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Table S1. Structural representation and predicted properties of Laurusides L01 and L02

Enzyme Inhibitor ClogP*** Number of viola-
compound Structure® PAINS** score*** tions of Lipinski's

rule of five

6
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0.73 -1.06 3

Lauruside 2 N 0.73 -1.05 3

(L02)  yow

"Glc: D-Glucopyranose; Api: 3-C-(Hydroxymethyl)-D-erythofuranose (Apiose) “Pan-as-
say interference compounds (PAINS) score and consensus logP (ClogP) were calculated
with SwissADME[48]."*Computed by Molinspiration



Table S2. Percentage of occurrence of intra-ligand interactions along the trajectory
frames.

MD atom pair occurrence (%)
wi 04-05 69
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w2 03-08 30
ol 04-05 71
08-0 65
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Figure S1. 2D Structural representation of L01 (top) and L02
(bottom) compounds with labelled atom numbering.
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Figure S2. Representative structures of L0O1 and L02 compounds extracted from the four MD
simulations. The compounds are shown in sticks with the following scheme color or carbon
atoms: magenta: LO1—MP°WT, yellow: LO2—Mr°WT, green: L0O1—MP*O, cyan: L02—MpQO.



Figure S3. Distance between the overall atom omicron Mpe protein and Nirmatrelvir center
of masses in the 7TLL X-ray structure. The protein is shown in sand cartoon and the
Nirmatrelvir in red sticks colored according to the atoms (green: carbons, red: oxygens and
blue: nitrogens) the center of masses are shown in red dots. The distance is expressed in nm.



