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Table S1. Molecular modeling results

Comparative presentation of in vitro & in silico results of compounds versus HCV NS5A protein genotype 1b

a/a Compound NS5A ECs (nM)  OE (docking score/Order) PyRx (docking score/Order)
1 la 166.40 / 15 -3.24/8 -8.30/5
2 2a 399.90 /18 -4.69 /2 -7.90/8
3 3a 158.80 / 14 -2.67 /15 -7.90/8
4 4a 901.80 /20 -1.56 /18 -7.90/8
5 5a 113.70 /13 -3.71/7 -7.90/8
6 6a 96.69 / 11 -2.72 /14 -7.70/10
7 7a 97.89/12 -4.04 /4 -8.20/6
8 8a 85.41/9 -1.73 /17 -7.80/9
9 9a 62.04/5 -3.22/9 -9.40/1
10 10a 0.1001 /2 -4.04/4 -8.80/2
11 1b 89.80/10 -2.96 /10 -7.90/8
12 2b 402.90 /19 -4.03/5 -7.70/10
13 3b 336.20 /17 -2.76 /13 -8.00/7
14 4b >1000 /21 -1.10/20 -7.60/11
15 5b 16.12/3 -291/11 -7.60/11
16 6b 66.11/6 -3.81/6 -7.80/9
17 7b 58.85/4 -2.49/16 -7.90/8
18 8b 775217 -4.61/3 -7.20/12
19 9b 184.30 /16 -1.40/19 -8.20/6
20 10b 84.69 /8 -2.81/12 -8.40/4
21  Daclatasvir 0.0270 /1 -5.89/1 -8.70/3
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Table S2a. Predicted drug-likeness properties

Compounds drug-likeness properties predicted with FAF4 online server [1]

(5] o] 5] 5] 5] 5] ] [s] o] g
- (oV] o - n ] D~ oo} (=)} i
el e’ e e et g el et g et
=1 =1 =1 =1 =1 =1 =1 =1 =1 =1
=1 =] =] =] =] =] =1 =] =] =]
1) 1) 1) 1) 1) 1) 1) 1) 1) 1)
o o o o o o o o o o
g g g g g g £ g g g
) ) ) ) ) ) ) ) ) )
@] @) @) @) @) @) @] @) @) @)
MW (<500Da) 814.97 814.97 843.02 899.13 843.02 843.02 871.08 871.08 883.0 883.0
logP (<5) 5.75 5.75 6.48 8.25 6.46 6.46 7.19 7.19 6.01 6.01
logD 5.27 5.27 5.99 7.92 6.01 6.01 6.72 6.72 6.23 6.23
logSw -7.73 -7.73 -8.23 -9.42 -8.22 -8.22 -8.71 -8.71 -8.39 -8.39
tPSA (<140A2) 174.64 174.64 174.64 17464 17464 174.64 174.64 174.64 17464 174.64
Fsp? (0-1) 0.43 0.43 0.46 0.50 0.46 0.46 0.48 0.48 0.27 0.27
HBD (<5) 4 4 4 4 4 4 4 4 4 4
HBA (<10) 14 14 14 14 14 14 14 14 14 14
Rotatable
14 14 16 20 16 16 18 18 14 14
Bonds (<10)
Rigid Bonds 42 42 42 42 42 42 42 42 54 54
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Table S2b. Predicted drug-likeness properties

Compounds drug-likeness properties predicted with FAF4 online server [1]
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MW (<500Da) 814.97 814.97 843.02 899.13 843.02 843.02 871.08 871.08 883.0 883.0 738.87
logP (<5) 5.75 5.75 6.48 8.25 6.46 6.46 7.19 7.19 6.01 6.01 5.09
logD 5.27 5.27 5.99 7.92 6.01 6.01 6.72 6.72 6.23 6.23 4.16
logSw -7.73 -7.73 -8.23 -9.42 -8.22 -8.22 -8.71 -8.71 -8.39 -8.39 -6.93
tPSA (<140A2) 174.64 174.64 17464 17464 17464 174.64 174.64 174.64 174.64 174.64 174.64
Fsp? (0-1) 0.43 0.43 0.46 0.50 0.46 0.46 0.48 0.48 0.27 0.27 0.45
HBD (<5) 4 4 4 4 4 4 4 4 4 4 4
HBA (<10) 14 14 14 14 14 14 14 14 14 14 14
Rotatable

