21-33 41-48 50-53
61-68 70-73 81-93 101-109 111-114 116-118 120-123
(Dthrombin (0.1 unit/ml) AA (100 niM) collagen (10 ng/ml)

PAF (2 ng/ml) (inducer)
Table 1
Table3
(2)thrombin (0.1 unit/ml) AA (200 nM) collagen (10 ng/ml)
(inducer)
Table4 Table6

() thrombine
21-28 30-33 4148 50-53 61-68 70-73 81-93
101-109 111-114 116-118 120-123 ( Tablel Table6)
100 nmg/ml 27 30
32

(84)

ethyl 5-(2'-alkoxycarbonyl substituted
phenoxy)-furan-2-carboxylates (21-33) ethyl
5-(2'-alkoxycarbony| substituted phenoxy)furan-2-carboxylates (21-33)

() AA
21-28 30-33 41-48 50-53 61-68 70-73 81-93
101-109 111-114 116-118 120-123( Tablel Tableb)
25 27 28 32 92 93 123
( ICs 69-100 vl ) 61 62
64 72 ICso 55.1nM 55.5mM
37.6nmMM 554 nM
substituted furo[ 2,3-b]chromone-2-carboxylic acid
ethyl esters (61-68 70-73) substituted



furo[2,3-b]chromone-2-carboxylic acid ethyl esters (61-68  70-73)

() collagen
21-28 30-33 41-48 50-53 61-68 70-73 81-93

101-109 111-114 116-118 120-123 ( Tablel Table6)

100 ng/ml 21 23 33 61 62
22 24-28 30-32 68 72
73 100 mM 91-93

123
ethyl 5-(2-alkoxycarbonyl substituted
phenoxy)-furan-2-carboxylates (21-33) substituted
furo[2,3-b]chromone-2-carboxylic acid ethyl esters (61-68  70-73)
ethyl 5-(2-alkoxycarbonyl substituted
phenoxy)furan-2-carboxylates (21-33)

substituted furo[2,3-b]chromone-2-carboxylic acid ethyl esters
(61-68  70-73)

() PAF
21-28 30-33 41-48 50-53 61-68 70-73( Table
1 Table 6) 100 ng/ml 21
22 26 24 25 27 28
30-32

ethyl 5-(2-alkoxycarbonyl substituted
phenoxy)-furan-2-carboxylates (21-33) ethyl
5-(2'-alkoxycarbony! substituted phenoxy)furan-2-carboxylates (21-33)

thrombine AA collagen PAF
ethyl 5-(2'-alkoxycarbonyl substituted
phenoxy)furan-2-carboxylates (21-33) substituted

4



furo[2,3-b]-chromone-2-carboxylic acid ethyl esters (61-68  70-73)
ethyl
5-(2'-methoxy-carbonyl-4'-bromophenoxy)furan-2-carboxylate (32)



Table 1. The inhibitory effect of ethyl 5-(2-akoxycarbonyl substituted phenoxy)-
furan-2-carboxylates on rabbit platelet aggregation induced by thrombin,
AA, collagen and PAF (in vitro)

21:
22:
23:
24:
25:

R3

R1

Ry

R:CH3, R1: Rzz R3: R4: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

COOR

.

O O

COOCH,CH3

: R=CHj3, Ri=R,=R4=H, R3=OCHj5
: R=CH3, Ri=R3=R4=H, R,=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

26: R=CH3;, Ri1=R,=R3=H, R.=0OCH3 33: R=CHj3, Ri1=R3=Rs=H, Ry=I
Percent Aggregation
Compound  conc.
(mg/ml) thrombin AA collagen PAF
Control 90.9+ 1.2(3) 89.5+ 1.0(4) 89.2+ 1.3(4) 91.7+ 0.5(4)
21 (100) 87.7+ 0.2*(3) 2.8+ 2.3***(3)  39.3t 9.8***(4) 33.0+ 0.6***(3)
(50) 78.4+ 1.0**(3)
(20) 83.2+ 1.6**(3)
1Cso 192.4 mvi
22 (100) 88.7+ 0.9(3) 0.0+ 0.0***(3) 5.4+ 2.8***(4)  39.6x 9.7***(4)
(50) 73.2+ 4.7%*(3)
(20) 86.8+ 1.0(3)
ICso 179.3 nM
23 (100) 85.0+ 0.7**(3) 0.0+ 0.0***(3)  13.9+ 6.9***(4) 71.6x 1.3***(3)
(50) 72.5+ 2.4%**(3)
(20) 87.0+ 1.1(3)
ICso 179.0 nM
24 (100) 78.8+ 2.3***(3) 0.0+ 0.0***(4) 9.7+ 55***(4) 0.0+ 0.0***(3)
(50) 9.9+ 8.6***(4) 77.2+ 2.0°**(3)
(20) 83.7+ 3.2(4)
I1Cso 128.1 nM
Control  92.3+ 0.3(3) 91.0+ 1.5(3) 89.5+ 0.6(4) 94.7+ 1.8(3)

