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The goal of the study is to find a way to improve known perspective 
inhibitors of Mpro by computer methods.

To reach the goal we have achieved the next objectives:

• to conduct an extensive review of Mpro inhibitors and understand structure-
activity correlations;

• assessment of pharmacokinetic parameters of known and about 50 new 
compounds using SwissADME online tool (Daina A. et al., 2017), the most 
attention was paid to solubility and GI absorption, because they define 
bioavailability;

• molecular dynamics simulations and binding energy calculations of about 20 
selected compounds using GROMACS software (Abraham M.J. et al., 2015; 
Kumari R. et al., 2014).



Features of a good Mpro inhibitor

• S1 residue should resemble glutamine 
with one H-bond donor and one H-bond 
acceptor;

• S2 residue should have 3-bond length;

Mpro substrate

• a backbone need to be rigid for rapid 
binding and bulky somewhere at the 
left half (S3) for selectivity.
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