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SUPPLEMENTARY MATERIAL

Figure 1S. FASTA sequence for NS3 protease from DENV-3 (PDB:2) used as template.

>2FOM_1|Chain A|polyprotein|Dengue virus 2 (11060)
GSHMLEADLELERAADVRWEEQAEISGSSPILSITISEDGSMSIKNEEEE
QTLGGGGSGGGG
>2FOM_2|Chain B|polyprotein|Dengue virus 2 (11060)
AGVLWDVPSPPPVGKAELEDGAYRIKQKGILGYSQIGAGVYKEGTFHTMW
HVTRGAVLMHKGKRIEPSWADVKKDLISYGGGWKLEGEWKEGEEVQVLAL
EPGKNPRAVQTKPGLFKTNTGTIGAVSLDFSPGTSGSPIVDKKGKVVGLY
GNGVVTRSGAYVSAIANTEKSIEDNPEIEDDIFRK
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Figure 2S. Results from the alignment performed by using the Basic Local Alignment Search Tool 
(BLAST,  https://blast.ncbi.nlm.nih.gov/Blast.cgi).

Figure 3S. Ramachandran plots for 2M9P NS2B/NS3-LQM467 after 200 ns dynamics simulations.

https://blast.ncbi.nlm.nih.gov/Blast.cgi
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Figure 4S. Ramachandran plots for 2M9P NS2B/NS3-LQM471 after 200 ns dynamics simulations.
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Figure 5S. Ramachandran plots for 2M9P NS2B/NS3-LQM472 after 200 ns dynamics simulations.



5

Figure 6S. Ramachandran plots for 2M9P NS2B/NS3-LQM474 after 200 ns dynamics simulations.
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Figure 7S. Solvent-Accessible Surface Area (SASA) plot for LQM467, 471, 472, and 474 in complex with 
2M9P NS2B/NS3 protease during 200 ns dynamics simulations. 

Figure 8S. Radius of Gyration (Rg) plot for LQM467, 471, 472, and 474 in complex with 2M9P NS2B/NS3 
protease during 200 ns dynamics simulations.
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Figure 9S. The qPCR quantification curve of ZIKV viral RNA. 

Standard curve of SYBR green-based qPCR amplification with linear regression analysis of seven serial dilutions ranging from 7.5 x 
102 to 7.5 x 108 copies per microliter using a ZIKV genome fragment. The resulting quantification of ZIKV (untreated cells) and 
LQM471 samples were interpolated using the measured Ct (cycle threshold) and copy number estimated in the qPCR reaction (n = 3 
biological replicates). LQM471 treated samples were detected with a Ct below the lowest point of the standard curve (< 7.5 x 102 
copies/μL), while the ZIKV untreated samples presented a mean value of 3.9 x 104 copies/μL in the qPCR reaction. The efficiency of 
the qPCR standard curve presented a slope of −3.4 and a coefficient of correlation of 0.987%.
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CHEMICAL CHARACTERIZATION

N

O

O

LQM448

Ethyl (E)-3-(3-chlorophenyl)-2-cyanoacrylate
Chemical Formula: C12H10ClNO2

Exact Mass: 235.67 g/mol

Cl
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N

O

O

Isopropyl (E)-3-(3-chlorophenyl)-2-cyanoacrylate
Chemical Formula: C13H12ClNO2

Exact Mass: 249.69 g/mol

LQM449Cl
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N
H

O

Cl
N

(E)-3-(3-Chlorophenyl)-2-cyano-N-phenethylacrylamide
Chemical Formula: C18H15ClN2O

Exact Mass: 310.78 g/mol

LQM450
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H
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N
Cl

(E)-3-(3-Chlorophenyl)-2-cyano-N-(3-phenylpropyl)acrylamide
Chemical Formula: C19H17ClN2O

Exact Mass: 324.81 g/mol

LQM451
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N

O

O

Ethyl 2-cyano-2-cyclopentylideneacetate
Chemical Formula: C10H13NO2

Exact Mass: 179.22 g/mol

LQM452
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N

O

O

Ethyl 2-cyano-2-cyclohexylideneacetate
Chemical Formula: C11H15NO2

Exact Mass: 193.25 g/mol

LQM453
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N

O

O

Ethyl 2-cyano-2-cycloheptylideneacetate
Chemical Formula: C12H17NO2

Exatc Mass: 207.27 g/mol

LQM454
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N

O

O

Ethyl 2-cyano-2-cyclooctylideneacetate
Chemical Formula: C13H19NO2

Exact Mass: 221.30 g/mol

LQM455
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N

N

O

LQM456

(E)-3-([1,1'-Biphenyl]-4-yl)-2-(piperidine-1-carbonyl)acrylonitrile
Chemical Formula: C21H20N2O

