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Table S1. Range of the epigallocatechin molecules concentrations.

Epigallocatechin molecules concentration (M)
| EGC | EGCG | AcEGCG




DENV2

1.31; 1.97; 2.96; 4.44

0.58; 0.88; 1.32; 1.97

1.95; 2.9; 4.38; 9.87; 14.81

YFV

1.75; 2.63; 3.95; 5.92; 8.88;
13.33

0.39; 0.58; 1.31; 1.97; 2.9;

4.44

1.97; 2.9; 4.44; 6.66; 10

WNV

1.56; 3.12; 6.25; 12.5

1.3;1.95;2.9; 4.38; 6.5

4.38; 6.5;9.9; 14.81; 22.2

ZIKV

4;8;16; 32; 64

0.58; 0.88; 1.32; 1.97

2.92; 4.39; 6.58; 9.87; 14.81; 22.22;

33.33

ks
-

Activity/Inhibition %

g

Activity/Inhibition %

o

Activity/Inhibition %

e

Activity/Inhibition %

EGC EGCG
100 - 100
2
80 - ] 80
.2
60 4 :é 60
=
40 4 é 40
2
£
20 4 220
=t
<
o+ T o+ T 1
SV PP PL LSS LL LS ~9'\9u°e°a° s
Concentration [uM] Concentration [uM]
100 100
<
80 G o
S
£
60 _a 60
g
40 é 40
&
20 = 20
g
o LU = o+
R N B IR IR IR IR I Y OSSP
Concentration [uM] Concentration [uM]
100 - 100
-2
2
80 4 = 80
2
60 - ‘5 60
._E
a0 % a0
20 4 :E 20
<
oL R AL
CRF S TN N PSSP ISP SFTFF T A esy
Concentration [uM] Concentration [uM]
100 100
B
80 = 80
2
=
60 S 60
=
40 é a0
£
20 2 20
Z
o AL — o H
AR R IR K B R FC ARSI T S

Concentration [pM]

Concentration [uM]

Activity/Inhibition %

Activity/Inhibition %

Activity/Inhibition %

Activity/Inhibition %

AcEGCG
100
80
60
a0
20
o H
ERCIRCIRU R SR .59
Concentration [uM]

100
80
60
40
20
] L ]

PRI TLP ISR LPS S

Concentration [uM]

100
80
60
40
20
o i

R $e8

Concentration [uM]

100
80
60
40

20

“AJL'LI[M“ :
P

PSS
C{mcentratmn [pM]



Figure S1. Inhibition effect of the Epigallocatechin molecules over the NS2B/NS3 proteases of (a) DENV,
(b) YFV), (¢) WNV, and (d) ZIKV. Data showed are the mean

measurements (n=3).
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Figure S2. ICso calculation of the Epigallocatechin molecules over the NS2B/NS3 proteases of (a) DENV,
(b) YEV), (c) WNV, and (d) ZIKV. Data showed are the mean + SD from three independent

measurements (n=3).
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Figure S3. Inhibition mode of the Epigallocatechin molecules over the NS2B/NS3 proteases of (a) DENV,
(b) YFV), (c) WNV, and (d) ZIKV. Data showed are the mean

measurements (n=3).
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Figure S4. Inhibition effect of the Epigallocatechin molecules combination over the NS2B/NS3 protease
of (a) DENV, (b) YFV), (c) WNV, and (d) ZIKV. Data showed are the mean + SD from three independent
measurements (n=3).
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Figure S5. Dissociation constant (KD) determination of the epigallocatechin molecules binding to
NS2B/NS3rres using surface plasmon resonance (SPR). NS2B/NS3 proteases were immobilized on CM5
sensor chip and a range of the epigallocatechin molecules concentrations (Table S1) were passed over
the surface. The final sensogram is representative of two cycles.
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Figure S6. Ligand-iduced changes in the CD spectrum of soluble NS2B/NS3 proteases of DENV, YFV,
WNYV and ZIKV in 20 mM K2HPO4/KH2PO4 pH 7.5.
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Figure S7. Fluorescence spectroscopy of Trp at 295 nm of the NS2B/NS3pros and the epigallocatechin
molecules. a) DENV, (b) YFV), (c) WNV, and (d) ZIKV.
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Figure S8 RMSD values and RMSF profiles for the replicate 100 ns of MD simulations of NS2B/NS3
protease of DENV in complex with the epigallocatechin molecules. The RMSD time profiles concerning
all backbone atoms of NS2B/NS3¢s and the molecules (EGC, EGCG, and AcEGCG). The RMSF plot
corresponds to the protein/molecules complex, and the replicates are specified.
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Figure S9. RMSD values and RMSF profiles for the replicate 100 ns of MD simulations of NS2B/NS3
protease of YFV in complex with the epigallocatechin molecules. The RMSD time profiles concerning
all backbone atoms of NS2B/NS3¢s and the molecules (EGC, EGCG, and AcEGCG). The RMSF plot
corresponds to the protein/molecules complex, and the replicates are specified.
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Figure §10. RMSD values and RMSF profiles for the replicate 100 ns of MD simulations of NS2B/NS3
protease of WNV in complex with the epigallocatechin molecules. The RMSD time profiles concerning
all backbone atoms of NS2B/NS3¢s and the molecules (EGC, EGCG, and AcEGCG). The RMSF plot
corresponds to the protein/molecules complex, and the replicates are specified.
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Figure S11. RMSD values and RMSF profiles for the replicate 100 ns of MD simulations of NS2B/NS3
protease of ZIKV in complex with the epigallocatechin molecules. The RMSD time profiles concerning
all backbone atoms of NS2B/NS3ps and the molecules (EGC, EGCG, and AcEGCG). The RMSF plot
corresponds to the protein/molecules complex, and the replicates are specified.
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Figure S12. Numbers of H-bonds between the epigallocatechins and NS2B/NS3pro residues during the
100 ns MD simulations. The general criteria to determine the occurrence of the H-bond was a donor-

receptor distance < 3.5 A and a donor-H-acceptor angle > 120°. <H-donds> represents the average

number of intermolecular H-bonds formed algong each trajectory. a) Dengue, b) YFV, c) WNV, and d)

ZIKV.



