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Appendices: zip file (appendix.jm-2008-00710x.zip) containing the following files:

- ADRB2_X-ray.mol2 (coordinates of the ADRB2 crystal structure used for automated
docking studies)

- ADRB2_custom.mol2 (coordinates of the customized ADRB2 crystal structure used for
automated docking studies)

- gold.conf (Gold docking input file)

- cavity_residues.Ist (list of residues to define binding cavity in Gold runs)

- ADRB2_X-ray.protomol  (Surflex protomol file of ADRB2 crystal structure)

- ADRB2_custom.protomol (Surflex protomol file of customized ADRB?2 structure)
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- ADRB2_database.mol2

- ADRB2_database.sdf

- carazolol_ref.mol2
- isoproterenol_ref.mol2

- carazolol_ref.IFP

- isoproterenol_ref.IFP

(mol2 3-D database of 13 known inverse agonists/antagonists
(“ADRB2_ANTAGONIST”), 13 known partial/full agonists
(“ADRB2_AGONIST™), and 980 decoys).

(sdf 2-D database of 13 known inverse agonists/antagonists
(“ADRB2_ANTAGONIST”), 13 known partial/full agonists
(“ADRB2_AGONIST™), and 980 decoys).

(mol2 reference structure of S-carazolol)

(mol2 reference structure of R-isoproterenol)

(reference protein-ligand interaction fingerprint for analysis of
docking poses in original ADRB2 crystal structure)

(reference protein-ligand interaction fingerprint for analysis of

docking poses in customized ADRB2 structure)

- cavity_ ADRB2_X-ray.mol2 (original ADRB2 crystal structure binding cavity for IFP

analysis (notice that for each Gold docking pose the coordinates
of binding pocket hydroxyl hydrogen atoms were extracted from

the Gold solution mol2 file)

- cavity ADRB2_custom_cavity.mol2 (customized ADRB?2 crystal structure binding cavity for
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IFP analysis (notice that for each Gold docking pose the
coordinates of binding pocket hydroxyl hydrogen atoms were

extracted from the Gold solution mol2 file)



Supporting Information Table 1: Ranking of antagonists (ANT), and inverse (iIAGO), partial

(pPAGO), and full (FAGO) agonists of the beta2 adrenergic receptor in the hit lists of different

virtual screening methods.
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ligand® Virtual screening method® pharmaco-
Gold- Surf- ECFP-4 ROCS Gold- Surf- Surf- Surf- ECFP-4 ROCS Gold- Gold- Iogical
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% Functional effects of some of these compounds may vary with the signalling pathway. Ligands considered as
inverse agonists/antagonists and full/partial agonists in the current study are depicted in green and magenta,
respectively.

Y Gold-IFP: Gold docking simulation®® ranked with IFP Tc scoring function?; Surf-1FP: Surflex docking
simulation®” ranked with IFP Tc scoring function; Gold-Gold: Gold docking simulation ranked with Goldscore
scoring function®; Surf-Surf: Surflex docking simulation ranked with Surflex scoring function®’; ECFP-4:
ECFP-4 Tc similarity score®®; ROCS: ROCS run ranked with comboscore?’; CAZ: Docking in original ADRB2
crystal structure and/or cazarolol used as IFP/ROCS/ECFP-4 reference; ISP: Docking in customized ADRB2
structure and/or isoproterenol used as IFP/ROCS/ECFP-4 reference.

© Not listed: No ligand docking poses forming an H-bond and ionic interaction with D3.32.
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