4



25 (100) 752+ 1.3***(3) 0.0+ 0.0***(3) 0.0t 0.0***(3) 0.0t 0.0***(3)
(50) 0.0+ 0.0°%(3)  14% 12++%(3) 16,0+ 9.9**(3)
(20) 84.3t 0.2**(3)  84.0t 1.2***(3) 86.5t 0.5*(3)
ICso 85.7 nM 1184 1M 131.7 M
Control  88.5¢ 1.2(4) 87.2+ 0.5(5) 90.3+ 0.5(3) 89.4+ 0.3(4)
26 (100) 805+ 1.4***(3) 0.8+ 0.8***(5) 0.0+ 0.0***(3)  44.3t 9.3***(4)
(50) 37.2+ 9.6***(5)
(20) 56.6+ 10.4**(5)
(10) 815+ 2.5%(5)
ICso 121.7 nM
27 (100) 483t 1.9***(3) 0.0t 0.0**(5) 0.0+ 0.0***(3) 0.0t 0.0**(3)
(50) 16.9+ 11.0¢**(5) 453+ 3.9%%*(3)
(20) 47.9+ 12.8%*(5) 70.7+ 1.45%%(3)
(10) 68.1+ 7.2*(5) 78.7+ 0.9%*(3)
(5) 85.9+ 1.5(5)
1Cs0 99.3 MM 136.5 MM
28 (100) 710t 3.6***(3) 0.0t 0.0***(5) 0.0t 0.0***(3) 0.0t 0.0**(3)
(50) 4.8t 4.3°*%(5) 64.5¢ 1.3***(3)
(20) 40.5+ 12.7%*(5) 85.1+ 1.4*(3)
(10) 83.0+ 1.9(5)
1Cs0 93.9 MM 163.8 M
30 (100) 44.3t 10.8***(4) 0.0t 0.0**(5) 0.0+ 0.0**(3) 0.0+ 0.0***(3)
(50) 4.3+ 3.8"*%(5) 60.6+ 2.3***(3)
(20) 64.1+ 5.8"**(5) 84.9+ 1.2%**(3)
(10) 74.8+ 3.7%*(5)
®) 84.0+ 1.1*(5)
ICso 101.5 M 158.7 MM
31 (100) 68.0t 7.2*(4) 0.0t 0.0**(5) 0.0+ 0.0**(3) 0.0+ 0.0***(3)
(50) 19.9+ 6.07**(5) 68.7+ 1.5%**(3)
(20) 69.6+ 5.0°*(5) 85.5+ 2.3(3)
(10) 83.4+ 1.6*(5)
1Cs0 117.0 M 164.6 MM
32 (100) 5.4+ 2.8***(3) 0.0 0.0**(3) 0.0t 0.0***(3) 0.0t 0.0***(4)
(50) 0.0+ 0.0***(3) 51.6+ 6.2%**(4)
(20) 78.5+ 2.5°**(3) 71.8+ 4.1%**(4)
(10) 85.2+ 0.9(3) 82.4+ 2.4*(4)
1Cso 711 M 124.9 M
Control  92.7+ 0.6(3) 88.2+ 0.3(4) 90.6+ 0.4(4) 91.1+ 0.9(4)



33 (100) 84.0+ 0.7%**(3) 38.9+ 156**(4) 34.4+ 15**(3) 64.8+ 8.1%*(4)

(50) 57.5+ 16.8(4)

(20) 84.7+ 2.1(4)

1Cso 177.8 nM
Aspirin 1Cso 20.0 nM

Platelet were incubated with tested sample or 0.5% DMSO at 37 for 1min, then thrombin (0.1

U/ml), AA (100 M), collagen (10 ng/ml) or PAF (2 ng/ml) was added to trigger the aggregation.
Values are presented as meant S.E. , N=3-5. *: P<0.05, **: P<0.01, ***: P<0.001.



