formation
Compound GO, m === == = o o o oo

(mM)  ng/ml (%inh)
Control 2.14+ 0.06 --
101 (30) 1.56+ 0.06** 27.1t 4.1
102 (30) 1.89+ 0.04 11.5+ 4.4
103 (30) 1.22+ 0.07** 42,9+ 2.3
104 (30) 1.50+ 0.06** 29.9+ 4.3
105 (30) 1.95+ 0.03 8.8t 0.9
Dexamethasone (0.01) 1.50+ 0.01** 31.1+ 0.9
(0.1) 0.97+ 0.04** 55.6t+ 2.4
(1) 0.59+ 0.02** 72.9t 0.9
|Cso 0.074+ 0.009
Control 1.93% 0.08 --
106 (30) 1.93+ 0.13 -0.1+ 5.3
107 (30) 1.51+ 0.23 22.3+ 9.9
108 (30) 1.56+ 0.22 175+ 12.1
109 (30) 1.92+ 0.17 0.6+ 8.6
Dexamethasone (0.01) 1.33+ 0.01* 31.1+ 0.9
(0.1) 0.82+ 0.04** 55.6t+ 2.4
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(1) 051+ 0.02+* 72.9+ 0.9
Cso 0.074+ 0.01

Pretreatment of N9 cells with test drugs at 37 for 1h before stimulation with LPS (10 ng/ ml) plus
IFN-y (10 U/ml) for 24h, and then the medium was collected and stored at —70 until used. TNF-a
in medium was measured by use of a EIA kit according to the procedure described by the
manufacturers. Dexamethasone is a positive control. Values are presented as meant SE., N=3. *:
P<0.05, **: P<0.01.
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Table 54. The inhibitory effect of 5-(2'-carboxyl substituted phenoxy)-2-furanacrylic
acidson TNF-a formation in medium

111
112
113
114
116
117

R1

R COOH

T

R 0
R4

: Ri=R>=R3=Rs=H

: Ri=R>=Rs=H, R/=CH3

: Ri=R=Rs=H, R3=CH3

: Ri=Rs=R4=H, Ry=CH3

: Ri=R;=R3=H, R/=OCHj5
: Ri=R;=R4=H, R3=0OCHj5

o CH=CH—COOH

118: R1=R3=Rs=H, R,=OCHg3
120: Ri=R,=R4=H, R3=Cl
121: Ri=R3=R4=H, R,=Cl
122: Ri=R3=R4=H, R=Br
123: Ri=R3=R4=H, R>=lI

TNF-a formation

Compound CONC. === === === === e o oo
(mM)  ng/ml (%inh)
Control 2.14+ 0.06 --
111 (30) 2.80% 0.04 -30.7+ 5.4
112 (30) 2.36+ 0.05 -10.4+ 4.9
113 (30) 1.85+ 0.06 13.4+ 5.0
114 (30) 2.18+ 0.06 -1.7+ 5.0
Dexamethasone (0.01) 1.50%+ 0.01** 311+ 0.9
(0.1) 0.97+ 0.04** 55.6x 2.4
(1) 0.59+ 0.02** 72,9+ 0.9
| Cso 0.074+ 0.009
Control 1.93t 0.08 -
116 (30) 1.85+ 0.16 4.2+ 9.4
117 (30) 1.72+ 0.20 10.8+ 10.1
118 (30) 1.74+ 0.10 9.3+ 7.1
120 (30) 1.65+ 0.05 14.1+ 5.9
121 (30) 1.59+ 0.10 17.7+ 3.3
122 (30) 1.66+ 0.03 13.7+ 2.0
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123 (30) 1.72+ 0.06 10.1+ 7.2

Dexamethasone (0.01) 1.33+ 0.01* 31.1+ 0.9
(0.1) 0.82+ 0.04** 55.6+ 2.4
(1) 0.51+ 0.02** 72.9t 0.9

ICso 0.074+ 0.01

Pretreatment of N9 cells with test drugs at 37 for 1h before stimulation with LPS (10 ng/ ml) plus
IFN-y (10 U/ml) for 24h, and then the medium was collected and stored at —70 until used. TNF-a

in medium was measured by use of a EIA kit according to the procedure described by the
manufacturers. Dexamethasone is a positive control. Values are presented as meant SE., N=3. *:

P<0.05, **: P<0.01.
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