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HR1-HR2 SARS-CoV-2 fusion core
pharmacophore model
(166.149.376 compounds)

Pharmit PBVS results
(2503 compounds)

Manual filtering
(347 compounds)

Docking simulations
63 high affinity compounds

MD simulation
(15 interesting compounds)

Peptides selection
APD3 and AVPdb databases
(415 peptides)

HDOCK peptides
docking server
(174 good results)

Manual filtering
(45 peptides)

Docking simulations
(21 high affinity peptides)

MD simulation
(4 interesting peptides)

Scheme S1. Used workflow for the in-silico screening.
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Figure S1. ZINC000097961973@HR1 domain. Total energy (up-left), RMSDs of protein (up-right)
and RMSDs of ligand (down-left).
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Figure S2. ZINC000150368097@HR1 domain. Total energy (up-left), RMSDs of protein (up-right)
and RMSDs of ligand (down-left).
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Figure S3. ZINC000097996131@HR1 domain. Total energy (up-left), RMSDs of protein (up-right)
and RMSDs of ligand (down-left).

TubChem 66952178 PubChem 66982178

1550000 7

“1hss000

B 5
EE im0
S £
ig £ 0
E 5 e £g
£d 32
£ oo L
Ex . H
-
2 o
3 2
1575000
e .
o 2 s+ & s w v 1w w 1w s 5 & & &5 m v m w w
Time (ns) Timens)
PubChem-66982178
12
w0
H )
2
= "
e
52 °
&2
]
= 4
H

Time (ns)

Figure S4. PubChem-66982178@HR1 domain. Total energy (up-left), RMSDs of protein (up-right)
and RMSDs of ligand (down-left).
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Figure S5. AP00094@HR1 domain. Total energy (up-left), RMSDs of protein (up-right) and RMSDs
of ligand (down-left).
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Figure S6. AVP1227@HR1 domain. Total energy (up-left), RMSDs of protein (up-right) and RMSDs
of ligand (down-left).
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Figure S7. Sal C@HR1 domain. Total energy (up-left), RMSDs of protein (up-right) and RMSDs of
ligand (down-left).

MARINE 160925-88-2 MARINE 160925-88-2
2344000
2316000
238000

2350000

RMSD (4}

2352000

Total potential energy
Binding Energy (kjfmol)
RMSD Protein

2354000

2356000
2

2358000 f

2360000

0 2 4 B i 10 12 19 i 18 20 o 2 4 B

ime fns) Time [ns)

MARINE 160925-88-2

Time (ns)

Figure S8. Marine-160925-88-2@HR1 domain. Total energy (up-left), RMSDs of protein (up-right)
and RMSDs of ligand (down-left).
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Figure S9. Thalassiolin A@HR1 domain. Total energy (up-left), RMSDs of protein (up-right) and
RMSDs of ligand (down-left).
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Figure S10. Main interactions described in the pharmacophore model of HR1-HR2 and HR1-EK1.
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Table S1. AutodockLGA simulation results for best-scoring compounds.
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