Multiple conformational states in retrospective virtual screening — homology
models vs. crystal structures. p2-adrenergic receptor case study
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Figure 1 (right) Scheme of construction of SIFt from ligand-receptor 110001000 10 10 100 10101000100.” in complex with crystal structure 3 HOHODIO0IDI00000A0000088.
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* Multiple conformations of the target increase
the effectiveness of screening by great

Figure 3 MCC gain being a result of using the ensemble of receptor margin (by up to 0.38 MCC value, being
conformations for docking experiments. nearly 30% improvement — Fig 3)
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Figure 2 Comparison of MCC values obtained in the ML-  Figure 4 Changes in MCC values caused by the addition of subsequent
based experiments of docking results to homology models crystals to the profile (adding one-by-one- from 3 to 10 forming at the
built on M,R (the best) and D;R (the worst) template and end 10-crystals-based profile) in experiments where docking was
crystal structures for discrimination between a) actives/true performed to crystal structures of beta-2 adrenergic receptor.

Inactives, b) actives/DUDs, and c) actives/ZINC.
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