TNF-a
HL-60 U937 leukemiacdll

lines
()
(26-30)
Table5 HL-60
U937 26 27 29 30
29 30 HL-60 1Cs 185uM 194
UM U937 1Cx 100pM  168uM
2-Phenyl-4-quinolone derivatives
HL-60 U937
3, 6-substituted 2-phenyl-4-
quinolone-3-carboxylic acid o ) Table 6-8
1. Tadle6 3 37" (Rg=F,Rs
= OCHy) HL-60 U937 1Cx
11.8uM 139 uM HL-60 U937

53



2.

3.

Table7 3
43 44 HL-60 1ICs 019uM
0.23uM U937 1Cso 032uM 031
UM
Table 8 3 ( )
(A) 2-phenyl 6 7
HL-60 56 (6, 7-methylenedioxy,
ICs0=12.8 UM) 60* (6-OCHjz, IC5 = 32.3 uM) 52
(6-F, IC50 = 95.3 M) 48 (6-Cl, 1IC5p 100 uM)
(B) Rs, R, (45-47, 49-51, 53, 54) HL-60
U937
(C) Rs,R3 (45*-47*, 49*-51* , 53*, 54*  59*, 60*)
HL-60 U937
53* (Rg = OCHs, R3' = F)
HL-60 U937 1Cs0 20pM  37pM
47 (Rs=Cl, Ry = OCH;) 59* (Rg= OCHjs, Rs' = OCH,)
HL-60 ICso 5.0 uM
34 UM U937 ICso 81uM 4.5uM
50 (Re=F, Ry =Cl) 51* (Rs=F, Ry = OCHb,)
HL-60 1Cs0 175uM  87pM
U937 1Cso 19.6 M 16.6 uM
3 bulky  (



47 51* 5% 3 OCHy

( F Q) 53* 53*
53*
95 HL-60
53* (R¢= OCHjs, R3' =F, IC5=2.0uM)
53 (Rg= OCHs, R, =F, ICs = 65.6 uM) 55 (Rg = OCHs,
R, =F,I1Cs 100 pM) 2-phenyl 3
Rs, R,
43 44
8 2-phenyl para 56

6 7 methylenedioxy 3



Table5. Antiproliferation effect of compounds (26-30) (in vitro)

R, EtOOC R,

N

H

Ry’
1Cso” (UM)
No. R, R,' R,"
HL-60° U937’

26 COOEt F Cl 334 50.0
27 COOEt F F 40.8 50.0
28 H cl F 37.0 61.2
29 H F OCH; 18.5 10.0
30 H cl H 19.4 16.8

Leukemiacells (1.0 x 10°) were incubated with different concentration in 24 hrs,
Data was presented as | Cso (UM)
proliferation-inhibitory concentration) after 24 hrsincubation

b: Human promyeocytic leukemia cells (HL-60); human monocytic cells (U937)

a 1Cs (50



Table 6. Antiproliferation effect of ethyl 2-phenyl-4-quinolone-3-car boxylate derivatives

(in vitro)
0
;

No.  Re R, R, R R, :CSO (uM) b

HL-60 U937
31 cl H F H H 100 100
31+ cl H H F H 50° 50°
32 cl H cl H H 727 68.9
32 H H cl H 333 401
33 cl H OCH, H H 100 100
33 Cl H H OCH, H 496 50.1
34 cl H H H H 100 -
35 F H F H H 100 100
3B F H H F H 50° 50°
36 F H cl H H 100 100
% F H H cl H 50° 50°
37 F H OCH, H H 100 100
37+ F H H OCH, H 11.8 13.9
38 F H H H H 100 -
39  OCH, H F H H 100 100
39 OCH, H H F H 50° 50°
41  OCH, H H H F 100 -
40  OCHs H cl H H 100 100
40*  OCH, H H cl H 50° 50°
57  OCH, H H OCH, H 50° 50°
58*  OCH, H H H H 50° 50°
42 OCH,0 H H H 100 -

*: these compounds were synthesized by Dr. La Ya-Yun.

