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Classic FieldStere Approach

VEGFR2 active ligand from
pdb 2qu5

Known Actives Similar to known actives Thought provoking ideas
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Desire bioisosteres
for hinge binding
region to improve off-
target effects

Search for Score using
replacements Molecular Fields
with similar Field and/or Shape
Pattern

L = Database of 200,000 L

fragments from commercial
compounds

Application of FieldStere to Growing Fragments

Active site definition possible from Active Site Definition Using Molecular Fields Protein x-ray used to define potential interaction
ligand only In this case, definition comes from fragment and protein points for ligands
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In this study known ligand used to FieldStere search In this study an automated definition with the
create starting fragment only. Fields for substitutions at protein in pdb 2qu5
from whole ligand discarded. CHj, position
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field points
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FieldStere search for
substitutions at CH,
position

Add protein defined
field points

FieldStere search for
substitutions at OH
position

FieldStere search for
replacements for OH




