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Figure S1. Measured distances between the sulfur of the catalytic residue C145 and the electrophilic carbon of
compounds 4 (panel A), 5 (panel B), 6 (panel C), 7 (panel D) that can be susceptible of nucleophilic attack. The measures,
visible in magenta, were obtained using the measurement tool available in Maestro. Pictures were generated by Maestro
(Maestro, Schrodinger LLC, release 2020-3).

A /

Figure S2. Docked pose of compound 2 and compound 3 (N3) (panel A-B, respectively) into Mpo-SARS-CoV-2 (PDB ID
6Y2G). Key interacting residues from different regions are represented by sticks and labelled. H-bonds were represented
as yellow dotted lines. Pictures were generated by Maestro (Maestro, Schrodinger LLC, release 2020-3).
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Figure S3. Measured distances between the sulfur of the catalytic residue C145 and the electrophilic carbon of the
compound 2 (panel A), and compound 3 (N3) (panel B) that can be susceptible of nucleophilic attack. The measures,
visible in magenta, were obtained using the measurement tool available in Maestro. Pictures were generated by Maestro
(Maestro, Schrodinger LLC, release 2020-3).

3.6 | MPlcompound_4 4.0 4 MPPfeompound 5
324
2.8 3.0
= oy
" 24 = os
L 2.0 L
wn uy 2.0
S 16 =
o o 15
1.2
10
0.8 4
0.4 4 0.
T T T T r r ’ T T T
0 50 100 150 200 250 300 o 50 100 150 200 250 300
Residue Index Residue Index
MFjcompound & 36 MPlcompound_7
4.0 4
3.2 9
3.5
2.8
—_3 —
=T °=T, 2.4
— —
25
[V L 2.0
n [%2]
= 2 e
o o1s =4 12 4
Lo 0.5 1
0.5 0.4 4
0 50 100 150 200 250 300 0 50 100 150 200 250 300
Residue Index Residue Index

Figure S4. RMSF calculation for each complex, selected by docking studies, after 100 ns of MD simulation. Pictures were
generated by Maestro (Maestro, Schrodinger LLC, release 2020-3).

S3



Computation 2022

4 of 8

A B .-

- Ly
HIS. .
164 143,

0 >

f H

! N\)L '
| - N
y E e ey ) i

\ Ol /\ N S ”~ o
o g | r T -

(‘l: @ p s:n L\

- L
“as 143
v \
[
("' X PHE
?33' HIS ue 1
163 ™
HIS
164
« Charged (negative) Hydrophobic Water
Glycine ) Polar Solvent exposure
L
C i D B:
G
A A A 192
Gl HIS. GLY
& 19 164 1434 ; o
& \ © -
182 % J 1\ 0 -
] THR
' % P ' = 0 28
v S o o | | 9
‘ \\ 0, HO
\ i . N
H = H x it
H c £ 0 N 143
3, HN
W, e, . ¥
ad HN o, )
189 ("\ - LY | :
MET \ ; 0 J 29
. “ @& \ i ;@
o H e \ £ un .
" o s "5
PHE \ 144
A: . \
HIS LY #
L

Figure S5. Dynamic ligand-interaction diagram regarding compounds 4 (panel A), 5 (panel B), 6 (panel C), and 7 (p

anel

D) calculated through 100 ns of MD simulation. Dynamic ligand-interaction diagrams were obtained from Maestro.

Pictures were generated by simulation interaction diagram available in Desmond via Maestro (Maestro, Schrodinger

LLC, release 2020-3).
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Figure S6. Monitored distances between the sulfur of the catalytic residue C145 and the electrophilic carbon of com-
pounds 4 (panel A), 5 (panel B), 6 (panel C), 7 (panel D) that can be susceptible of nucleophilic attack. The measures
were obtained using the measurement tool available in simulation event analysis, which was employed for analyzing

MD trajectories. Pictures were generated by Maestro (Maestro, Schrodinger LLC, release 2020-3).
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Figure S7. RMSD calculation for each complex investigated in this study: protein (blue line) and ligand (red line); RMSF
calculation for each complex, selected by docking studies, after 100 ns of MD simulation (panel A, compound 2; panel

B, compound 3 (N3)). Pictures were generated by Maestro (Maestro, Schrodinger LLC, release 2020-3).
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Figure S8. Compound 2 (panel A) and compound 3 (N3) (panel B) monitored during the simulation. The contacts can

be grouped by type and summarized, as shown in the plots. Grouping protein-ligand interactions into four types: H-

bonds (green), hydrophobic (grey), ionic (magenta), and water bridges (blue). In the second graph of the picture is

reported a timeline representation of the contacts. Some residues make more than one specific contact with the ligand,

which is represented by a darker shade of orange. Pictures were generated by the simulation interaction diagram avail-
able in Desmond via Maestro (Maestro, Schrodinger LLC, release 2020-3).
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Figure S9. Monitored distances between the sulfur of the catalytic residue C145 and the electrophilic carbon of the

compound 2 (panel A) and compound 3 (N3) (panel B), that can be susceptible of nucleophilic attack. The measures

were obtained using the measurement tool available in simulation event analysis, which was employed for analyzing

MD trajectories. Pictures were generated by Maestro (Maestro, Schrodinger LLC, release 2020-3).
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Figure §10. Output regarding the covalent docking investigation considering compound 2 (panel A) and compound 3
(N3) (panel B). Key interacting residues from different regions are represented by sticks and labelled. H-bonds were

represented as yellow dotted lines. Pictures were generated by Maestro (Maestro, Schrodinger LLC, release 2020-3).
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