Exact Mass: 316.40 g/mol
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LQM457

(E)-3-([1,1'-Biphenyl]-4-yl)-2-cyano-N-(3-phenylpropyl)acrylamide
Chemical Formula: C25H22N2O

Exact Mass: 366.46 g/mol



36



37



38

Cl
N

N
H

O

(E)-N-Benzyl-2-cyano-3-(3',4'-dichloro-[1,1'-biphenyl]-4-yl)acrylamide
Chemical Formula: C23H16Cl2N2O

Exact Mass: 406.06 g/mol

Cl
LQM458
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LQM459

(E)-2-Cyano-3-(3',4'-dichloro-[1,1'-biphenyl]-4-yl)-N-phenethylacrylamide
Chemical Formula: C24H18Cl2N2O

Exact Mass: 421.32 g/mol
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LQM460

(E)-N-Benzyl-2-cyano-3-(4'-methyl-[1,1'-biphenyl]-4-yl)acrylamide
Chemical Formula: C24H20N2O

Exact Mass: 352.44 g/mol

H3C
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H3C LQM461

(E)-2-Cyano-3-(4'-methyl-[1,1'-biphenyl]-4-yl)-N-phenethylacrylamide
Chemical Formula: C25H22N2O

Exact Mass: 366.46 g/mol
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LQM462

(E)-2-Cyano-3-(4'-methyl-[1,1'-biphenyl]-4-yl)-N-(3-phenylpropyl)acrylamide
Chemical Formula: C26H24N2O

Exact Mass: 380.49 g/mol

H3C
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(E)-2-Cyano-3-(5-phenylfuran-2-yl)-N-(3-phenylpropyl)acrylamide
Chemical Formula: C23H20N2O2

Exact Mass: 356.43 g/mol

LQM463
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(E)-2-Cyano-N-(3-phenylpropyl)-3-(5-(2-(trifluoromethyl)phenyl)furan-2-yl)acrylamide
Chemical Formula: C24H19F3N2O2

Exact Mass: 424.42 g/mol

LQM464
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(E)-2-Cyano-3-(5-(3,4-dichlorophenyl)furan-2-yl)-N-(3-phenylpropyl)acrylamide
Chemical Formula: C23H18Cl2N2O2

Exact Mass: 425.31 g/mol

LQM465
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Cl

(E)-2-Cyano-3-(5-(3,4-dichlorophenyl)furan-2-yl)-N-phenethylacrylamide
Chemical Formula: C22H16Cl2N2O2

Exact Mass: 411.28 g/mol

LQM466
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Cl

(E)-N-Benzyl-2-cyano-3-(5-(3,4-dichlorophenyl)furan-2-yl)acrylamide
Chemical Formula: C21H14Cl2N2O2

Exact Mass: 397.26 g/mol

LQM467
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LQM468

(E)-2-(Pyrrolidine-1-carbonyl)-3-(5-(2-(trifluoromethyl)phenyl)furan-2-yl)acrylonitrile
Chemical Formula: C19H15F3N2O2

Exact Mass: 360.34 g/mol
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N

O

Cl
Cl LQM469

(E)-3-(5-(3,4-Dichlorophenyl)furan-2-yl)-2-(pyrrolidine-1-carbonyl)acrylonitrile
Chemical Formula: C18H14Cl2N2O2

Exact Mass: 361.22 g/mol
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Cl LQM470

(E)-3-(5-(3,4-Dichlorophenyl)furan-2-yl)-2-(piperidine-1-carbonyl)acrylonitrile
Chemical Formula: C19H16Cl2N2O2

Exact Mass: 375.25 g/mol
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Cl LQM471

S

(E)-3-(5-(3,4-Dichlorophenyl)furan-2-yl)-2-(thiomorpholine-4-carbonyl)acrylonitrile
Chemical Formula: C18H14Cl2N2O2S

Exact Mass: 393.28 g/mol
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O

(E)-3-(5-(3,4-Dichlorophenyl)furan-2-yl)-2-(morpholine-4-carbonyl)acrylonitrile
Chemical Formula: C18H14Cl2N2O3

Exact Mass: 377.22 g/mol
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N

(E)-3-(5-(3,4-Dichlorophenyl)furan-2-yl)-2-(4-phenylpiperazine-1-carbonyl)acrylonitrile
Chemical Formula: C24H19Cl2N3O2

Exact Mass: 452.34 g/mol
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N

(E)-3-(5-(3,4-dichlorophenyl)furan-2-yl)-2-(4-methylpiperazine-1-carbonyl)acrylonitrile
Chemical Formula: C19H17Cl2N3O2

Exact Mass: 389.26 g/mol
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