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1. Table S1 Chemical structures of rupintrivir and its 50 analogs
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2. Table S2 Binding free energy based on the MM/PB(GB)SA method of rupintrivir and P2-m3

Compound EV-A71 CV-Al6

MM/PBSA MM/GBSA MM/PBSA MM/GBSA

Rupintrivir Runl -10.1+1.5 -11.9+0.6 -7.8+0.5 -9.5+0.8
Run2 -7.1+1.2 -9.1+1.0 -6.0+0.4 -8.5+0.9

Run3 -6.4+1.0 -8.610.7 -8.9+0.9 -11.1+1.2

MeantSD  -7.9+2.0 -9.9+1.4 -7.6%1.1 -9.7+1.7

P2-m3 Runl -17.2¢0.6  -17.4%0.5 -11.84¢0.3  -13.0+0.4
Run2 -15.1+#0.6  -15.6%0.3 -10.4+0.5 -12.7+0.3

Run3 -15.0¢0.8  -15.4+0.6 -10.1+0.7  -12.9+1.0

MeantSD -15.8+1.2  -16.1+0.8 -10.8¢0.9  -12.9+1.1

3. Figure S1 Rupintrivir in the active site of EV-A71 3Cpro

Figure S1 Rupintrivir (bond and stick model) binding at the active site of EV-A71 3Cpro, where
its the surrounding residues (stick model) are shown and labeled



4. Figure S2 Superimposition of ligand at the binding site derived from the last 50 ns of run1l
MD simulation
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Figure S2 Superimposition of rupintrivir and 5 screened analogs at the binding pocket of EV-
A71 and CV-A16 3Cpro derived from the last 50 ns of runl MD simulation



5. Figure S3. The solubility of rupintrivir and P2-m3 from ADMET property

Compound Solubility
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Figure S3. The solubility from ADMET property of rupintrivir and P2-m3. P2-m3 showed
better solubility than rupintrivir

6. Figure S4. Sequence alignment of EV-A71 and CV-A16 3C proteases
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Figure S4. Sequence alignment of EV-A71 (PDB code: 3SJI) and CV-A16 (PDB code: 3ROF) proteases