Table 2. The inhibitory effect of 5-(2'-carboxyl substituted phenoxy)furan-2-
carboxylic acids on rabbit platelet aggregation induced by thrombin, AA,

collagen and PAF (in vitro)

R1

R3

41: Ri=R,=Rs=R,=H

46: R1=R,=R3=H, Rs=OCH3 53

Ry

COOH

.

O O

COOH

47: Ri=R,=R4=H, R3=0OCHjs
42: R1=R,=R3=H, Ry=CH3 48: R1=R3;=Rs=H, R,=0OCHj3
43: Ri=R»=R4=H, Rs=CH3 50: R;=R,=Rs=H, R3=Cl
44: Ri=R3=R4=H, R,=CH3 51: Ri=R3=R4s=H, R,=Cl
45: R=R3=R4=H, Ri=CHz 52: R1=R3s=R4=H, R,=Br

' Ri=R3=R4s=H, R=I

Percent Aggregation
Compound  conc.

(mg/ml) thrombin AA collagen PAF

Control 90.9+ 1.2(3) 89.5+ 1.0(4) 89.2+ 1.3(4) 91.7+ 0.5(4)
41 (100) 90.3+ 0.7(3) 87.0+ 1.6(3) 86.2+ 3.4(3) 89.4+ 0.8%(3)
42 (100) 89.2+ 1.1(3) 88.9+ 2.0(3) 85.9+ 3.5(4) 90.2+ 0.6(3)
43 (50) 84.7+ 0.9**(3)  80.2t 3.0**(3)  74.6+ L7***(3) 80.5¢ 4.2%*(3)
44 (100) 88.7+ 1.5(3) 87.4+ 1.6(3) 83.8+ 2.8(4) 89.2+ 0.5*(3)

Control  92.3+ 0.3(3) 91.0+ 1.5(3) 89.5+ 0.6(4) 94.7+ 1.8(3)
45 (100) 89.8+ 0.3***(3) 85.7+ 3.5(3) 87.4+ 0.8(3) 92.9+ 2.3(3)

Control 88.5+ 1.2(4) 87.2+ 0.5(5) 90.3+ 0.5(3) 89.4+ 0.3(4)
46 (100) 87.8+ 1.7(3) 85.1+ 1.7 87.0+ 1.0*(3)  88.7+ 0.9(3)
47 (100) 87.8+ 2.2(3) 82.0+ 0.4***(3) 87.3t 0.5**(3)  88.3+ 1.8(3)
48 (100) 89.6+ 1.5(3) 83.2+ 1.6%(3) 88.5+ 1.8 87.9+ 0.5%(3)
50 (100) 88.3t 1.2(3) 82.0+ 0.4***(3) 87.7+ 0.4**(3) 86.5+ 1.1*(3)
51 (100) 86.7+ 1.8(3) 82.4+ 1.8**(3)  87.9+ 0.6*(3) 87.2+ 0.8%(3)
52 (100) 85.4+ 2.6(3) 78.9+ 2.9¢*(3) 851+ 15**(3)  87.2+ 1.2¢**(3)

Control 92.7+ 0.6(3) 88.2+ 0.3(4) 90.6+ 0.4(4) 91.1+ 0.9(4)
53 (100) 91.7+ 0.8(3) 82.8+ 0.5***(3) 84.4+ 1.1***(3) 82.7+ 6.0(4)

Aspirin 1Cso 20.0 nM




Platelet were incubated with tested sample or 0.5% DMSO at 37 for 1min, then thrombin (0.1

U/ml), AA (100 M), collagen (10 ng/ml) or PAF (2 ng/ml) was added to trigger the aggregation.
Values are presented as meant S.E. , N=3-5. *: P<0.05, **: P<0.01, ***: P<0.001.



Table 3. The inhibitory effect of substituted furo[2,3-5]chromone-2-carboxylic acid
ethyl esters on rabbit platelet aggregation induced by thrombin, AA, collagen
and PAF (in vitro)

COOCH,CH3

61:

R1: R2: R3: R4: H

67: Ri=R,=Rs=H , R3:OCH3

62:
63:
64:

