Computational Studies of SARS-CoV-2 3CLpro: Insights from MD Simulations
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Figure S1. Root mean square deviation (RMSD) of the Cα for runs #2  (upper graph) and #3 (lower graph). The total RMSD is represented with a black line, while the RMSD of the domain I, II and III is represented with a red, green and blue line, respectively.
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Figure S2. 2D projection of the concatenated dimeric protomers trajectory on the essential subspace along eigenvectors 1 and 2 for run #2 (upper panel) and #3 (lower panel). The structural basin visited by chain A (black dots), the chain B (red dots) in the dimeric form of 3CLpro is highlighted in different colors. The projection of the monomeric trajectory is also shown (green dots). The representative structures of the 2D projection on essential space are reported in the figure with the secondary structure elements colored in violet (α‐Helices), yellow (β‐strands), and cyan (loops).
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Figure S3. Absolute components of the first three C-a eigenvectors obtained by concatenating all trajectories of all protomers from each independent 3Clpro dimeric runs.
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Figure S4. The distance computed between Met-49 and Arg-188 as the description of the two loop distance in the MD simulations for the two chains of the dimeric 3CLpro (black line for the chain A and red line for the chain B) in run #2 (upper graph) and #3 (lower graph).
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Figure S5. Pocket detection and evolution during MD simulation trajectory. The binding pocket volume was identified by MDpocket and later monitored for changes in volume. The plot shows the comparison of the evolution of the volume pocket in chain A (black line), chain B (red line) of the dimeric 3CLpro in run #2 (upper graph) and #3 (lower graph). The bold line is a smoothed curve of the respective changes in volume line, intended to clarify the behavior of the pocket. The pocket is represented as a red surface in the dimeric 3CLpro ((A) the chain A, (B) chain B).
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