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Figure S1. Molecular modeling of highest scoring compound in each binding site to demonstrate the precise location of 
binding on the protein. (A) 1SVC (NF-κB C62A) with inhibitor DHMEQ at Site 1 and Ligand 4 at Site 2 with water included 
in binding site; (B) Modified 1SVC (NF-kB) with DHMEQ docked at Cys62 with no water included in the binding site; (C). 
4QTB (ERK1) with Ligand 9 with selected water molecules included in the binding site; (D) 2ZOQ (ERK1) with 
(2r,3r,4s,5r)-2-(4-amino-5-iodo-7h-pyrrolo[2,3-d]pyrimidin-7-yl)-5-(hydroxymethyl)tetrahydrofuran-3,4-diol with water 
included in the binding site; (E) 2AZ5 (TNF-α) with 6,7-dimethyl-3-[(methyl{2-[methyl({1-[3-(trifluoromethyl)phenyl]-1h-
indol-3-yl}methyl)amino]ethyl}amino)methyl]-4h-chromen-4-one and water included in the binding site. 



Life 2022, 12, 505 2 of 7 
 

 

. 

Figure S2. Molecular modeling of top-scoring compounds docked at binding site 1 detected by Schrodinger software in 
1SVC (NF-κB C62A) with water included in the binding site. (A) Known inhibitor DHMEQ docked at Site 1; (B) Ligand 1 
at binding site 1; (C) Ligand 11 at binding site 1; (D) Ligand 13 at binding site 1. 
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Figure S3. Scoring and residues of each potential binding site on 1SVC (NF-κB C62A) identified by Schrodinger Maestro 
software. Site 1 and site 2 were selected for analysis, although site 2 was later excluded due to low binding with the positive 
control DHMEQ. 

 

 
Figure S4. Average docking scores for each A. Protein screened and B. Ligand screened. Docking scores are given in 
kcal/mol. More negative scores correspond with better binding. 
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Figure S5. Docking score of each derivative with results of all the water conditions shown. Docking scores given in 
kcal/mol. 
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Figure S6. Protein-ligand interaction diagrams of compounds docked to modified 1SVC (NF-κB), demonstrating all com-
pounds that showed interactions with Cys62. (A) Ligand 3; (B) Ligand 5; (C) Ligand 6. 

 

Table S1. Scoring and residues of each potential binding site on 1SVC (NF-κB C62A) identified by Schrodinger Maestro 
software. Site 1 and site 2 were selected for analysis, although site 2 was later excluded due to low binding with the positive 
control DHMEQ. 

 

Table S2. Residues included in each binding site detected by Maestro software. 
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Table S3. Hydrogen bond interactions between water molecules and protein or screened ligands in binding site. 

 

Table S4. Residues included in each binding site. For the unmodified 1SVC, this was determined by the binding site 
detection tool in Maestro, for all other proteins, it was determined based on interactions with the known bound ligand. 
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Table S5. Docking scores for each compound with each protein, showing every water condition. More negative binding 
scores correspond to better binding. 

 
 