R1=R,=R3=H, R4s=CH3
R1:R2:R4:H, R3:CH3
R1:R3:R4:H, RZZCH3

68: R1:R3:R4:H, RZZOCHQ,
70: Ri=R,=R4=H, R3:C|
1. R1:R3:R4:H, R2:C|

65: R,=R3=R4=H, R1=CH3s 72: Ri=R3=R4=H, R=Br
66: R1=R,=R3=H, R;=0OCH3 73: R1=R3=R4=H, Ry=I
Percent Aggregation
Compound  conc.
(mg/ml) thrombin AA collagen PAF
Control  93.4+ 1.5(4) 88.9+ 0.5(4) 91.2+ 0.6(4) 91.4+ 0.2(4)
61 (100) 83.3+ 2.7**(3) 0.0+ 0.0***(4)  46.3+ 4.8***(4) 66.0+ 9.8*(4)
(50) 0.0+ 0.0***(4)  53.5+ 12.3**(4)
(20) 4.6+ 4.0***(4)  79.8+ 7.0(4)
(10) 38.1+ 19.1*(4)
(5) 83.1+ 2.5%(4)
ICso 55.1 nM 296.2 nM
62 (50) 85.1% 3.4*(3) 243+ 10.2¢**(4) 483+ 57***(4) 79.6+ 2.2¢**(3)
(20) 185+ 16.0***(4) 67.3+ 14.2(4)
(10) 32.1+ 17.9**(4) 80.9+ 8.5(4)
(5) 60.7+ 9.6*(4)
2 83.8+ 2.0%(4)
ICso 55.5 M 165.9 nM
63 (50) cause spontaneous 46.8+ 6.1
aggregation
(20) 90.4+ 1.9(3) 48.2+ 16.9*(4)  81.4+ 2.1***(3) 83.8+ 0.6***(3)
(10) 72,7+ 6.2*(4)
(5) 85.4+ 1.5%(4)
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1Cso

119.6 nM

64 (100) 86.8+ 2.5%(3) 0.0+ 0.0***(3) 70.9+ 4.3***(4) 81.7+ 1.5***(3)
(50) 0.0+ 0.0***(3)
(20) 1.4+ 1.2¥**(3)
(20) 19.0+ 15.5%**(3)
(5) 32.3+ 21.8**(3)
(2 84.4+ 1.9*(3)
1Cso 37.6 nM
Control 92.5+ 0.7(3) 91.3+ 0.7(3) 89.4+ 0.6(3) 91.5+ 0.7(3)
65 (100) 91.7+ 0.8(3) 83.5+ 1.1***(3) 74.9+ 1.9***(3) 87.7 0.2***(3)
66 (50) 89.2+ 0.8*(3) 77.0x 1.4***(3) 75.0¢ 3.1***(3) 87.5+ 0.5***(3)
67 (50) 89.6+ 1.0*(3) 57.0+ 51***(3) 66.4+ 4.6***(3) 86.1 0.7***(3)
68 (50) 88.3+ 0.8**(3) 49.7+ 3.0***(3) 8.2 1.8***(3)  72.9t 0.7%**(3)
(20) 15.6+ 4.8%**(3)
(20) 55.5+ 9.4**(3)
(5) 81.8+ 1.1***(3)
1Cso 58.9 nM
Control 88.2+ 0.5(4) 87.7+ 0.2(4) 87.7+ 0.4(4) 89.8+ 0.6(4)
70 (30) 85.2+ 0.3***(3) 82.4+ 1.4***(3) 84.9+ 0.6**(4)  89.5+ 1.0(3)
71 (30) 86.0+ 2.1(3) 85.3+ 1.5(3) 62.2+ 16.7(4) 87.4+ 1.2(3)
72 (100) 86.2+ 1.3(3) 0.0+ 0.0***(3) 2.0+ 1.8***(4)  84.3+ 2.1*(3)
(50) 0.0+ 0.1***(3) 9.1+ 1.5%**(4)
(20) 26.4+ 3.0***(3) 27.8t 6.4***(4)
(20) 69.5+ 2.5***(3) 84.6x 1.0*(4)
(5) 83.7+ 1.3***(3)
ICso 55.4 nM 88.0 nM
73 (100) 85.5+ 1.6(3) 117+ 2.7***(3) 5.6+ 1.0***(3)  86.7+ 1.6(3)
(20) 443+ 51***(3) 81.0+ 0.1***(3)
(20) 80.5+ 0.2***(3)
1Cso 103.4 v
Aspirin 1Cso 20.0 nM

Platelet were incubated with tested sample or 0.5% DMSO at 37

U/ml), AA (100 M), collagen (10 ng/ml) or PAF (2 ng/ml) was added to trigger the aggregation.
Values are presented as meant S.E. , N=3-4. *: P<0.05, **: P<0.01, ***: P<0.001.

