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Chemists .... they come in all shapes and sizes! 
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A common, collaborative, precompetitive framework 
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COX2: A Monte Carlo conformation search was carried out for 8-celecoxib using  

MMFF94s + GBSA and the MCMM routine in Macromodel (500 trial moves, other  

parameters defaults). 8-celecoxib was superimposed on the inhibitor SC558 in the PDB  

structure 1CX2.  Note however that the inhibitors were not docked into the protein, but  

merely aligned in the active site to allow comparison of 3D QSAR results with the  

protein structure.  In particular, the phenyl-SO2-X torsion determined by conformational  

searching is not the same as that in the crystal structure 1CX2.  The other inhibitors were  

superimposed on 8-celecoxib using three atoms on each of the three rings.  Substituents  

were placed in a consistent fashion.  For example, substituents R2 on the second vicinal  

ring (referring to the family A.1 in the PDF tables of structures) were always placed away  

from the first vicinal ring.  The energy difference is very small between that orientation,  

and another in which the phenyl ring has been rotated by 180 deg. about its torsion.  As  

such, if one were to have no protein structure to aid in the alignment, it is best to be  

consistent as opposed to always choosing the global energy minimum.  In cases where  

substituents are large and contain many rotatable bonds, no effort was made to place all  

torsions in a consistent way.  These would probably not be included in 3D QSAR work  

using these sets. 

http://en.wikipedia.org/wiki/Celecoxib
http://en.wikipedia.org/wiki/Vioxx
http://www.google.co.uk/imgres?imgurl=http://www.petrilaw.com/images/Vioxx-lawyer.jpg&imgrefurl=http://www.petrilaw.com/Vioxx-Lawyer.html&usg=__gclpRDXmtAc3XMvvd1AmPXLuF3M=&h=152&w=143&sz=4&hl=en&start=7&zoom=1&um=1&itbs=1&tbnid=aDFGlAXWIfELgM:&tbnh=96&tbnw=90&prev=/images?q=image:+viox+tablet&um=1&hl=en&safe=active&sa=N&tbs=isch:1
http://www.google.co.uk/imgres?imgurl=http://www.medication-online.net/media/index_boxes/celebrex.png&imgrefurl=http://www.medication-online.net/&usg=__C8rHZOj_q3h7J8GKoyjA9rv0yAA=&h=56&w=63&sz=9&hl=en&start=4&zoom=0&um=1&itbs=1&tbnid=XAXiT_q91kqTvM:&tbnh=56&tbnw=63&prev=/images?q=image:+Celebrex+tablet&um=1&hl=en&safe=active&tbs=isch:1


7 Mike Bodkin 
Copyright © 2010 Eli Lilly and Company 



8 Mike Bodkin 
Copyright © 2010 Eli Lilly and Company 

http://www.chemcomp.com/index.htm
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DataSets: Sutherland et al., JMed Chem 2004, 47,5541-5554 






