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Abstract: Outbreaks of hand, foot, and mouth disease (HFMD) occur around the world. It is caused 
by the Coxsackievirus-A16 (CV-A16) and Enterovirus-A71 (EV-A71) that belong to the Enterovirus 
genus. Unfortunately, neither an anti-HFMD drug nor a vaccine is currently available. Rupintrivir, 
one of the drug candidates for HFMD treatment, has been attractive for the development of its an-
alogs with broad biological activities. This drug is an inhibitor for 3C protease of CV-A16 and EV-
A71, an enzyme that plays a crucial role in the viral replication process. Pharmacophore modeling 
and structure-based virtual screenings have become the most effective method and are successfully 
applied in drug discovery. The virtual screening of a large number of compounds in the database 
can identify the best molecular structure. In the present study, pharmacophore models were gener-
ated using the LigandScout 4.2 program, starting from trajectories obtained from the last 50 ns of 
simulations of the 3Cprotease of EV-A71 and CV-A16 complexed with the rupintrivir. Subse-
quently, compound libralies i.e., drug database (Drugbank and flavonoids) were screened. The ob-
tained hits compounds will be analyzed in more detail by molecular docking, followed by extensive 
MD simulations of the complexes. The highest-ranked compound from this procedure will be syn-
thesized and tested on its inhibitory efficiency by experimental assays. 
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