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Table TS1. Docking results of the investigated compounds against the SARS-CoV-2 Mpro enzyme
CHEMPLP GoldScore ChemScore ASP Consensus

Compound Conformer
Score  Z-Score Score Z-Score Score Z-Score Score Z-Score Z-Score

1 1 60.53 2.47 -23.37 111 2905 2.16 17.41 1.24 1.75
2 53.17 0.76 -2820 0.06 2790 1.73 18.71 1.75 1.07
2 1 57.84 2.34 2732 059 2511  1.26 11.42 -0.89 0.83
3 1 52.38 0.99 -7.78 049 2805  1.68 2090 2.13 1.33
2 58.11 2.19 -438 1.01 2506 0.7 16.31 0.67 1.04
A 1 59.08 2.37 15.92 149 2626  1.51 2033 1.92 1.82
2 53.98 1.21 6.00 028 2622 1.49 18.30 1.27 1.06
1 75.90 2.08 -37.28 054 17.23  2.07 28.05 2.06 1.69
1 69.02 0.92 845 1.03 20.05 2.40 30.31 2.68 1.76
7 1 89.47 1.80 -7.05 1.68 2118  2.66 3220 1.80 1.98
g 1 68.06 1.30 -26.81 0.77 1863 168 30.53 151 1.32
2 66.82 1.17 -24.07 085 17.77 154 25.26 0.82 1.10
1 57.66 1.17 4470 138  26.79 237 2831 1.06 1.50
9 2 63.73 2.57 40.99 052 2431 1.24 28.27 1.05 1.34
3 57.25 1.07 4295 097 2326 0.76 30.89 1.87 1.17
1 58.56 1.01 4271 135 2219 142 33.24 213 1.48
10 2 61.53 1.66 4171 115 1938 0.20 29.80 1.25 1.07
3 58.28 0.95 42,70 135 2172 1.2 27.79 0.75 1.07
1 58.79 1.97 36.74 -037 2122 263 30.84 1.36 1.40
11 2 52.55 0.28 5140 236 1848  1.25 31.61 1.59 1.37
3 56.65 1.39 4337 0.86 1840 1.21 3112 1.44 1.23
12 1 63.21 2.46 4594  1.42 2369 0.79 26.45 0.86 1.38
13 1 64.98 2.44 49.42 1.81 2691  2.03 35.00 1.35 1.91
2 60.66 1.29 4553 099 2420 0.89 37.02 1.85 1.26
14 1 58.99 1.72 4517 112 2474  1.60 34.07 2.02 1.62
2 58.70 1.64 47.44 176 2257 0.36 3345 1.79 1.39
15 1 53.99 0.37 4112  1.03 2237 152 26.59 1.68 1.15
16 1 52.07 0.79 -0.15 028 2295 1.62 25.68 2.38 1.27
17 1 58.44 2.67 6.34 070 2333 141 22.52  0.99 1.44
18 1 55.82 1.97 13.91 128 2490 2.28 23.10 1.01 1.64
2 57.07 2.26 17.04 177 2042  0.38 20.06 0.25 1.17
19 1 58.88 1.50 13.19 053 27.94 213 27.40 2.02 1.55
1 60.99 1.83 3192 1.45 2420 130 21.99 1.44 1.51
20 2 56.84 0.94 2999 092 2518 170 23.57 2.02 1.39
3 57.30 1.04 3444 213 2209 0.46 2285 1.76 1.35
" 1 55.19 0.90 3460 1.65 2440 217 23.08 1.50 1.55
2 54.82 0.81 29.77 042 2267 135 2484 221 1.20
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Table TS2. Docking results of the investigated compounds against the SARS-CoV-2 PLpro enzyme
CHEMPLP GoldScore ChemScore ASP Consensus

Compound Conformer
Score  Z-Score Score Z-Score Score Z-Score Score Z-Score Z-Score

