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Figure S1. Saturation isotherms of specific binding of (a) [*H]-(+)-pentazocine on guinea pig liver membrane homogenate,
and (b) [*'H]-DTG on rat liver membranes in the presence of 100 nM (+)-pentazocine. Nonspecific binding was determined
in the presence of 10 uM haloperidol. Specific binding data are presented as means + S.E.M of at least 3 independent
experiments. (¢) equilibrium binding data of [°*H]-(+)-pentazocine and [*H]-DTG, i.e. dissociation equilibrium constant (Ka)
and receptor density (Bmax) values were calculated by fitting the saturation isotherms.
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Figure S2. Competition of racemic ligands (a) L1-L6 and (b) L7-L12 with [*H]-(+)-pentazocine binding to SIR sites in
guinea pig liver membranes.
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Figure S3. Binding pose of L7 (green carbons) and (+)-pentazocine (red) in the binding pocket of
S1R (6DK1C, blue cartoon)
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Figure S4. The correlation of experimental pKd values and the docking scores of the active ligands
obtained from minimal ensemble virtual screening.
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Figure S5. Diverse subset of twenty SIR ligands selected from the 190 compounds with Ki<InM collected from the
BindingDB. After the ligand name (A-A20) the BindingDB ID is also shown.
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Figure S6. Similarity matrix of the active compounds (A1-A20) used in the enrichment studies.
The highest cross-similarity is 0.16. Light yellow is used for similarity smaller than 0.1, and dark
yellow for the values between 0.1 and 0.16.