14 14 16 20 16 16 18 18 14 14 13
Bonds (<10)
Rigid Bonds 42 42 42 42 42 42 42 42 54 54 40
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Compound 1a docking solutions

Compound
1a

Figure S1. A) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 1a
(binding mode with the best score) obtained from the software OpenEye as yellow sticks and zinc metal shown as faded balls inside the
surface, B) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 1a (binding
mode with the best score) obtained from the software PyRx as gray sticks and zinc metal shown as faded balls inside the surface.
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Compound 2a docking solutions

Compound
2a

Figure S2. A) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 2a
(binding mode with the best score) obtained from the software OpenEye as yellow sticks and zinc metal shown as faded balls inside the
surface, B) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 2a (binding
mode with the best score) obtained from the software PyRx as gray sticks and zinc metal shown as faded balls inside the surface.
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Compound 3a docking solutions

Compound

~
32
|

Figure S3. A) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 3a
(binding mode with the best score) obtained from the software OpenEye as yellow sticks and zinc metal shown as faded balls inside the
surface, B) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 3a (binding
mode with the best score) obtained from the software PyRx as gray sticks and zinc metal shown as faded balls inside the surface.
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Compound 4a docking solutions

Compound
42

LS

Figure S4. A) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 4a
(binding mode with the best score) obtained from the software OpenEye as yellow sticks and zinc metal shown as faded balls inside the
surface, B) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 4a (binding
mode with the best score) obtained from the software PyRx as gray sticks and zinc metal shown as faded balls inside the surface.
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Compound 5a docking solutions

Compound

a

&)

Figure S5. A) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 5a
(binding mode with the best score) obtained from the software OpenEye as yellow sticks and zinc metal shown as faded balls inside the
surface, B) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 5a (binding
mode with the best score) obtained from the software PyRx as gray sticks and zinc metal shown as faded balls inside the surface.
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Compound 6a docking solutions

Compound
ba

Figure S6. A) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 6a
(binding mode with the best score) obtained from the software OpenEye as yellow sticks and zinc metal shown as faded balls inside the
surface, B) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 6a (binding
mode with the best score) obtained from the software PyRx as gray sticks and zinc metal shown as faded balls inside the surface.
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Compound 7a docking solutions

Compound
7a

Figure S7. A) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 7a
(binding mode with the best score) obtained from the software OpenEye as yellow sticks and zinc metal shown as faded balls inside the
surface, B) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 7a (binding
mode with the best score) obtained from the software PyRx as gray sticks and zinc metal shown as faded balls inside the surface.
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Compound 8a docking solutions

Compound
da

Figure S8. A) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 8a
(binding mode with the best score) obtained from the software OpenEye as yellow sticks and zinc metal shown as faded balls inside the
surface, B) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 8a (binding
mode with the best score) binding mode obtained from the software PyRx as gray sticks and zinc metal shown as faded balls inside the

surface.
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Compound 9a docking solutions

Compound
9a

Figure S9. A) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 9a
(binding mode with the best score) obtained from the software OpenEye as yellow sticks and zinc metal shown as faded balls inside the
surface, B) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 9a (binding
mode with the best score) obtained from the software PyRx as gray sticks and zinc metal shown as faded balls inside the surface.
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Compound 1b docking solutions

