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Figure SI1: 2D and 3D docking representations of the seven newly synthesized Oxoindole-Oxadiazole
conjugates and the previously reported one (I,) compared to the docked N3 inhibitor against its binding site inside
the COVID-19 main protease.
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Figure SI2: A) Surface of the COVID-19 main protease pocket showing the positioning and fitting of
the tested compounds, B) surface and maps of the tested compounds and the previously reported one (Ia)
compared to the docked N3 inhibitor against its binding site inside the COVID-19 main protease.
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Figure SI3: 2 D diagram (a), 3 D representation (b), and protein positioning (c and d) of the
superimposition of the co-crystallized (red) and the docked pose (green), respectively, of N3 inhibitor inside the
COVID-19 main protease binding site with RMSD of 1.46 A.
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Figure SI5: The histogram of N3 — 6L.U7 contact throughout the trajectory.
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Figure S16: The N3 — 6LU7 Interactions that occur more than 30.0% of the simulation time.
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Figure SI7: The histogram of I[Va — 6LU7 contact throughout the trajectory.
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Figure SI8: The IVa — 6LU7 Interactions that occur more than 30.0% of the simulation time.
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Figure SI9: The histogram of IVb — 6LU7 contact throughout the trajectory.
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Figure SI10: The IV, — 6LU7 Interactions that occur more than 30.0% of the simulation time.

v o1° A W P \/\i" b?’ o
S TE L L & &

N K:a

Q~/ ")/ 59/ ’\/ \)/ \)/
A SN SR ORI

e e L [ . H I _A__I___- IH.—&—.II

- |

é” KA I SR, SN 4

O/
&

0
W

s

¢

,,’Q
*’,\x\‘* Y &

[EH-bonds CIHydrophobic Mlonic Bl Water bridges]

Figure SI11: The histogram of IV, — 6LU7 contact throughout the trajectory.
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Figure SI12: The IV, — 6LU7 Interactions that occur more than 30.0% of the simulation time.

0.9

0.8

0.7

0.6

0.5

0.4

0.3

0.2

0.1

0.0

W HHH+- 1l

ﬁﬁ’mbm“'“u"’u‘i‘@@bﬁ/@@@‘@@@é’b@éé’

i ~
«Q% Q*Q- \2{9 -Ko)/ Q‘Q./(;(/ é\ ng, \), (9‘\/ -\/ <</Q~/ _{'J/ \8‘9/ \(’)/Q\él D/ Q) O/

RS & ‘?}/0\’

[I:I H-bonds EHydrophobic Il lonic Bl Water bridgesﬂ

Figure SI13: The histogram of I, — 6LU7 contact throughout the trajectory.
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Figure SI14: The I, — 6LU7 Interactions that occur more than 30.0% of the simulation time.
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