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Overview:

Table S1. List of top10 proteins related to apigenin and their subcellular distribution

Figure S1. A structure overlay of Estradiol and apigenins B-C The 3D structure of dimeric NS1 of DENV2 with the top binding poses from 50
docking runs.

Figures 52-57 'H and *C-NMR spectra

Figure S8 Pharmacokinetics, drug-likeness and medicinal chemistry by SwissADME

Table S1. List of top10 proteins related to apigenin and their subcellular distribution.

Evidence Suggesting a

Cellular Prediction of Experimental Function Link (Combined

T ted Protei
argeted Troteins Distribution  Specific Actions /Biochemical Data

Score)
activation,
ESR1 estrogen receptor 1 vesicles binding, Yes 0.961
expression
UGT1A1 UDP glucuronosyltransferase 1 family cytosol inhibition None 0.949
MAOA monoamine oxidase A m?cleoplasn.l, activation None 0.947
mitochondria
TP53 tumor protein p53 nucleoplasm Not available None 0.944
CDK1 cyclin-dependent kinase 1 Not available expression None 0.938
CASP3 caspase 3, apoptos.ls—related cysteine end(.)plasmlc binding Yes 0.877
peptidase reticulum
leopl d
PTGS2 prostaglandin-endoperoxide synthase 2 fucleoprastn an expression None 0.876
microtubule
AKT1 v-Akt murine thymoma viral oncogene mitochondria .blr}d.erg, Yes 0.876
homolog 1 inhibition
PARP1 poly(ADP-ribose) polymerase 1 nucleoplasm expression None 0.868
CYP1B1 cytochrome P450 mitochondria, binding Yes 0.848

cytosol
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Figure S1. (A) structure overlay of Estradiol and apigenins (B,C) The 3D structure of dimeric NS1 of DENV2 with the top binding poses from 50 docking runs.
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NMR (300 MHz, ) & 8.98(s), 6.99 (d, J= 8.8 Hz), 6.27 (d, J= 8.6 Fz), 4.04 (d, /= 2.5 Hz), 1.60 (t, /= 2.6 Ez).
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Figure S2. 'H (A) and *C-NMR (B)of 4-(prop-2-yn-1-yloxy)benzaldehyde (I).
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Figure S3. 'H (A) and ®C-NMR (B) of 1-(2-hydroxy-4,6-bis(methoxymethoxy)phenyl)ethan-1-one (II).



Molecules 2021, 26, 6967 6 of 10
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Figure S4. '"H (A) and C-NMR (B) of (E)-1-(2-hydroxy-4,6-bis(methoxymethoxy)phenyl)-3-(4-(prop-2-yn-1-yloxy)phe-
nyl)prop-2-en-1-one (1).
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Figure S5. 'H (A) and *C-NMR (B) of 5,7-bis(methoxymethoxy)-2-(4-(prop-2-yn-1-yloxy)phenyl)-4H-chromen-4-one (2).
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Figure S6. 'H (A) and ®*C-NMR (B) of 5,7-dihydroxy-2-(4-(prop-2-yn-1-yloxy)phenyl)-4H-chromen-4-one (3).
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Figure S7. HRMS spectra of 5,7-dihydroxy-2-(4-(prop-2-yn-1-yloxy)phenyl)-4H-chromen-4-one (3).
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Al ®
o0& Water Solubility
Lo Log S (ESOL) 4.25
Solubility 1.74e-02 mg/ml ; 5.65e-05 mol/
FLEX SIZE Class Moderately soluble
Log S (Ali) -4.82
Solubility 4.67e-03 mg/ml ; 1.52e-05 mol/l
Class Moderately soluble
Z
INSATU poLar  Log S (SILICOS-IT) -5.19
Solubility 1.98e-03 mg/ml ; 6.43e-06 mol/l
Class Moderately soluble
ey Pharmacokinetics
SMILES C#CCOcicee(cel)elce(=0)c2e(o1)ec(cc20)0 Gl absorption High
Physicochemical Properties BBB permeant No
Formula C18H1205 P-gp substrate No
Molecular weight 308.28 g/mol CYP1A2 inhibitor Yes
Num. heavy atoms 23 CYP2C19 inhibitor No
Num. arom. heavy atoms 16 CYP2C9 inhibitor Yes
Fraction Csp3 0.06 CYP2D6 inhibitor Yes
Num. rotatable bonds 3 GYP3A4 inhibitor Yes
Num. H-bond acceptors 5 Log K, (skin permeation) -5.72 cm/s
Num. H-bond donors 2 Druglikeness
Molar Refractivity 86.23 Lipinski Yes; 0 violation
TPSA 79.90 Az Ghose Yes
Lol Veber Yes
Log Py (LOGP) 2.90 Egan Yes
Log Py (XLOGPS) 3.46 Musgge Yes
Log Poyy (WLOGP) 2.96 Bioavailability Score 0.55
Log Py, (MLOGP) 1.18 Medicinal Chemistry
0g Fopy (SILICOS-IT) 3.61 PAINS Oalert
Consensus Log Py, 282 Brenk 1 alert: triple_bond
Leadlikeness Yes
Synthetic accessibility 3.18
A
DIG ®
 KoXer Water Solubility
e Log S (ESOL) -3.94
Solubility 3.07e-02 mg/ml ; 1.14e-04 moll
FLEX SIZE Class Soluble
Log S (All) -4.59
Solubility 6.88e-03 mg/ml ; 2.55e-05 molll
Class Moderately soluble
ek roLar  LOg S(SILICOS-IT) -4.40
Solubility 1.07e-02 mg/ml ; 3.94e-05 mol/l
Class Moderately soluble
Rood Pharmacokinetics
SMILES Ocicee(cet)cice(=0)c2e(ol)ec(cc20)0 Gl absorption High
Physicochemical Properties BBB permeant No
Formula C15H1005 P-gp substrate No
Molecular weight 270.24 g/mol CYP1A2 inhibitor Yes
Num. heavy atoms 20 CYP2C19 inhibitor No
Num. arom. heavy atoms 16 CYP2C9 inhibitor No
Fraction Csp3 0.00 CYP2D6 inhibitor Yes
Num. rotatable bonds 1 CYP3A4 inhibitor Yes
Num. H-bond acceptors 5 Log K, (skin permeation) -5.80 cm/s
Num. H-bond donors 3 Druglikeness
Molar Refractivity 73.99 Lipinski Yes; 0 violation
TPSA 90.90 A2 Ghose Yes
Lipophilicity Veber Yos
Log Py (ILOGP) 1.89 Egan Vs
Log Py, (XLOGP3) 3.02 Musgge Yes
Log Fopy, (WLOGP) 2.58 Bioavailability Score 0.55
Log Py (MLOGP) 0.52 Medicinal Chemistry
Log Pyy, (SILICOS-IT) 252 PAINS 0 alert
Consensus Log Py, 21 Brenk Qalert
Leadlikeness Yes
Synthetic accessibility 2.96

B

Figure S8. Pharmacokinetics, drug-likeness and medicinal chemistry by SwissADME for alkyne-tagged apigenine (A)
and Apigenin (B).