for 1min, then thrombin (0.1



Table 4. The inhibitory effect of 5-(2-alkoxycarbonyl substituted phenoxy)furfurals
on human platelet aggregation induced by thrombin, AA and collagen (in

Vitro)
R1
R COOR
M
Rs3 9] 9] CHO
Ry
81: R=CH3, R1=R,=R3=R4=H 88: R=CH3, R1=R3=R4=H, R,=OCH3;

82: R=CH3, Ri=R,=R3=H, R\=CH3;  89: R=CH3, R,=R3=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, Ro=R3=Rs=H, R1=CH3z  92: R=CH3s, Ri1=R3=R4=H, R,=Br
86: R=CH3, R1=R;=R3=H, Ry=OCH3 93: R=CH3, R1=R3s=R4=H, Rx>=I

87: R=CH3s, R1=R>=Rs=H, R;=OCH3

Percent Aggregation
Compound  conc.
(mg/ml) thrombin AA collagen
Control  85.5+ 1.19 (10) 85.96+ 1.72 (7) 91.3+ 1.3(6)
81 (150) 81.1+ 2.74(5) 11.75+ 4.85 (4) 87.7+ 0.87 (3)
82 (150) 40.16% 5.9 (5) 80.3+ 6.29 (3) 88.0+ 1.70 (3)
83 (150) 29.7+ 3.9(6) 14.84+ 2.85(5) 90.0+ 1.17 (3)
84 (150) 24.53+ 4.85(4) 38.2+ 1.58 (3) 86.5+ 1.14 (3)
85 (200) 36.78% 6.73 (4) 143+ 1.17 (3) 88.7+ 2.94 (3)
(100) 88.5+ 0.46 (2)
Control  90.37+ 1.2 (7) 86.6+ 2.19 (6) 84.5+ 2.0 (6)
86 (200) 90.47+ 0.31 (3) 5.10+ 4.16 (3) 52.58+ 5.59 (4)
(100) 88.73+ 1.37 (3) 84.5+ 3.19 (3)
87 (200) 90.4+ 1.77 (3) 5.53+ 2.26 (3) 35.73+ 1.89 (4)
(100) 87.67+ 0.38 (3) 63.57+ 9.05 (3)
(50) 83.63+ 3.30 (3)
ICso 156.3 nM
88 (200) 90.6+ 1.69 (3) 0.0+ 0.0(3) 35.35% 0.85 (4)
(100) 84.33t 2.0(3) 75.57+ 6.01 (3)




Control ~ 85.5¢ 1.19 (10) 85.96+ 1.72 (7) 91.3+ 1.3 (6)
89 (2000 2917+ 1.1(3) 63.2+ 10.53 (4) 88.7+ 1.55 (3)
Control ~ 90.37+ 1.2 (7) 86.6+ 2.19 (6) 84.5+ 2.0 (6)
90 (200) 89.53+ 1.65 (3) 11.7+ 2.78 (3) 34.28+ 0.91 (4)
(100) 53.6+ 0.5 (3) 74.83+ 4.16 (3)
(50) 85.2+ 0.99 (3)
ICso 112.5 mM
91 (200) 8117+ 5.28(3) 11.83+ 1.65 (3) 35.06+ 4.56 (3)
(100) 89.53+ 0.58 (4) 19.0+ 15,51 (3)
(50) 85.33+ 1.69 (3)
ICso 105.5 MM
92 (200) 87.63+ 1.09 (3) 5.4+ 2.84 (3) 28.95+ 2.61 (4)
(100) 0.0+ 0.0(3) 37.87+ 1.69 (3)
(50) 87.0+ 0.9 (3) 83.87+ 4.36 (3)
ICso 74.9 M 1153 1M
93 (200) 84.7+ 2.6 (3) 19.93+ 4.13 (4) 36.13+ 4.37 (4)
(100) 0.0+ 0.0 (3) 46.87+ 0.78 (3)
(50) 84.1+ 0.77 (3) 83.23+ 1.1(3)
ICso 69.4 MM 104.4 MM

Platelet were incubated with tested sample or 0.5% DMSO at 37 for 1min, then thrombin (0.1

U/ml), AA (200 nM) and collagen (10 ng/ml) was added to trigger the aggregation. Vaues are
presented as meant S.E., N=2-10.



