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Figure S1: LC-HRMS spectra of win-Cys, win-GSH, wifA-Cys and wifA-GSH adducts
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Figure S2: LC-MSMS spectra and fragmentation analysis of win-Cys, win-GSH, wifA-Cys and

wifA-GSH adducts
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Figure S3: Effect of win and wifA on HepG2 and A549 cells. A) 2D culture B) Organoid like
culture
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Figure S4: Expression and purification of MP™. A) Image of a polyacrylamide gel showing the

various purified fractions and the purity of isolated MP™ B) Image of western blot.
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Figure S5: Inhibition of protease activity of MP™ by wifA. A. Purified MP™ (0.5 uM) was
preincubated for 5-120 min with 5 uM of wifA before adding the substrate DABCYL-
KTSAVLQSGFRKME-EDANS and measuring fluorescence over time B. Purified MP™ (0.25 uM)
was preincubated for 5-120 min with 0.5 pM of wifA before adding the substrate DABCYL-
KTSAVLQSGFRKME-EDANS and measuring fluorescence over time C. FRET-based kinetic
assay demonstrating the percent inhibition of protease activity of the recombinant MP™ (0.5 uM)

following preincubation with an increasing concentration of wifA in the presence of GSH (5 mM).

The error bars represent standard deviation of two replicates.
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Figure S6. Non-covalent binding of win-GSH-epoxide and wifA-GSH-epoxide at the active site
of the SARS-CoV-2 cysteine protease MP™ using in silico docking studies. A) Structures of win-
GSH-epoxide and wifA-GSH-epoxide B) Binding parameters of win-GSH-epoxide and wifA-
GSH-epoxide at the active site of MP™ C-D) Binding of win-GSH-epo-1/2 at the active site of MP™

E-F) Binding of wifA-GSH-epo-1/2 at the active site of MP™

Win-GSH-Epo-1/2 WifA-GSH-Epo-1/2

A B

Binding Dist. from bestmode  Dist. of Cys145-SH
Compound Affinity
kcalmol  rmsdl.b.  rmsdu.b. Michael C3 (A)

S i WinGSHEpo-1 74 0000 0000 677

o o 8 5 o s WinGSHEpo2 64 3495 6750 4

-owN - . WIA-GSHEpo-1 7.4 2038 2815 395
we o Moo ws o Moo

WifA-GSH-Epo-2 -7 1.700 2431 3.75

Win-GSH-Epo-2

WIfA-GSH-Epo-2




