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This procedure constitutes an improvement of our
recently published method[1] which focuses on complex
optimizations with rigid proteins. The new version pre-
sented here features side chain flexibility in the protein’s
active site. Additionally, it allows to guide the optimiza-
tion procedure by considering pharmacophoric-type geo-
metric constraints. In this way, we exploit knowledge
about binding modes and conformational preferences. In
detail, preferred dihedral angles are annotated to rotata-
ble bonds and selected key hydrogen bond interactions
are marked and conserved.
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