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A. Tanakaet al., J. Med. Chem., 37, 1189-1199 (1994)

MeO

N
itazigrel | S\)—(:F3 MeO MeO
o U \
MeO

| '::>—NH—’<::2 — | S\>—
. . ’O / MeO O O
timegadine N, H_¢ MeO
" HN—< J
Ri Ry Rs IC50, nM IC50, nM
H H H 31 2.0
H H Me 0.062 1.2
'hg!' H H Et >0.1 not tested
| S H iPr >0.1 9.1
M: - H Me Me 0.037 4.8
T H H c-hex >1.0 >100
E Me H Me 0.97 2.4
' — H N-Me-piperadine >1.0 21
H morpholine <1.0 66
H imidazoline >0.1 not tested
aspirin 16 >600
itazigrel 0.0056 >300

timegadine 0.031 1.5
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A. Tanakaet al., J. Med. Chem., 37, 1189-1199 (1994)
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itazigrel [ S—cr, MeO MeO
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MeO B | >
S
. . /O / MeO O O
timegadine N, H_¢ MeO
HN—< ]
Me
Ry R Rs IC50, nM IC50, nM
H H H 31 20
H H Me 0.062 1.2
H H Et >0.1 not tested
H H iPr >0.1 9.1
H Me Me 0.037 4.8
H H c-hex >1.0 >100
Me H Me 0.97 2.4
H N-Me-piperadine >1.0 21
H morpholine <1.0 66
H imidazoline >0.1 not tested
aspirin 16 >600
itazigrel 0.0056 >300
timegadine 0.031 1.5




MeO

N NH
>N —
O S NH2 O S
MeO MeO
Ry R, IC50, M IC50. nM
Me Me 0.096 8.4
COMe H 0.015 8.1
H H >0.1 7.7
CO-;-py H 0.025 8.2
COCH,S-Ph H <0.1 4.2
COCH,SMe H <0.1 6.0
H 0.055 7.3
CO-morpholine H 0.66 12
CONHMe H 0.022 15
CONH-iPr H 0.042 5.7

A. Tanakaet al., J. Med. Chem., 37, 1189-1199 (1994)
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MeO O O
N, NR;R, |
| S>—/ S S

MeO E MeO I

R IC50, nM IC50, nM
4-Me-piperadine 0.088 6.2
(FR122047)
NH, >1 not tested
NMe, <0.1 3.0
NEt, <0.01 14
NHC(NH)NH, >0.1 >100
morpholine <0.01 >100
piperadine >1 11
4-ethanolpiperadine 0.045 6.8
4-Me-homopiperadine >0.1 4.3
4-(2-hydroxyethyl)piperadine >1 9.5
NHH,CH,-morpholine >1 8.7
NHCH,CH,-3-Py <0.1 20
-piperadino-CONH-iPr >1 15

A. Tanakaet al., J. Med. Chem., 37, 1189-1199 (1994)
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2) SBDD (Structure based Drug Design)
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« HTS (High Throughput Screening)

throughput=

HTS(High Throughput Screening)




SBDD (structure-based Drug Design)
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SBDD (structure-based Drug Design)
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Major depression episode (%)

3547 ‘s’genotype

0] (n=581)
25 - T
20-
15 T
10+—T1 1
0 1 2 3 4+
n= (184) (138) (104) (64) (91)

Science Jul 18 2003: 386
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Groups of individuals having different numbers of life events
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