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Table S1a 2D and 3D visualization of ligand binding to the protein under study.

Ne Compound Visualization ACE2 + compound in PyMol

1 Rhamnetin
2 Patuletin
Isorhamneti

n




4 Tamarixetin

7 Dillenetin




8 Nobiletin

10 Baicalein

11 Ayanin







16 Rhamnazin

17 Eupatolitin

Table S1b 2D and 3D visualization of ligand binding to the protein under study.

Ne Compound Visualization ACE2 + compound in LigPlot*

1 Rhamnetin

Val209(A)




2

Lys562(8) _ .
w
- o o
a @D < ¥
) o
a 2‘ Leud5(A)
SN2, Yo 287

%nssm]
7/

Patuletin Unk e
) %ﬁ:ﬁm
mmo:%

Tyr202(A)

Isorhamneti
n
3
n
Al
4 Tamarixetin

Al34S(A) : \
i:\ruu




Quercetin

€z

Glu208(4)

coi

" TrpS66(A)

S»U% Asn210(A)
12(8)

Corniculatus
in

Ala396(A)

Lys562(A)

TIpS66(8) @
o,

<8

Glu208(A;

ProS65(A)

Val209(A)

S

Val212(4)




Val209(A)

GluS64(A)

Kun)

cer

Trp566(A)

o

7 Dillenetin ns:::i% u

Glu208(A)
o :
Ghy205(A) )
\3\5‘14{% gjﬁum
Tyr196(A

NS

GIn102(A)

7

Val212(A)

Val209(A)

Leud5(a),
Q

e

ys94(R)
Pro565(A)
GIn98(A)
8 Nobiletin
Lys562(A .
1u208(A) In102(A)
Gmﬂ;%
yr196(A)

yﬂl&% Yr202(A)
ASp206(A




Thr347(8)

-
Hisd01(aj—
N

Trp349(4) e, Y

9 Hesperidin IS

%nasam]
7
8
p382(4)

Ser47(A;‘ o1yes(A)

Serd3(A)

Glus6A(A Pro565(A]

Leu95(A)

10 Baicalein

Ala396(A)
Mn35&
~
<8
Asp206(A)

10




Gly205(A)

GIn102(A)
i yr202(4)

. Asp206(A)
11 Ayanin
Leusﬁﬁ 1.
% ﬁj::;)
Lys562(A)
11
Tyr510(A),
Asp509(A)
12 Azaleatin

Yr202(A)

“Tyr196(A)

Trp69(A)

Arg393(A)

G17

he390(A)
Phed0(a)

As"::gg
13 Ombuin

Hist01(A)—  cx




'lrpﬁsﬁ%%

14 Pachypodol \1114/%
Glu208(A)

15 Retusin

Glu::;[(f\%

Glus6a(A

Ala;;m{’.

< 308

Pross:((%
N
16 Rhamnazin Lyss62(A




3

L e
. P ‘u } P roses(s)
( &P @ Gussam
7 ) L . @
- & , . ) ) . Lys562(A)
.;.
. 0
. SN
%eusfb[l\)
5 s
1u208(A)

“nm

P
230, ’
Asp206(4) <-=.
" & " Lo 3
17 Eupatolltln Unko g g GIngB(A) Spcs @
U, i [ =
clyzus[a‘é - (. Y
& } ®
e
Uy, g 9
GIn102[AE ."‘".‘
cogd "'y
oo
Ny, Tyr196(A)
TyrZDZ[A\F ®
»
‘e ]
®
17

Table S1c 2D and 3D visualization of ligand binding to the protein under study.

Ne Compound Visualization ACE2 + compound in RasMol
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Table S2 Comparison of Toxicity Risks and Drug Score of compounds 1-17.

MW Toxicity Risksk! Drug Score Calculations!
Compound

[g/mole] MUT TUM  IRRI REP cLogP  cLogS$ DL DS
1 316.26 B == == == 1.77 -2.8 1.7 0.49
2 332.26 B == == == 1.42 -2.51 1.5 0.49
3 316.26 B == == == 1.77 -2.8 1.17 0.47
4 316.26 B == == == 1.77 -2.8 1.78 0.49
5 302.24 B N == == 1.49 -2.49 1.6 0.3
6 332.26 B == == == 1.42 -2.51 1.5 0.49
7 330.29 B == == == 2.04 -3.12 3.0 0.5
8 418.40 B B == == 2.45 -3.87 2.77 0.26
9 610.57 T N EE -0.81 -2.75 3.46 0.57
10 270.24 T BN B 2.34 -2.86 0.75 0.75
11 344.32 B == == == 2.47 -3.25 1.65 0.46
12 316.26 B == == == 2.04 -3.12 2.0 0.48
13 330.29 B == == == 2.04 -3.12 1.78 0.48
14 344.32 B == == == 2.47 -3.25 1.03 0.43
15 358.35 B = mm o mm 275 356 288 046
16 330.29 B == == == 2.04 -3.12 1.17 0.45
17 346.29 B == == == 1.7 -2.82 1.5 0.47

