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3G45 295288 2.89328 1XM6 4.60859 426058

1RO6-1 3.84302 3.7169 3D3p 3.85636 191388

1RO6-2 3.6775 3.51358 3HMV 3.76833 3.7634
1XLX 3.73258 3.75374 3LY2 423667 3.81818
1XLZ 3.82112 3.7194 1XMU 542598 5.87369
1X0S 1.6212 1.51343 1Y2H 4.62009 4.79089
20YL 391284 378148 1Y2] 460193 39705
3FRG 2.81021 3.07768 3GWT 4.60726 4.77785
1XM4 4.84844 4.84961
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2 17 MDDR
ID Feature n Ha Ht Y% A% (A/D)% E CAI
3G45 3HYD 3 284 129063 022 96.93 0.16 1337 1.296
1RO6-1 2HBA, 2HYD 4 206 27448 0.75 7031 0.16 4559 3205
1RO6-2 3HBA, IHYD 4 197 29060 0.68 67.24 0.16 4118 2769
IXLX 2HBA, 1HYD, INI 4 17 5203 033 5.80 0.16 1.985 0.115
1XLZ 2HBA, 2HYD 4 223 45356 049 76.11 0.16 2987 2273
1X0S 1HBA, 3HYD 4 251 67709 037 85.67 0.16 2252 1929
20YL 3HYD, INI 4 26 9669 027 8.87 0.16 1.633 0.145
3FRG IHBA, 1HBD, IHYD, 1AR 4 98 18625 053 3345 0.16 3.196 1.069
1XM4 2HBA, 2HYD, 1AR 5 131 8009 1.64 4471 0.16 9936 4442
1XM6 2HBA, 3HYD 5 127 4729 2.69 4334 0.16 16313 7071
3D3p 1HBA, 3HYD, 1AR 5 150 5804 258 51.19 0.16 15699 8037
3HMV IHBA, 1HBD, 2HYD, 1AR 5 25 1953 128 853 0.16 7776 0.663
3LY2 2HBA, 3HYD 5 165 14104 1.17 56.31 0.16 7106 4002
IXMU IHBA, 4HYD, 1AR 6 102 2258 452 34.81 0.16 27440 9552
1Y2H IHBA, 5SHYD 6 87 3668 237 29.69 0.16 14408 4278
1Y2) IHBA, 4HYD, 1PI 6 8 550 145 273 0.16 8836 0241
3GWT IHBA, 1HBD, 3HYD, 1AR 6 9 597 1.51 3.07 0.16 9.157 0281
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F Ha’ SHa’ S A% HY SHY SY% (A/D) % E
13 5 5 171 7 7 7143 0.16 433.888
12 18 23 785 36 43 5349 0.16 324912
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10 31 91 31.06 244 414 2198 0.16 133.520
9 29 120 4096 577 991 12.11 0.16 73.555
8 19 139 4744 1230 2221 6.26 0.16 38017
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Combinatorial Screening of PDE4B Inhibitors based on Multiple Pharmacophores
Wang Yuanming, Zhang Yanling, Qiao Yanjiang
(School of Chinese Pharmacy, Beijing University of Chinese Medicine, Beijing 100102, China)

Abstract: Seventeen receptor—based pharmacophore models of phosphodiesterase 4B (PDE4B) inhibitors were gen-
erated by LigandScout based on seventeen PDE4B receptor —inhibitor complexes. The potential PDE4B selective
inhibitors were identified from traditional Chinese medicine (TCM) with the method of combinatorial screening
with seventeen models. By re —fitting with the ligand and screening MDL Drug Data Report (MDDR, Version
2007.2), seventeen pharmacophores were evaluated. Based on the screening results of MDDR, hit frequency of
molecules was defined as the comprehensive appraisal index of combinatorial screening. And the molecules hit by
not less than eight pharmacophores were taken as the screening objects of PDE4B inhibitor. The screening effi-
ciency by the best pharmacophore and combination of multiple pharmacophores was compared. The result showed
that the enrichment and percentage of actives in the hit list of combinatorial screening were better than the best
pharmacophore screening, which was 38.017 and 47.44% , respectively. The results showed that combinatorial
screening method of receptor—based multiple pharmacophores is reliable and contribute to identify the active com-
pounds from TCM. Traditional Chinese Medicine Database (TCMD, Version 2005) was screened with combinatorial
screening method of multiple pharmacophores and the results would give guidance for further study of PDE4B in-
hibitors.

Keywords: Phosphodiesterase 4B, receptor—based pharmacophore, combinatorial screening of multiple pharmacophores,

comprehensive appraisal index
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