1 1 48.99 1.15 -32.81 180 2339 0.58 17.02 058 1.03
2 54.82 1.74 -39.21 0.09 2959 1.26 20.85 0.97 1.01
2 1 46.93 1.08 -38.18 035 2404 0.76 1850 0.62 0.70
3 1 56.03 1.75 -11.80 1.12 29.03 0.94 2035 0.88 1.17
4 1 45.26 0.83 7.97 1.73 2458 079 17.88 0.60 0.99
5 1 52.46 1.41 -50.84 034 655 0.83 1483 0.74 0.83
6 1 43.47 1.09 -55.07 038 7.53 024 2449 071 0.61
7 1 46.56 1.18 6784 034 585 135 3701 1.86 1.18
8 1 47.47 1.04 -60.31 039 600 093 3171 097 0.83
1 52.49 2.27 4127 218 1840 -0.79 2655  2.00 1.41
9 2 48.26 1.41 4125 217 2311 119 2051 037 1.28
3 48.32 1.42 4235 234 2149 051 2177 071 1.24
4 48.71 1.50 2620 -0.06 2412 161 2622 191 1.24
10 1 55.75 2.34 4231 026 1726 025 31.80 166 1.13
2 51.70 1.58 2627 0.25 2253 127 2732 0.99 1.02
11 1 51.09 1.93 30.19 1.07 1741 070 2413 0.66 1.09
12 1 48.62 1.61 25.09 0.18 2436 159 2221  0.93 1.08
13 1 54.48 2.72 38.77 020 2029 0.23 31.07 1.93 1.27
2 49.60 1.52 3703 020 19.82 -0.03 32.81 235 1.01
1 50.77 1.75 46.84 295 17.48 -0.98 34.81 249 1.55
14 2 50.47 1.69 3802 149 2167 047 33.69 2.28 1.48
3 52.25 2.07 3208 050 2515 1.68 23.09 0.23 1.12
4 48.97 1.36 39.78 178 2060 0.10 26.73 0.94 1.04
15 1 49.59 1.50 27.21 018 23.03 208 2063 0.68 1.11
16 1 48.50 1.55 12.81 224 1400 059 9.96 0.39 1.19
2 46.51 1.40 1.23 1.01 1825 095 17.71 091 1.07
17 1 39.22 1.46 -1.27 026 1938 136 1856  1.23 1.08
18 1 48.05 1.32 0.52 0.81 2337 1.01 2544 119 1.08
2 47.62 1.28 2.81 121 2570 123 17.74 054 1.06
19 1 62.66 2.42 19.60 231 29.07 128 1927 0.69 1.68
20 1 53.53 1.49 2131 019 2523 1.49 2401 1.50 1.17
21 1 55.81 1.83 18.71 018 26.15 1.69 2273 130 1.25
22 1 52.23 1.85 2610 019 2510 1.92 2613 219 1.54
23 1 53.60 1.76 17.83 019 2290 124 2381 1.07 1.06
1 52.65 1.44 2598 1.90 2152 0.86 2522 162 1.45
24 2 52.55 1.42 2119 111 2275 114 2296  1.22 1.22
3 53.39 1.54 2343 148 2070 0.67 21.97 1.04 1.18
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Table TS3. Estimated free energies of binding of the ligand-Mpro complexes selected from

docking calculations

MM-PBSA Component

Compound Conformer AG
VDWAALS EEL EPB ENPOLAR EDISPER AG gas AG solv
1 1 -46.49 -1.01 15.85 -30.29 57.09 -47.50 42.65 -4.85
2 -50.67 -4.96 23.33 -32.77 60.82 -55.63 51.38 -4.25
2 1 -49.39 -1.39 17.93 -33.24 61.81 -50.77 46.50 -4.27
1 -43.19 0.16 16.17 -29.97 56.79 -43.03 43.00 -0.04
3 2 -43.19 -3.08 20.33 -27.64 53.49 -46.28 46.18 -0.10
A 1 -47.10 -3.54 22.59 -30.90 58.40 -50.64 50.09 -0.55
2 -33.02 -4.04 17.18 -21.95 44.09 -37.06 39.32 2.26
1 -65.43 -28.09 68.46 -43.73 82.60 -93.52 107.32  13.80
1 -63.62 -23.35 57.97 -41.53 79.95 -86.97 96.39 9.42
1 -69.41 -38.09 74.86 -45.70 89.38 -107.50 118.54 11.04
1 -57.47 -29.15 61.89 -38.15 74.14 -86.62 97.88 11.26
8 2 -60.14 -36.76 69.53 -41.56 79.87 -96.90 107.85 10.95
1 -32.91 -4.43 16.52 -22.51 41.53 -37.34 35.54 -1.80
9 2 -40.09 -4.31 19.31 -25.44 46.17 -44.41 40.04 -4.36
3 -33.01 -3.70 16.82 -21.94 39.66 -36.71 34.54 -2.17
1 -33.41 -5.70 20.49 -21.98 40.14 -39.11 38.65 -0.46
10 2 -36.47 -8.20 29.98 -22.93 42.51 -44.67 49.55 4.88
3 -36.83 -4.75 19.62 -23.44 43.84 -41.58 40.02 -1.56
1 -45.45 -8.23 23.76 -27.67 47.75 -53.69 43.84 -9.85
11 2 -33.02 -6.55 25.27 -21.67 40.68 -39.57 44.29 4.71
3 -32.49 -8.47 23.75 -22.58 40.94 -40.96 42.12 1.16
12 1 -40.40 -4.80 18.97 -25.61 45.93 -45.20 39.29 -5.91
13 1 -32.25 -6.78 19.28 -21.50 38.47 -39.03 36.25 -2.78
2 -32.87 -2.68 17.40 -21.07 38.68 -35.55 35.02 -0.54
14 1 -38.25 -12.15 29.26 -25.48 44.77 -50.40 48.56 -1.85
2 -32.81 -6.23 20.80 -21.70 39.58 -39.04 38.68 -0.36
15 1 -39.27 -11.96 26.80 -27.34 46.95 -51.23 46.40 -4.83
16 1 -45.13 -9.73 28.47 -29.08 55.56 -54.86 54.95 0.09
17 1 -51.55 -5.83 25.13 -32.84 60.78 -57.38 53.07 -4.30
18 1 -43.58 -5.46 25.89 -28.22 53.89 -49.04 51.57 2.52
2 -38.04 -6.03 22.02 -24.20 47.92 -44.07 45.74 1.66
19 1 -42.95 -19.73 38.60 -29.57 55.50 -62.68 64.53 1.85
1 -37.44 -10.69 23.67 -25.89 45.89 -48.13 43.67 -4.46
20 2 -36.96 -2.93 16.28 -25.35 45.56 -39.89 36.50 -3.39
3 -33.74 -3.21 19.61 -23.20 41.21 -36.95 37.62 0.67
21 1 -37.31 -0.43 16.86 -26.43 45.37 -37.74 35.80 -1.94
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Table TS4. Estimated free energies of binding of the ligand-PLpro complexes selected from
docking calculations

