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Abstract: We have recently focused on applying structure-based drug design tools 
to optimize dual small molecule inhibitors of  Src and Abl kinases as well as 
inhibitors of Gleevec-resistant mutants form of Abl kinase. This talk will focus on 
our efforts to combine X-ray structural data with computational docking tools such 
as Glide to design potent inhibitors of these kinases.  Predicting the potency of such 
inhibitors from a docked structure remains a challenging problem, however we will 
illustrate how physics based scoring methods including implicit solvent (MM-
GBSA) can provide additional insight during the optimization process, notably in 
closely related series of compounds. 
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