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Table S1. Anti-SARS-CoV-2 activity and cytotoxicity of the tested compounds.

Compounds DINS DIN18 DINS2 L-26
ECs5 (uM) 2 NA¢ NA NA NA
CCso (uM) P >20 >20 >20 <22

2 ECso: concentration of compound required to achieve 50% protection of Vero E6 cell cultures
against SARS-CoV-2-induced cytopathicity.
5 CCsp: concentration required to reduce the viability of mock-infected cell cultures (cytotoxicity,

CC) by 50%.

°NA: no anti-SARS-CoV-2 activity at the test concentration.

Figure S1. (a) Representation of the arrangement of selected covalent and noncovalent inhibitors
bound to the binding pocket of the SARS-CoV-2 3CLP® enzyme (ligands taken from X-ray
structures with PDB ID 7ENS, 7EN9, 7LMD, 7LME, 7LMF, 7LTJ, 7LTN, 7M8P, 7TEK, 7TEL,
7VIT, TWOI1, 7TWO02, 7TWO03, 7TWOF, and 7WOH). (b) Representation of the binding mode of
ligands taken from X-ray structures with PDB ID 7EN8, 7M8P and 7V1T. The shape and size of
the binding pocket is shown by the surface of the enzyme (using the X-ray crystallographic structure
with PDB ID 7ENS), and the reactive Cys is highlighted in yellow. The superposition of the X-ray
ligands (shown as sticks with carbon atoms colored in green) fills the distinct subpockets that can
be identified in the binding site.



Li
Figure S2. (a) Representation of the doc ked poses of D1N52 in the binding pocket of 7ENS (sticks
with carbon atoms in green) and 7VIT (sticks with carbon atom in cyan). The X-ray ligand bound
to 7EN8 is shown as sticks with carbon atoms in orange. (b) Representation of the binding mode of
DINS52 in the binding pocket of 7MS8P (sticks with carbon atoms in green). The shape and size of
the binding pocket is shown by the surface of the enzyme, and the reactive Cys is highlighted in
yellow.



LC-MS results of crude products D1IN8, D1N18 and DINS2.
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Original spectra of compounds.
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Compound DINS8
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Compound D1N52
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