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C c,09,C0,C1,C2 C3 . . 0 - 50 kcal®
. 1. mol ™', ;
CoMFA 15 keal* mol ™' 15 keal* moi ™' .
CoMFA Sybyl 6.4 QSAR ( cross- validation) ,

Table 1 Structures and activities of compounds (1- 31) wsed in Co MFA
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1 OH H H (a) X=H 66 7.8
2 D 430 6.37
3 B OH =C (a) X=H 24 7.62
4 B OAc = (a) X=H 75 7.12
5 B OAc H (a) X=H 199 6.70
6 B OAc H (a) X=Ac 100 7.00
7 A 0 H (a) X=H 58 7.24
8 A 0 OH H (a) X=H 1200 5.92
9 A o c=c (a) X=H 50 7.30
10 B OH c=c (b) 21 7.68
1 B OH c=cC (¢) X=N,Y=N 42 7.38
12 B OH c=cC (¢) X=0,Y=N 108 6.97
13 B OH H H (¢) X=N,Y=0 1113 5.95
14 A 0 c=cC (¢) X=N,Y=N 59 7.23
15 A 0 c=cC (¢) X=0,Y=N 39 7.41
16 B OH c=cC (d) X=N- OH 73 7.14
17 B OAc c=cC (d) X=N- OH 67 7.17
18 B OAc c=cC (d) X= OAc s1 7.29
19 B OH H Me 339 6.47
20 B OH Me H 372 6.43
21 E 162 6.79
22 A 0 H H (d) X=N- OH 43 7.37
23 A 0 H H (d) X=N- OAc 25 7.60
24 A NOH( E) c=cC (d) X=N- OH 196 6.71
25 A NOH( Z) c=cC (d) X=N- OH 75 7.12
26 A o c=cC (e) X=N,Y=N,Z=C 19 7.72
27 B OH c=cC (¢) X=N,Y=C,Z=N 90 7.04
28 B OH c=cC (e) X=C,Y=N,Z=C 8 8.10
29 B OH c=cC (e) X=N,Y=N,Z=C 13 7.88
30 A o c=cC (e) X=N,Y=C,Z=N 55 7.26
31 A o c=cC (e) X=C,Y=N,Z=C 7 8.15




Acta Pharmaceutica Sinica 2001 ,36(7) :507 - 510 * 509 -

Figure 1  Stereoview of superimposition of P450,,, inhibitors ( compounds 1- 31) used in CoMFA
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Figure 4 View of the CoMFA electrostatic field graph
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THREE DI MENSIONAL QUANTITATIVE STRUCTURE ACTIVITY
RELATIONSHIP OF P450,;, INHIBITORS OF 17-SUBSTITUTED STEROIDS

MAO Ji, LING Yang-zhi, ZHU Na, LEI Xiao ping

( Depantnent of Medicinal Chemistry , School of Pharmaceutical Sciences , Peking University , Beijing 100083 , China)

ABSTRACT: AIM To develop a three dimensional quantitative structure activity relationship (3D QSAR) model
and gain further insights into the requirements for potential P450,,, inhibitors. METHODS AND RESULTS A
predictive 3D pharmacophore model was established based on compamative modlecular field analysis ( COMFA) . The
correlation between the activities and structures was significant with cross validated value ( K, ) , norr cross validated
value ( R) and standard error of estimate ( SEE) of 0.538 , 0.799 and 0. 257, respectively . According to this model ,
the predicted inhibition activities of three compounds synthesized in our laboratory were compatible to actual activities .
CONCLUSION  This model would contribute to the understanding of the interaction between the inhibitors and P450, ,,
and rational design of novel lead molecules .
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