al Not toxic (), highly toxic: (ll), slightly toxic: (7 1). REP: Reproductive effective, IRRIT:
Irritant, TUM: Tumorigenic, MUT: Mutagenic. PIDS: Drug-Score, DL: Drug Likeness, Sol: Solubility.

Table S3 Molinspiration calculations for compounds 1-17.

Molecular Drug scores
Co 3D Molecular Structure
properties

milogP 222 GPCR ligand -0.11
) TPSA 120.36 Ion channel modulator -0.27
; » MW 316.26 Kinase inhibitor 0.21
1 nOHNH 4 Nuclear receptor ligand 0.27
' nviolations 0 Protease inhibitor -0.27
moleepirstion Enzyme inhibitor 0.20

volume 257.61




milogP 1.70

TPSA  140.59 GPCR ligand -0.14
) MW 332.26 Ion channel modulator -0.34
. : nOHNH 5 Kinase inhibitor 0.21
3y nviolations 0 Nuclear receptor ligand 0.13
i nrotb 5 Protease inhibitor -0.35
volume 265.63 Enzyme inhibitor 0.17
milogP 1.99 GPCR ligand -0.10
TPSA 120.36 Ion channel modulator -0.26
%&\ MW 316.26 Kinase inhibitor 0.25
nOHNH 4 Nuclear receptor ligand 0.28
molinspiration nviolations 0 Protease inhibitor -0.30
volume 257.61 Enzyme inhibitor 0.22
; milogP 1.99 GPCR ligand -0.10
e g TPSA 120.36 Ion channel modulator -0.26
w MW 316.26 Kinase inhibitor 0.25
4 nOHNH 4 Nuclear receptor ligand 0.28
oEmpiraticn nviolations 0 Protease inhibitor -0.30
volume 257.61 Enzyme inhibitor 0.22
milogP 1.68 GPCR ligand -0.06
| TPSA 131.35 Ion channel modulator -0.19
MW 302.24 Kinase inhibitor 0.28
1 nOHNH 5 Nuclear receptor ligand 0.36
molinspirstion nviolations 0 Protease inhibitor -0.25
volume 240.08 Enzyme inhibitor 0.28
milogP 1.70 GPCR ligand -0.15
TPSA  140.59 Ion channel modulator -0.12
MW 332.26 Kinase inhibitor 0.17
: nOHNH 5 Nuclear receptor ligand 0.15
mefinspiretion aviolations 0 Protease inhibitor -0.29
volume 265.63 Enzyme inhibitor 0.22
milogP  2.30 GPCR ligand -0.10
‘ 1 TPSA 109.36 Ion channel modulator -0.26
MW 330.29 Kinase inhibitor 0.23
¢ nOHNH 3 Nuclear receptor ligand  0.27
i nviolations 0 Protease inhibitor -0.26
volume 275.14 Enzyme inhibitor 0.19
milogP  3.08 GPCR ligand -0.15
TPSA  105.84 Ton channel modulator -0.10
MW 418.40 Kinase inhibitor 0.11
nOHNH 1 Nuclear receptor ligand 0.03

molinspirstion

Protease inhibitor -0.26




nviolations 0 Enzyme inhibitor 0.15
volume 361.29

\ milLogP  -0.55 GPCR ligand -0.01
‘& TPSA 23430 Ion channel modulator  -0.59
& g g MW 610.57 Kinase inhibitor -0.36
Q@"“{I\ nOHNH 8 Nuclear receptor ligand -0.20
g nviolations 3 Protease inhibitor 0.00
volume 511.79 Enzyme inhibitor 0.06
milogP  2.68 GPCR ligand -0.12
TPSA  90.89 Ion channel modulator -0.18
MW 270.24 Kinase inhibitor 0.19

nOHNH 3 Nuclear receptor ligand 0.17

nviolations 0 Protease inhibitor -0.35

T volume 224.05 Enzyme inhibitor 0.26
milogP 2.80 GPCR ligand -0.12
TPSA  98.37 Ion channel modulator -0.22
MW 344.32 Kinase inhibitor 0.14

nOHNH 2 Nuclear receptor ligand 0.14

G nviolations 0 Protease inhibitor -0.27
volume 292.67 Enzyme inhibitor 0.16

milogP 1.96

TPSA  120.36 GPCR ligand -0.07

MW 316.26 Ion channel modulator -0.24

nOHNH 4 Kinase inhibitor 0.24

o nviolations 0 Nuclear receptor ligand 0.29
e volume 275.61 Protease inhibitor -0.28