Leukemiacells (1.0 x 10°) were incubated with different concentration in 24 hrs,
Data was presented as | Cso (UM); --: ot determined

a lCs (50  proliferation-inhibitory concentration) after 24 hrsincubation

b: Human promyel ocytic leukemia cells (HL-60); human monocytic cells (U937)

c: the highest tested concentration

57



Table7. Antiproliferation effect of compounds (43-44) (in vitro)

0
Re
N
H
R,
1Cso" (UM)
No. R5 RZI
HL-60° U937’

43 F F 0.19 0.32
44 OCHs Cl 0.23 0.31

Leukemiacells (1.0 x 10°) were incubated with different concentration in 24 hrs,

Data was presented as | Cso (UM)
alCs (50  prdiferation-inhibitory concentration) after 24 hrsincubation

b: Human promyel ocytic leukemia cells (HL-60); human monocytic cells (U937)



Table 8. Antipraliferation effect of 2-phenyl-4-quinolone-3-car boxylic acid derivatives

(in vitro)
:

No.  Re R, R, Ry Ry [Coo M) ___

HL-60 u9s7
5« H F H H 50f 50°
SN H H F H 350 379
6 H al H H 95.4 9.8
s+« H H al H 50° 50°
a7« H  OCH,  H I 100 100
ar I H  OCH, H 5.0 8.1
8 H H H H 100 -
9 F H F H H 100 100
arF H H F H 24.0 23
50 F H al H H 100 100
50 F H I al I 175 19.6
51 F H  OCH, H I 100 100
51 F H H  OoCcH;  H 8.7 16.6
52 F H H H H 953 .
53 OCH,  H F H H 65.6 56.0
53 OCH,  H H F H 20 3.7
55 OCH,  H I I F 100 -
54 OCH, H al I I 100 739
54+ OCH,  H H al H 50° 50°
59+ OCH,  H H  OCH;  H 3.4 45
60+ OCH,  H H H H 323 30.4
56 OCH,0 H H H 12.8 -

*: these compounds were synthesized by Dr. La Ya-Yun.

Leukemiacells (1.0 x 10°) were incubated with different concentration in 24 hrs,
Data was presented as | Cso (UM); --: not determined

a 1Cs (50

b: Human promyel ocytic leukemia cells (HL-60); human monocytic cells (U937)

proliferation-inhibitory concentration) after 24 hrs incubation

c: the highest tested concentration
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()

(26-30)
Table9 fMLP

26 DM 3%

Ethyl 2',4',6-substituted 2-phenyl-4-quinolone-3-car boxylates (31-37, 39-41)

Table 10 fMLP
32 (ICso=6:8M)
1Cs triperazine (1Csy, = 6.6 UM) 36 (IC5, =13.8
UM) 40 (ICso = 16.7 uM)
PMA
ICso 30 uM 32 36 40
6 Cl F OCH; 2 Cl
SAR 2 Cl ( F
OCHs)

2',6-Substituted 2-phenyl-4-quinolones (43, 44)
Table11 fMLP
44 30 uM A%
PMA

2',4',6-Substituted 2-phenyl-4-quinolone-3-car boxylic acids (45-51, 53-55)
Table 12 fMLP
46 (IC5=249uM)



2,4 ,6-substituted 2-phenyl-4-quinolone-3-carboxylates (31-37, 39-41)
PMA
1Csy 30 uM

()

(26-30)
Table 13 fMLP

Ethyl 2',4',6-substituted 2-phenyl-4-quinolone-3-car boxylates (31-37, 39-41)

Table 14 fMLP
[3-glucuronidese
32 36 30 uM 496% 43%
lysozyme
32 30 uM 38%

2',6-Substituted 2-phenyl-4-quinolones (43, 44)
Table 15 fMLP

2',4',6-Substituted 2-phenyl-4-quinolone-3-car boxylic acids (45-51, 53-55)
Table 16 fMLP
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