2,3,5,6,7,8,9-substituted
2,3,4,9-tetrahydrofuro[ 2,3-b]-quinolin-4-ones

1-15, 21, 50, 68, 83, 99-101, 105, 107-109, 124, 154-163,
165-174  248-251

N-benzyl-7-bromo-2,3,4,9-tetrahydrofuro[ 2,3-b] quinolin-3,4-dione (98) ,

N-o-florobenzyl- 7-bromo-2,3,4,9-tetrahydrofuro[ 2,3-b]quinolin-3,4-dione

(99) ,

N-m-florobenzyl-7-bromo-2,3,4,9-tetrahydrofuro[ 2,3-b]quinolin-3,4-dione

(100) , N-benzyl-6-bromo-2,3,4,9-tetrahydrofuro[ 2,3-b]quinolin-3,4-dione

(154) , N-p-florobenzyl-

6-bromo-2,3,4,9-tetrahydrofuro[ 2,3-b]quinolin-3,4-dione (157) ,

N-m-methyl

benzyl-6-bromo-2,3,4,9-tetrahydrofuro[ 2,3-5]quinolin-3,4-dione (159),

N-p-methylbenzyl-6-bromo-2,3,4,9-tetrahydrofuro[ 2,3-b] quinolin-3,4-dion

e (160),

N-p-chlorobenzyl-6-bromo-2,3,4,9-tetrahydrofuro[ 2,3-b] quinolin-3,4-dion

e (163), (positive inotropic effect)
(negative chronotropic effect)

N-benzyl-7-bromo-2,3,4,9-tetrahydrofuro[ 2,3-5]quinolin-3,4-dione (98)
RV potency

N-Benzyl-6(or 7)-substituted 2,3,4,9-tetrahydrofuro[2,3-5]-
guinolin-3,4-diones
50 68 83 109 124 139 247 248
HR
50 68 98 248 7
methyl, ethyl, bromo, ethoxy
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Br, CH3, CI, OC2H5, 6

67,8 ()

©/ e N  benzyl moiety

N  benzyl moiety

7  ethoxy
N-benzyl-7-ethoxy-2,3,4,9-tetrahydro-
furo[ 2,3-b]quinolin-3,4-dione (248)

N-benzyl-7-methoxy-2,3,4,9-tetrahydrofuro[ 2,3-b] quinolin-3,4-dione

N-substituted benzyl-7-ehtyl-2,3,4,9-tetrahydrofuro[ 2,3-5]-

guinolin-3,4-diones (68-79) thrombin,
AA (arachidonic acid), collagen, PAF (platelet-activating Factor)
73
100 mg/ml

p-chlorobenzyl-7-ethyl-2,3,4,9-tetrahydrofuro[ 2,3-b]quinolin-3,4-dione
(76) 100 ng/ml
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Compound 48/80

N-o-fluorobenzyl-7-ethyl-2,3,4,9-tetrahydrofuro[ 2,3-b]-quinolin-3,4-dione
(77)

N-p-methylbenzyl-6-bromo-2,3,4,9-tetrahydro-furo[ 2,3-5]-quinolin-3,4-dio
ne (160) b-Glucuronidase ICso 424+ 1.9
mM ( TFP=22.8+ 0.5 M) 23.4+ 3.0 M (TFP=13.1+ 0.2 nM) ;
N-o-fluorobenzyl-6-ethyl-2,3,4,9- tetrahydrofuro[2,3-b]quinolin-3,4-dione

(133) lysozyme 1Cso 20.5+ 2.2 M ( TFP=
24.4+ 0.5 nM)
( ) fMLP
N-p-methoxybenzyl-6-chloro-2,3,4,9-tetrahydrofuro[ 2,3-5]-quinolin-3
,4-dione (144) ICso 15.4+1.3 niv
( )PMA
() LPS RAW 264.7
N-
p-chlorobenzyl-7-ethyl-2,3,4,9-tetrahydrofuro[ 2,3-5]-quinolin-3,4-dio
ne (76)

N-m-methoxybenzyl-7-chloro-2,3,4,9-tetrahydrofuro[ 2,3-5] quinolin-3
,4-dione (87) N-
p-chlorobenzyl-7-chloro-2,3,4,9-tetrahydrofuro[ 2,3-b] quinolin-3,4-di
one (94) ICso 26.8+0.8nM 28.3+1.3
nmM 283+ 3.7 nM
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() LPS N9 N-o-
methylbenzyl-7-ethyl-2,3,4,9-tetrahydrofuro| 2,3-5] quinolin-3,4-dione
(69) ICso 11.9+ 0.7 MM

PGE,

LPS RAW 264.7 PGE;

TNF-a

() LPS RAW 264.7 TNF-a
N-p-methoxybenzyl-7-chloro-2,3,4,9-tetrahydrofuro[ 2,3-
b]quinolin-3,4-dione (88) 30mv

() LPS N9 TNF-a N-
p-methylbenzyl-7-chloro-2,3,4,9-tetrahydrofuro[ 2,3-b] quinolin-3,4-
dione (86) N-p-methoxybenzyl-7-chloro-2,3,4,9-tetrahydrofuro
[2,3-b]quinalin-3,4-dione (88) N-o-chlorobenzyl-7-chloro-2,3,4,9-
tetrahydrofuro[ 2,3-b]quinolin-3,4-dione (92)  N-p-chlorobenzyl-7-
chloro-2,3,4,9-tetrahydrofuro[ 2,3-5] quinolin-3,4-dione
30mvi

( )
6 Br : 7
7 Cl, CHs : 6
8 Br :
N  benzyl moiety  para-

e N  benzyl moiety p-NO,, -OCHs, -CHs,
-Cl,-F »-NO,

(1)  Table 3- Table 14
benzyl moiety
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2
55°C
(3) Hydrazine

hydrazine

1-26

C-3

C-3

C-4
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