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Figure S1. Alignment between OATP1A2 and template structure galactonate symporter PDB ID: 6E9N  

 

  

Figure S2. Alignment between OATP1A2 and template structure pancreatic secretory inhibitor kazal type PDB ID: 

1TGS for the 5th extracellular loop region 

 

Table S1. Prediction of the potential binding sites in the OATP1A2 and its druggability as depicted by the Drug 

and Site scores (where >0.8 is suggested to be druggable) as well as metrics: exposure to the solvent, pocket volume 

and ratio between hydrogen bond acceptors and donor 

 

 
 
 
 
 

Site SiteScore Dscore Volume (Å) exposure hydrophobic Hydrophilic Don/acc 

Site 1 1.18 1.22 97.06 0.28 4.50 0.45 4.82 

Site 2 1.11 1.16 1264.64 0.53 1.47 0.75 0.87 

Site 3 0.98 0.96 590.30 0.64 0.22 1.16 0.93 

Site 4 0.97 0.92 381.41 0.57 0.17 1.25 1.05 

Site 5 0.77 0.74 185.90 0.68 0.18 1.06 1.04 
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Figure S3. Conserved residues and polymorphic studies: (A) Shows K33 conserved among OATP1 family, (B) 

Shows R556 conserved among all OATP's, (C) Showing polymorphism studied residues R168 and E172 and 

conserved among the OATP1 family 
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Figure S4. Stable binding mode of compound 2 – 5 relies on polar contacts with K33 and R556. (A) Predicted 

binding pose of compound 3 in OATP1A2, showing interactions with K33, T34 and R556, (B) Predicted binding 

pose of compound 4 in OATP1A2 showing interactions with K33 and R556, (C) Predicted binding pose of 

compound 5 in OATP1A2 showing interactions with T34 and R556, (D) Predicted binding pose of compound 6 

showing interactions with T34 and R556, (E) and (F) Individual residues and hydrogen bond interactions, water 

interactions (represented as W), for each compound (E - compounds 2 and 3, F - compounds 4 and 5) are shown 

as heatmaps, where each interaction is colored according to the frequency.    
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Figure S5. Residues having hydrogen bond interactions and water interactions are shown as heatmaps for all 

compounds where interaction is colored according to the frequency.  
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Figure S6. Root Mean Squared Deviation (RMSD) of protein along the analyzed simulation calculated in 

reference to the initial back bone conformation, RMSD of ligand along the analyzed simulation calculated in 

reference to the initial conformation heavy atoms and RMSF (Root Mean squared fluctuations) of protein along 

the analyzed simulations in reference to the initial conformation of protein backbone for E3S and compounds 1 – 

3. Each replica is represented in different color. 
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Figure S7. Root Mean Squared Deviation (RMSD) of protein along the analyzed simulation calculated in 

reference to the initial back bone conformation, RMSD of ligand along the analyzed simulation calculated in 

reference to the initial conformation heavy atoms and RMSF (Root Mean squared fluctuations) of protein along 

the analyzed simulations in reference to the initial conformation of protein backbone for compounds 4-7. Each 

replica is represented in different color. 
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Figure S8. Root Mean Squared Deviation (RMSD) of protein along the analyzed simulation calculated in 

reference to the initial back bone conformation, RMSD of ligand along the analyzed simulation calculated in 

reference to the initial conformation heavy atoms and RMSF (Root Mean squared fluctuations) of protein along 

the analyzed simulations in reference to the initial conformation of protein backbone for compounds 8-11. Each 

replica is represented in different color. 
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Figure S9. Principal Component Analysis (PCA) of OATP1A2-ligand bound complexes: Principal components 

plotted PC1 (21.83%) on x-axis vs PC2 (17.81%) on y-axis. A-L). Principal components plotted for all the compounds 

individually. 

 


