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in Silico Study to Evaluate their Activities and ADMET
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Figure S1 2D and 3D binding of cannabinolic acid (A) and cannabinol (B) within the active sites of SARS-CoV-2 MFr
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Figure S2 2D and 3D binding of cannabinolic acid (A) and cannabicyclolic acid (B) within the active sites of , SARS-
CoV- 2PLepre
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Figure S3 2D and 3D binding of cannabinolic acid (A) and cannabinol (B) within the active sites of ACE-2
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Figure S4 The presence cannabichromanon (32) inside the binding pockets of SARS-CoV-2 MPre (A),
SARS-CoV-2 PLre (B) and ACE-2 (C) displaying areas of aromaticity, hydrogen bond formation,
hydrophobicity and solvent accessibility (SAS) of the receptor residues
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Figure S52D binding modes of the respective co-crystalized ligands in SARS-CoV-2 MF~ (A), SARS-CoV-
2 PLrr (B) and ACE2 (C)
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Figure S62D binding modes of remdesivir in SARS-CoV-2 MFr (A), SARS-CoV-2 PLrr (B) and ACE2 (C)

(A)
HI5
PHE A172
A240 | HIS ASh
P, oS A164
LEU Cay s HIS
A141 H p Al
] . *
. * . ASP
\ S AZ187
S
L —_— [ | f_f__{ : -
el : t
SER - A
A144 . _f\//{\\ /n /f /
G an® i_i‘”__'_—'_-'_':‘- Jl Jl_.r' .-'-:_:-"
f ‘TL .
Fieut) Y [ — f
< A168 S~
N ASN i
A142 /
et ARG
;&ES 0\2\;‘:}?__, HuE = ' A1R3 h Rl
\
H
—0 MET
! A5 MET
] A9
f LEU
A167
|
THR
A190
GLN
A:192

|:| Pi-Sulfur

Interactions
- Fi-Fi T-shaped

D van der Waals
I:I Alkeyl

- Conventional Hydrogen Bond

I:I Carbon Hydrogen Bond



(B)

GLM

A:l2l
GLN
A:122

LY S
A:306
GLU
A:l24
Interactions

I:I van der Waals

- Conventional Hydrogen Bond

10



(©

S5ER
A409
GLY
A0E
THR
Gy ASN
A3GT Al149
HIS
A3TE o
ASLy A4
ALA
A348 ‘H“""o L¥S
A363
TRP AZP Y5
A349 A36E A361
MET
A3e0
CYs
A344
THR
A3e2
Interactions
I:I van der Waals I:I Fi-Donor Hydrogen Bond
- Conventional Hydrogen Band - Fi-Pi Stacked

D Carbon Hydrogen Bond - Fi-Pi T-shaped

- Pi-Cation

11



