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Table S1 PPARγ (PDB ID: 1FM6) active site characteristics compared to Estrogen Receptor alpha 

(ERα) (PDB ID: 2YJA). The analysis was carried out in Fpocket using the default parameters settings 

and reveals a significant PPARγ active site higher volume and flexibility  

Parameters Score (PPARγ) Score (ERα) 
Volume 1413.471 493.171 
Total SASA 261.473 98.965 
Polar SASA 96.962 62.499 
Apolar SASA 164.475 36.466 
Hydrophobicity Score 48.681 33.960 
Polarity Score 17 5 
Charge Score 2 1 
Flexibility Score 0.431 0.150 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 



 
Table S2 Protein RMSD values. The average protein backbone RMSD values for the PPARγ – 

Rosiglitazone and the PPARγ – Rosiglitazone – Oleic Acid complexes show a high stability of both 

system over time in all three produced trajectories  

 PPARγ - Rosiglitazone PPARγ – Rosiglitazone – Oleic Acid 

RMSD Protein Cα Run1 2,60 ± 0,12 2,14 ± 0,20 

RMSD Protein Cα Run2 2,24 ± 0,17 1,74 ± 0,17 

RMSD Protein Cα Run3 2,20 ± 0,31 1,62 ± 0,16 

 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 



Figure S1 Ligand RMSD profile. The stability of Rosiglitazone and Oleic Acid was evaluated by 

computing the RMSD values during the simulation time for all three independent replicas (run1 in 

blue, run2 in orange and run3 in grey) Both ligands remain stable during the simulation time thanks 

to the intensive interaction network with residues in the orthosteric and alternate sites. Figure S1A 

shows the Rosiglitazone RMSD profile in the PPARγ – Rosiglitazone complex, while Figure S1B and 

Figure S1C the Rosiglitazone and the Oleic Acid RMSD profile in the PPARγ – Rosiglitazone – Oleic 

Acid complex.  

 
 
 
 
 
 



Table S3 Ligand RMSD values. The average ligand heavy atoms RMSD values for the PPARγ – 

Rosiglitazone and the PPARγ – Rosiglitazone – Oleic Acid complexes show a high stability of both 

ligand over time in all three produced trajectories 

 PPARγ - Rosiglitazone PPARγ – Rosiglitazone – Oleic Acid 

Rosiglitazone Run1 0,86 ± 0,25 1,08 ± 0,26 

Rosiglitazone Run2 0,61 ± 0,17 1,01 ± 0,27 

Rosiglitazone Run3 0,60 ± 0,12 1,17 ± 0,23 

Oleic Acid Run1  1,83 ± 0,22 

Oleic Acid Run2  1,84 ± 0,22 

Oleic Acid Run3  2,02 ± 0,32 

 

 

 

 

 

 

 

 

 

 

 

 

 



Figure S2 HINTscore values for for the PPARγ – Rosiglitazone (A) and the PPARγ – Rosiglitazone – 

Oleic Acid (B) complexes over time in all three produced trajectories. The total HINT score and 

Hydrogen  

bond, Electrostatic and Hydrophobic contributions are represented as green, orange, grey and 

yellow lines, respectively 

 

 

 

 

 

 

 

 

 

 



Figure S3 HintTable output file. The HINT output file is a table that lists and describes all 

intramolecular interactions occurring by interacting atom pairs. The analysis of the output files 

(PPARγ-Rosiglitazone complex in A and PPARγ-Rosiglitazone-Oleic Acid in B) underlines a different 

intramolecular interactions pattern involving ω-loop residues. The Oleic Acid binding to the 

alternate site triggers a protein conformation change that involves both ω-loop and helix H3 

residues with a significant stabilization effect. 

 