Enzyme inhibitor 0.19
milogP 253 GPCR ligand -0.12
TPSA 109.36 Ton channel modulator -0.28

MW 330.29 Kinase inhibitor 0.21

nOHNH 3 Nuclear receptor ligand 0.23

o nviolations 0 Protease inhibitor -0.27
e volume 275.14 Enzyme inhibitor 0.18
milogP  2.80 GPCR ligand -0.12
TPSA  98.37 Ion channel modulator -0.22
MW 344.32 Kinase inhibitor 0.14

nOHNH 2 Nuclear receptor ligand 0.14

- nviolations 0 Protease inhibitor -0.27
e volume 292.67 Enzyme inhibitor 0.16




milogP 3.11 GPCR ligand -0.13

TPSA 87.38 Ion channel modulator -0.22
15 MW 358.35 Kinase inhibitor 0.12
nOHNH 1 Nuclear receptor ligand 0.13
S nviolations 0 Protease inhibitor -0.25
volume 310.20 Enzyme inhibitor 0.14
milogP 253 GPCR ligand -0.12
TPSA 109.36 Ion channel modulator -0.28
16 MW 330.29 Kinase inhibitor 0.21
nOHNH 3 Nuclear receptor ligand 0.23
e nviolations 0 Protease inhibitor -0.27
volume 275.14 Enzyme inhibitor 0.18
milogP 2.01 GPCR ligand -0.15
TPSA  129.59 Ion channel modulator -0.34
17 MW 346.29 Kinase inhibitor 0.21
S nOHNH 4 Nuclear receptor ligand 0.09
iR girmiie nviolations 0 Protease inhibitor -0.35
volume 283.16 Enzyme inhibitor 0.15

Molecular weight in g/mol
Topological polar surface area in A2

Volume in A3

Table S4 Comparison of Molinspiration data for compounds 1-17.

Lipinski parameters calculationsl?! Drug-likeness®!
Compd

TPSA  NONH NV VOL GPCRL ICM KI NRL PI EI
1 120.36 4 0 257.61 -0.11 -027 021 027 -027 020
2 140.59 5 0 265.63 -0.14 -0.34 021 013 -035 0.17
3 120.36 4 0 257.61 -0.10 -026 025 028 -0.30 0.22
4 120.36 4 0 257.61 -0.10 -026 025 028 -0.30 0.22
5 131.35 5 0 240.08 -0.06 -0.19 028 036 -025 0.28
6 140.59 5 0 265.63 -0.15 -012 017 015 -029 022
7 109.36 3 0 275.14 0.10 -026 023 027 -0.26 0.19
8 105.84 1 0 361.29 -0.15 -0.10 011  0.03 -0.26 0.15
9 234.30 8 3 511.79 -0.01 -0.59 036 -020 0.00 0.06

10 90.89 3 0 224.05 -0.12 -018 019 017 -035 0.26



11 98.37 2 0 292.67 -0.12 -022 014 014 -027 0.16

12 120.36 4 0 275.61 -0.07 -024 024 029 -028 0.19
13 109.36 3 0 275.14 -0.12 -028 021 023 -027 0.18
14 98.37 2 0 292.67 -0.12 -022 014 014 -027 0.16
15 87.38 1 0 310.20 -0.13 -022 012 013 -025 0.14
16 109.36 3 0 275.14 -0.12 -028 021 023 -027 0.18
17 129.59 4 0 283.16 -0.15 -034 021 009 -035 0.15

Molecular weight in g/mol

Topological polar surface area in A2

Compound 1 Compound 2
Compound 3 Compound 4
Compound 5 Compound 6

Compound 7 Compound 8



Compound 9 Compound 10

Compound 11 Compound 12

Compound 13 Compound 14

Compound 15 Compound 16
Not toxic (), highly toxic: ([Ill),

slightly toxic: (*1). REP: Reproductive effective,
IRRIT: Irritant, TUM: Tumorigenicc, MUT:
Mutagenic.

Drug-Scores:

DS: Drug-Score, DL: Drug Likeness, Sol:
Solubility.

Toxicity Risks

Compound 17

Figure S1. Osiris calculations of likeness and drug-score of compounds (1-17).
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Figure S2. Atomic charge calculations for compounds 1-17.