MM-PBSA Component

Compound Conformer AG
VDWAALS EEL EPB ENPOLAR VDWAALS EEL DELTA G solv
1 -36.64 -0.10 17.81 -23.80 46.15 -36.74 40.16 3.43
! 2 -32.74 -9.50 23.79 -23.34 41.04 -42.24 41.49 -0.75
2 1 -30.29 -1.47  11.27 -21.80 39.22 -31.76 28.68 -3.08
3 1 -27.21 -0.47 16.06 -18.44 34.73 -27.69 32.35 4.66
4 1 -41.70 -17.60 36.62 -28.91 51.65 -59.30 59.37 0.06
5 1 -35.42 -13.16  30.82 -24.42 44.84 -48.58 51.24 2.66
6 1 -43.42 -18.70 45.49 -28.56 55.74 -62.11 72.67 10.56
7 1 -49.48 -89.79 107.06 -38.24 68.44 -139.28 137.26 -2.02
8 1 -33.47 -61.00 75.97 -25.31 45.76 -94.47 96.42 1.95
1 -35.72 -4.29 23.64 -23.88 40.73 -40.01 40.49 0.49
2 -35.91 -7.05 23.80 -24.05 40.59 -42.96 40.34 -2.62
? 3 -29.34 -4.39 20.48 -20.10 34.17 -33.72 34.56 0.84
4 -29.53 -5.07 18.86 -20.13 34.62 -34.60 33.35 -1.25
1 -34.61 -7.42  25.35 -22.32 38.76 -42.04 41.79 -0.25
10 2 -34.04 -18.27 32.74 -23.24 38.95 -52.31 48.45 -3.86
11 1 -30.67 -7.80 20.71 -20.25 36.41 -38.47 36.87 -1.60
12 1 -30.20 -8.64  22.95 -20.78 35.26 -38.84 37.43 -1.42
1 -31.57 -4.43  20.53 -21.40 35.77 -36.00 34.90 -1.11
B 2 -32.16 -15.85 28.02 -22.22 36.68 -48.02 42.49 -5.53
1 -36.06 -12.41 2831 -23.16 38.87 -48.47 44.02 -4.45
2 -33.52 -15.80 31.35 -23.04 37.94 -49.32 46.25 -3.07
1 3 -28.76 -13.10 27.36 -18.49 31.24 -41.85 40.11 -1.74
4 -30.21 -8.70 22.94 -20.84 35.22 -38.91 37.32 -1.60
15 1 -23.95 -5.84 17.82 -17.52 30.82 -29.79 31.12 1.33
1 -28.15 -35.87 58.71 -21.98 36.44 -64.02 73.16 9.14
1o 2 -19.10 -63.21 6341 -16.67 30.81 -82.30 77.54 -4.76
17 1 -30.65 -16.06 27.19 -21.76 39.27 -46.71 44.70 -2.01
1 -27.78 0.90 10.68 -19.20 35.89 -26.88 27.37 0.49
18 2 -34.33 -6.53  24.59 -23.60 42.33 -40.86 43.32 2.46
19 1 -37.47 -6.79  23.38 -25.82 45.52 -44.25 43.08 -1.17
20 1 -33.34 -3.07 1457 -23.13 38.45 -36.40 29.89 -6.52
21 1 -33.42 -6.31 16.49 -23.02 38.20 -39.73 31.67 -8.06
22 1 -32.58 -7.05 23.34 -22.42 37.92 -39.63 38.84 -0.79
23 1 -34.49 -7.80 25.46 -23.64 40.11 -42.29 41.93 -0.36
1 -30.55 -22.39 2949 -23.30 36.44 -52.94 42.64 -10.31
24 2 -29.71 -4.32 18.72 -21.41 36.00 -34.03 33.31 -0.72
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