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

furanacrylic acids on human platelet aggregation induced by thrombin, AA
and collagen (in vitro)

Ry
R COOR
Rs O/Q\CH:CH—COOH
R4
101: R=CHs, R;=R,=Rs=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=CHj3, R1=R,=R4=H, R3=CHz 108: R=CH3, R1=R3=Rs=H, R,=OCHj3
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

Percent Aggregation
Compound  conc.
(mg/ml) thrombin AA collagen
Control  85.5+ 1.19 (10) 85.96+ 1.72 (7) 91.3+ 1.3(6)
101 (200) 72.0+ 7.3 (4) 62.27+ 15.95 (3) 89.2+ 1.06 (3)
102 (200) 52.08+ 10.9 (5) 49.7+ 14.9(3) 89.2+ 1.09 (3)
103 (200) 88.1% 1.2(3) 73.8+ 10.0 (3) 35.1+ 5.0 (3)
(100) 64.3+ 10.4 (3)
104 (200) 78.7+ 5.1 (4) 15.2+ 2.33 (3) 86.8+ 1.11 (3)
(100) 89.5+ 0.21 (2)
105 (200) 84.7+ 0.1(3) 89.2+ 1.09 (3) 90.2+ 0.63 (3)
Control ~ 90.37 1.2 (7) 86.6+ 2.19 (6) 84.5+ 2.0 (6)
106 (200) 92.33 2.1 (3) 64.83+ 10.49 (3) 78.95+ 3.87 (4)
107 (200) 92.87+ 1.11(3) 81.17+ 4.36 (3) 78.8+ 3.68 (4)
108 (200) 91.83t 1.61(3) 73.7+ 4.72 (3) 84.9+ 1.64 (4)
109 (200) 90.53*+ 3.4 (3) 62.43+ 12.15 (3) 76.15+ 8.66 (4)

Platelet were incubated with tested sample or 0.5% DMSO at 37 for 1min, then thrombin (0.1

U/ml), AA (200 nM) and collagen (10 ng/ml) was added to trigger the aggregation. Vaues are
presented as meant S.E., N=2-10.



Table 6. The inhibitory effect of 5-(2-carboxyl substituted phenoxy)-2-furanacrylic
acids on human platelet aggregation induced by thrombin, AA and collagen

(in vitro)
R1
R COOCH
Rs O/Q\CH:CH—COOH
R4

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: R1=R>=R3s=H, Ry=0OCH3
117: Ri=R>=R4=H, R3=0OCHg3

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

(50) 8167+ 1.96 (3)

81.67¢ 1.96 (3)

Percent Aggregation
Compound  conc.
(mg/ml) thrombin AA collagen
Control  85.5+ 1.19 (10) 85.96+ 1.72 (7) 91.3+ 1.3(6)
111 (200) 82.92+ 3.6 (5) 84.92+ 1.66 (5) 89.0+ 1.21 (3)
112 (200) 91.6+ 0.29 (3) 88.5+ 0.8(3) 87.0+ 0.96 (3)
113 (200) 73.0+ 3.52 (4) 46.67+ 16.77 (3) 87.9t 1.12(3)
114 (200) 89.8+ 0.9(3) 89.6+ 0.45 (3) 88.9+ 1.58(3)
Control  90.37+ 1.2 (7) 86.6+ 2.19 (6) 84.5+ 2.0 (6)
116 (200) 91.97+ 1.98 (3) 56.93+ 15.79 (3) 86.68+ 1.37 (4)
117 (200) 94.05+ 0.81(2) 72.73+ 2.62 (3) 78.17+ 7.75 (3)
118 (200) 94.60+ 0.0 (2) 82.77+ 2.78 (3) 87.4+ 1.5 (3)
120 (200) 90.4+ 1.58 (3) 12.85+ 6.05 (3) 61.52+ 7.98 (4)
(100) 84.63+ 1.59 (3)
121 (200) 89.7+ 2.29 (3) 63.35+ 12.83 (2) 69.06+ 8.03 (5)
122 (200) 91.63t 1.76 (3) 31.3+ 16.26 (4) 62.25+ 3.46 (4)
(100) 86.53+ 1.14 (3)
123 (200) 91.07+ 1.32(3) 0.0+ 0.0 (3) 37.73+ 1.92 (4)
(100) 40.0+ 6.94 (3) 40.0t 6.94 (3) 43.47+ 0.83(3)

85.53¢ 1.65 (3)



1Cso 97.9nM 1345 nM

Platelet were incubated with tested sample or 0.5% DMSO at 37 for 1min, then thrombin (0.1

U/ml), AA (200 nM) and collagen (10 ng/ml) was added to trigger the aggregation. Vaues are
presented as meant S.E., N=2-10.



