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In virtual counter screening (VCS), or inverse docking, a small molecule of interest is
docked against a database containing structures of multiple proteins. The VCS
approach is potentially useful for measuring (A) drug re-positioning, (B) toxicity, (C)
metabolic degradation, (D) lead optimization, and (D) focusing focused libraries. Thus
far, we have prepared approximately 1,800 proteins from the Protein Data Bank for
docking with GLIDE. Statistics for each protein structure are generated by docking a
calibration set of small molecule structures (NCI Diversity Set I). These statistics allow
us to determine a protein “hit” for a particular molecule by normalizing protein structures
in the library. In a kinase inhibitor case study, VCS matched 70% of 860 data points.