Compound

a1
|D

Figure S10. A) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 1b
(binding mode with the best score) obtained from the software OpenEye as yellow sticks and zinc metal shown as faded balls inside the
surface, B) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 1b (binding
mode with the best score) obtained from the software PyRx as gray sticks and zinc metal shown as faded balls inside the surface.
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Compound 2b docking solutions

Compound

2b

Figure S11. A) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 2b
(binding mode with the best score) obtained from the software OpenEye as yellow sticks and zinc metal shown as faded balls inside the
surface, B) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 2b (binding
mode with the best score) obtained from the software PyRx as gray sticks and zinc metal shown as faded balls inside the surface.
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Compound 3b docking solutions

Compound

‘

b

kn >

Figure S12. A) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 3b
(binding mode with the best score) obtained from the software OpenEye as yellow sticks and zinc metal shown as faded balls inside the
surface, B) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 3b (binding
mode with the best score) obtained from the software PyRx as gray sticks and zinc metal shown as faded balls inside the surface.
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Compound 4b docking solutions

Compound
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Figure S13. A) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 4b
(binding mode with the best score) obtained from the software OpenEye as yellow sticks and zinc metal shown as faded balls inside the
surface, B) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 4b (binding
mode with the best score) obtained from the software PyRx as gray sticks and zinc metal shown as faded balls inside the surface.
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Compound 5b docking solutions

Compound

b

1

Figure S14. A) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 5b
(binding mode with the best score) obtained from the software OpenEye as yellow sticks and zinc metal shown as faded balls inside the
surface, B) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 5b (binding
mode with the best score) obtained from the software PyRx as gray sticks and zinc metal shown as faded balls inside the surface.
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Compound 6b docking solutions

Compound

b

(&)

Figure S15. A) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 6b
(binding mode with the best score) obtained from the software OpenEye as yellow sticks and zinc metal shown as faded balls inside the
surface, B) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 6b (binding
mode with the best score) obtained from the software PyRx as gray sticks and zinc metal shown as faded balls inside the surface.
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Compound 7b docking solutions

Compound

7b

Figure S16. A) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 7b
(binding mode with the best score) obtained from the software OpenEye as yellow sticks and zinc metal shown as faded balls inside the
surface, B) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 7b (binding
mode with the best score) obtained from the software PyRx as gray sticks and zinc metal shown as faded balls inside the surface.
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Compound 8b docking solutions

Compound

3

|
o

Q

Figure S17. A) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 8b
(binding mode with the best score) obtained from the software OpenEye as yellow sticks and zinc metal shown as faded balls inside the
surface, B) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 8b (binding
mode with the best score) obtained from the software PyRx as gray sticks and zinc metal shown as faded balls inside the surface.
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Compound 9b docking solutions

Compound

9b

Figure S18. A) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 9b
(binding mode with the best score) obtained from the software OpenEye as yellow sticks and zinc metal shown as faded balls inside the
surface, B) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 9b (binding
mode with the best score) obtained from the software PyRx as gray sticks and zinc metal shown as faded balls inside the surface.
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Compound 10b docking solutions

Compound

10b

Figure S19. A) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 10b
(binding mode with the best score) obtained from the software OpenEye as yellow sticks and zinc metal shown as faded balls inside the
surface, B) Purple and violet surface representation of the HCV GT 1b subunit A & subunit B respectively with the presence of 10b
(binding mode with the best score) obtained from the software PyRx as gray sticks and zinc metal shown as faded balls inside the surface.
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OpenEye software collective docking solutions overlay
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Figure S20. OpenEye software spatial distribution overlay representation of the solutions for compounds 1a-10a & 1b-

10b in yellow colored sticks at the absence of the protein.
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PyRx software collective docking solutions overlay

Figure S21. PyRx software spatial distribution overlay representation of the solutions for compounds 1a-10a & 1b-10b in

gray colored sticks at the absence of the protein.
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HRMS and NMR spectra

HRMS
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HRMS
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HRMS

Relative Abundance
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LC-MS
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