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Abstract Evaluation of FOMS Performance
Molecular shape is a useful tool for identifying
small-molecules for therapeutics. Shape similarity can Target Best p-value Sig. Queries ot — | . |
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was shown to be effective as a pre-screen. The FAK 0.000289 4% Protein kinase A virtual screening performance for various methods. Alternative fragment choice shown on the
introduced method, fragment oriented molecular shape right; fragment choice can greatly affect the performance of FOMS.
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Rho-kinase 2 virtual screening performance.

Significance of the best shape constraint queries
and the percentage of queries with a Bonferroni-
corrected p-value <0.01.
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Shape-based virtual screens have been used
frequently to identify the most similar molecules Iin a

database to a set of one or more active molecules (1). . ;EH | H0 B FOMS AUCs for shape
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search has been shown to be an effective shape-based 2, Lo rﬂﬂl I o %8l across all targets shown
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Cathepsin G. Interaction points (magenta spheres) that defined the shape constraint query % . VAMS and WAS
with the most significant enrichment delineate only half the molecule and are located near a | competitive with
charge-charge Interaction and aromatic interaction. Unlike molecular similarity, shape Open3DAlign from
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Fragment oriented molecular shapes (FOMS) is an FOMS dramatically accelerates molecular shape

alternative pre-alignment method where molecules are
aligned to a predetermined fragment. The user is
required to identify the fragment structureOsbinding

gueries and efficiently supports shape constraint
gueries. We anticipate that FOMS will prove a useful
tool in both fragment-based drug discovery workflows,

mode, and the search space is confined to compounds o Extract ln,ormam which are naturally centered around a fragment, and
that contain only the specified fragment. AUC lead optimization workflows, where the core scaffold of
Shape constraints are filters that exactly specify a Pfgger:\hmget the lead compound can serve as a fragment.
minimum and maximum volume. The minimum volume Database \_ /
delineates where the desired ligand must be and the 4 A
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