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The plot depicts structural stability, positioning and motion of resveratrol upon the formation of the com-
plex with the PD-L1 dimer. 

Our findings show that the systems converged and attained stability early in the production run after 
50 ns for the PD-L1 dimer – resveratrol complex. The final structure of the MD simulations was considered 
as the structure of the complex (fig. 3). A comparison between the predicted structure and that obtained by 
docking with Glide has shown a significant change both in the conformation and orientation of PD-L1 mole
cules in all cases with RMSD of 1.122 Å. The analysis of the PD-L1 dimer – resveratrol complex structure 
using the PLIP [23] revealed the formation of 16 hydrophobic contacts and five hydrogen bonds (see fig. 3, 
table 2).

The analysis of the protein – ligand binding affinity by Prodigy-Lig [21] resulted in binding affinity values 
between the PD-L1 dimer and resveratrol of –14.2. The most important results of simulations are given in table 3. 
The modeling has shown a rather high intermolecular shape and polar complementarity in the PD-L1 – PD-L1 – 
resveratrol complex thus explaining the induction of PD-L1 dimerisation and inhibition of PD-1 – PD-L1 interac-
tion. Of note, ∆GGlide for interaction with resveratrol is higher than that for interaction with BMS-ligands, whereas 
with ∆GPr the lowest value takes places namely with resveratrol. Nearly the same value (–9.252 kcal/mol) has 
been earlier obtained with AutoDock [35]. This discrepancy can be explained by more accurate account of van 
der Waals interactions by Prodigy as compared with Glide or AutoDock [35].

Fig. 1. Resveratrol atoms RMSD during MD simulations

Fig. 2. RMSF of resveratrol atoms  
upon the formation of complexes with the PD-L1 dimer


