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Supplementary Table 1. Detailed specifications of the systems used for MD simulations.

No. System No-of TIP3P— No. of l\-|a+ System size (nm)
waters counter ions

1 MP+ ceftaroline fosamil 19212 3 5.113 x 6.674 x 5.991
2 MP" + remikiren 19209 4 5.113 x 6.674 x 5.991
3 MP™ + everolimus 19180 4 5.113 x 6.674 x 5.991
4 MP" + atorvastatin 19211 5 5.113 x 6.674 x 5.991
5 MP" + sildenafil 19220 4 5.113 x 6.674 x 5.991
6 MP" + telaprevir 19202 4 5.113 x 6.674 x 5.991
7 MP" + clofazimine 19231 4 5.113 x 6.674 x 5.991
8 MP™ + N3 19207 4 5.113 x 6.674 x 5.991
9 MP + lopinavir 19205 4 5.113 x 6.674 x 5.991
10 MP™ + ritonavir 19207 4 5.113 x 6.674 x 5.991




Supplementary Table 2. List of 149 drug molecules showing binding with SARS-CoV-2
MP™ protein.

No. Name of drug Goldscore Chemscore Structure
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Supplementary Table 3. 2D interactions exhibited by the reference inhibitors and candidate

drugs during docking experiment. Reference inhibitors are indicated in italics.

2D interactions
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Supplementary Table 4. List of telaprevir derivative compounds showing 2D binding

interactions with SARS-CoV-2 main protease.
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Supplementary Figure S1. Assessment of stability of simulation systems using ligand
RMSD, protein RMSD, and potential energy profiles. Ligand RMSD values of (A) N3, (B)
Lopinavir, (C) Ritonavir, (D) Ceftaroline fosamil, (E) Telaprevir, (F) Clofazimine, (G)
Everolimus, (H) Sildenafil, (1) Atorvastatin, and (J) Remikiren. (K) The superimposed protein
backbone atoms RMSD profiles of the MP™ in complex with N3 inhibitor, lopinavir,

ritonavir, telaprevir, and ceftaroline fosamil indicated in dark blue, purple, cyan, orange, and



green, respectively, and (L) the potential energy plots of the simulation systems during 50 ns
simulations. The color coding is the same as (K).
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Supplementary Figure S2. RMSF profles for Ca atoms of SARS-CoV-2 MP°. The MP in
complex with inhibitor N3, lopinavir, ritonavir, telaprevir, and ceftaroline fosamil are
indicated in dark blue, purple, cyan, orange, and green, respectively. The insets represent

MPin cartoon structure with flexible residues highlighted in red.
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Supplementary Figure S3. Calculation of radius of gyration for SARS-CoV-2 MP® during
50 ns simulations. The M in complex with inhibitor N3, lopinavir, ritonavir, telaprevir, and

ceftaroline fosamil are indicated in dark blue, purple, cyan, orange, and green, respectively.



Supplementary Figure S4. Overlay of reference inhibitors N3, lopinavir, and ritonavir and

potential drugs telaprevir and ceftaroline fosamil in the active site of SARS-CoV-2 MP°. N3
inhibitor, lopinavir, ritonavir, telaprevir, and ceftaroline fosamil are indicated in dark blue,
purple, cyan, orange, and green, respectively.




Supplementary Figure S5. The distances between active site residues of SARS-CoV-2 MP°
during 50 ns simulations with (A) Ceftaroline fosamil, and (B) Telaprevir.
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