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Tab 1

The structure and activities of the 48 compounds in training set
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Continued
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/N
27 @-Cﬂﬁﬂ 8.68/8 .77 - 0.09 32 B 9.03/8 .98 0.05
CH20H
28 8.77/8 .86 -0.09 33 OMe 8.43/8 .35 0.08
NH2
29 1_@ 8.79/8 .86 - 0.07 34 OEt 8.52/8 .48 0.04
30 }__O 8.79/8 .70 0.09 35 OPr 8.62/8 .59 0.03
N
31 7 N 8.74/9 .02 -0.28 36 OiPr 9.01/9.14 -0.13
0
Q
NH OH
R. N
R-0 S_Q 0
0 0
No R Actual/ calculated Residual No R Actual/ calculated Residual
37 (j/?{ 5.81/5 .89 - 0.08 43 d/?‘r 7.29/7.17 0.12
38 \/O/\h 6.21/6 .26 - 0.05 44 \/@/\}L 8.19/8 .07 0.12
0 O
39 6.82/6 .91 -0.09 45 8.28/8 .25 0.03
HO HO
! |
40 N i N\/;r(' 7.63/7.74 -0.11 46 N N\/'}(‘ 8.85/8.78 0.07
4
\ <
41 O}_' 8.67/8 .33 0.34 47 ©io>_114 8.94/8 .95 0.01
N . . . L . . - .
N N N VX
0
42 7.87/7.89 - 0.02 48 &~ 8.83/8.70 0.13
N

05T,




Acta Pharmaceutica Sinica 2001 ,36(4) :262 - 268 ° 267
Tab 2 The structures and activities of predicted compounds
0
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No R Actual/ calculated Residual No R Actual/ calculated Residual
J'LS 0 J{N 0
49 O O 7.78/17 .68 0.10 52 S f\ .U. : 7.93/8 .95 -1.02
J{N o O Ax o
50 O 8.78/8 .77 0.01 53 8.36/8 .68 - 0.32
Cl
AN o AN o
51 8.49/8 .67 -0.18 54 > 8.56/8.73 -0.17
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No R Actual/ calculated Residual No R Actual/ calculated Residual
55 NH Me 8.11/8 .24 -0.13 57 F 8.80/8 .99 -0.19
56 N Me, 6.90/8 .47 -1.57 58 OCH, 8.96/9 .14 -0.18
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STUDY ON 3D @SAR OF PPARY AGONISTS WTH
THIAZOLIDINEDIONE AND ARYLKETO ACID MOLETIES

YI Xiang,, GUO Zong ru

(Institute of Materia Medica , Chinese Academy of Medical Sciences and
Peking Union Medical College, Beijing 100050 , China)

ABSTRACT': AIM To build a model of two series of PPARY agonists —— thiazolidinedione and aryketo
acid derivatives using 3D QSAR method, and to reveal the structural features affecting the binding activity to
PPARY, which relates to antihyperglyce mic and antihyperlipide mic activity and has a potential application to the
treatment of type II diabetes. METHODS and RESULTS 48 agonists with selective activity for PPARY were
analyzed using COMFA. Based upon the active conformation of rosiglitazone ( BRL) extracted from its complex
with PPARY all agonists were aligned. The model from CoMFA showed a high ability to explain and predict the
activity of PPARY agonists with cross-validation correlation coefficient R =0.656 , that of nomr cross validataion
R =0.982, Fo 37 =201.1, and SE=0.115. CONCLUSION The CoMFA contour map indicates that the
steric fields mainly contribute to the binding effect , and especially a bulky group in the arylketo acid series favors
in the increase of affinity for PPARY, as compared to the thiazolidinedione .

KEY WORDS: peroxisome proliferatoractivated receptorY¥ ( PPARY); PPARY agonists; CoMFA;
thiazolidinedione ; arylketoacid





