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Figure SI1: 2D and 3D docking representations of the seven newly synthesized Oxoindole-Oxadiazole
conjugates and the previously reported one (l.) compared to the docked N3 inhibitor against its binding site inside
the COVID-19 main protease.
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Figure SI12: 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 (la) compared to
the docked N3 inhibitor against its binding site inside the COVID-19 main protease.
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Figure SI13: 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 SI6: The N3 — 6LU7 Interactions that occur more than 30.0% of the simulation time.
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Figure SI7: The histogram of 1Va — 6L U7 contact throughout the trajectory.
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Figure SI8: The IVa — 6LU7 Interactions that occur more than 30.0% of the simulation time.

0.7

0.6

0.5

0.4

0.3

0.2

0.1

0.0

S X
DR R RN D O 7 & A P / / s 7 7 #
O I A S o R RN R e S R ORAVIR o SV

N TN BN R TN T T, VRN e TR SN B S P « B PR B
'}’Lubc&u,\x,\}uh&b‘&b‘,\’b,\’b\b.\;\.\%@

[E@H-bonds CHydrophobic Elonic BWater bridges)

Figure S19: The histogram of Vb — 6L U7 contact throughout the trajectory.
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Figure SI110: The IV, — 6LU7 Interactions that occur more than 30.0% of the simulation time.
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Figure SI11: The histogram of Ve — 6LU7 contact throughout the trajectory.
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Figure SI112: The IV, —
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6L U7 Interactions that occur more than 30.0% of the simulation time.
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Figure SI113: The histogram of I, — 6LU7 contact throughout the trajectory.
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Figure SI114: The l,— 6LU7 Interactions that occur more than 30.0% of the simulation time.
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