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Table 1  Structure alteration at 2- and 4-position of the lead com-

pound
Ry 2 0]
1\N‘( ]i\
“N&To
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AMPA
Compd. R, R, .
1C4,/umol-L"!
7 Phenyl Phenyl 9.17
8 Phenyl Benzyl 33.7
9 Phenyl cyc-Hexyl >150
10 cyc-Hexyl Phenyl >150
11 c-Propyl Phenyl >150
12 Benzyl Phenyl >150
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Table 2  Activity and metabolic stability of compounds with
varied oxadiazinone moieties. a. H, M, and R stand for the in vitro
clearance in men, mice and rats, respectively. The value smaller,

the stability stronger

AMPA CL

Compd. A
omp IC,/umol L

/umol-L'?

ho H: 0.305
7 L 9.17 M: 1.158
R: 0.476
H: 0.172

28.10 M: >1.535
R: 0.497
H: 0.114

14 69.54 M: >1.535
R: 0.486
H: 0371

M: 1.230

Z “NH
15 K%O 57.72
R: 0.822

N/@ H: 0.045
16 /\% 1.08 M: 0.148

R:0.051
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Table 3  Activity of the compounds with pyridine instead of

Arq = N/Ar3
L,

phenyl ring

Arp
AMPA
Compd. Ar, Ar, Ar,
’ IC,,/umol-L"!
16 Phenyl Phenyl Phenyl 1.08
17 Pyridyl Phenyl Phenyl 0.32
18 Pyridyl Phenyl Pyridyl 0.44
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Table 4 Activity of compounds with alteration in C3 linkers
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Ar
AMPA

Compd. Ar

IC,,/pmol-L"!
17 Ph 0.32
19 2'-CN-Ph 0.06
20 3'-CN-Ph 7.26
21 4'-CN-Ph 28.73
22 2'-F-Ph 0.20
23 2'-Cl-Ph 0.10
24 2'-CH,-Ph 0.40
25 2'- CH,0-Ph 1.42
26 3-(2"-F)-Py 0.37
27 3-(2'-Cl)-Py 0.68
28 3-(2'-CN)-Py 0.20
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Table 5 Activity of compounds with varied C3-aromatic moieties

SN A
! NG 1 | _N
SNg Yo
Ar
Compd. Ar AMPA
IC,, /umol-L"!
18 Ph 0.44
29 2'-CN-Ph 0.21
30 3'-Thienyl 0.78
31 2'-Cl-Ph 0.40
32 3-(2'-CN-thienyl) 0.18
33 3-(2"-CF,-Ph) 2.10
34 3-(2'-F-pyridinyl) 1.45

Table 6 Structure and activity of compounds with varied C5-moi-
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eties

5 %o
CN
AMPA
Compd. Ar
IC,, /umol-L"!
19 2'-Pyridyl 0.06
35 3'-Pyridyl 4.02
36 4'-Pyridyl 5.53
37 Phenyl 0.33
38 2'-F-phenyl 0.20
39 2'-Thienyl 0.10
40 2'-CN-phenyl 8.43
41 2'-CH,O-phenyl 0.74
42 3'-Thienyl 0.14

Table 7 Structures and activity of compounds with varied N1-

moieties
SN
NG~ '\1‘/Ar
N3 So
CN
Compd Ar AMPA
' 1Cy, /umol-L*!
19 Phenyl 0.06
29 3'-Pyridyl 0.21
43 2'-CH,O-phenyl 0.15
44 3'-CH,O-phenyl 0.25
45 4'-CH,O-phenyl 0.44
46 3-(2'-F-pyridyl) 0.50
47 2'-CN-phenyl >15
48 4’- CN-phenyl 0.52
49 3-(2'-CH,-pyridyl) 0.62
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Table 8 In vitro and in vivo metabolic stability of compounds with high activity. * H, M, and R stand for the in vitro clearance in men, mise

and rats, respectively. ® Minimum effect dose
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’ ! 2 : IC,,/umol-L"!
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