SUPPLEMENTALY FIGURES

A. Temporal distribution of persistent positively SARS-CoV-2 Mpro (3C)
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These analyses were performed using the HyPhy software (1)
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G71 in 3C, genomic coordinate 10265

Residue Frequency: Ga42834 ?10

Temporal evolution of 3C/71 composition
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L89 in 3C, genomic coordinate 10319

Residue Frequency: Fi9ss579
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iii. K90 in 3C, genomic coordinate 10322

Residue Frequency: Ku30415R 610175

Temporal evolution of 3C/90 composition
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iv. P96 in 3C, genomic coordinate 10340
Residue Frequency: Pass3ii =075
Temporal evolution of 3C/96 composition
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v. Al91 in 3C, genomic coordinate 10625
Residue Frequency: V116375

Temporal evolution of 3C/191 composition
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vi. A234 1n 3C, genomic coordinate 10754

Residue Frequency: Vis4T5979

Temporal evolution of 3C/234 composition
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Vil.

N274 in 3C, genomic coordinate 10874
Residue Frequency: Di6s57575Ko

Temporal evolution of 3C/274 composition
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B. Mapping mutations on structure
The following figures show the residues and their respective mutants mapped onto

SARS-CoV-2 Mpro structure PDB 6LU7 in PYMOL.

Variant G718 covalently bound to residue S46



Variant LOOR/N covalently bound to residue S46

Residue A47 covalently Mutant E47 covalently
bound to residue S46 bound to residue S46
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