Table S1. Summary of ligand—residue interactions for docked compounds. Residue-level interactions and bond types
observed between PLpro and the docked compounds, including hydrogen bonding, ionic, pi-H, pi-cation, and H—pi
interactions.

Compound Ligand Receptor Residue Bond Distance Energy
s Atoms Atoms s Type A) (kcal/mol)
N2 OD2 Aspl64 H-donor 3.0 -3.9
07 N GIn269 | H-acceptor 3.0 -3.5
7CMD 6-ring CB Asplo4 pi-H 3.8 -1.2
6-ring CD1 Tyr268 pi-H 4.0 -0.5
6-ring CD1 Tyr268 pi-H 3.9 -0.7
021 OD2 Aspl64 H-donor 2.9 -3.7
038 OEl GIn269 H-donor 2.9 -1.5
o10 NE Argl66 | H-acceptor 2.8 -4.2
01l6 OH Tyr273 | H-acceptor 3.0 -1.5
HY-B0964
036 CA Glyl63 | H-acceptor 32 -0.9
036 N Aspl64 | H-acceptor 3.0 -1.2
6-ring CA Pro247 pi-H 4.5 -0.6
6-ring CD1 Tyr268 pi-H 4.0 -0.7
Cl OD1 Asplo4 H-donor 3.1 -0.8
N8 0Gl1 Thr301 H-donor 2.8 -6.2
N12 OD2 Asplo4 H-donor 2.7 -21.9
N23 o Glyl163 H-donor 3.0 -1.9
024 OE2 Glul67 H-donor 2.6 -1.6
025 OEl Glul61 H-donor 2.6 -1.2
HY-N2392 038 SD Met206 H-donor 33 -2.0
022 N GIn269 | H-acceptor 2.9 -3.2
035 CD Argl66 | H-acceptor 35 -0.5
N8 ODl1 Aspl64 Ionic 2.9 -4.9
N8 OD2 Aspl6d Ionic 3.6 -1.6
N8 ODl1 Asp302 Ionic 34 -2.5
N8 OD2 Asp302 Ionic 3.6 -1.4
N12 OD2 Aspl64 Ionic 2.7 -6.6
N9 o Leul62 H-donor 2.9 -3.6
029 o Ala246 H-donor 2.9 -1.0
031 0Gl1 Thr301 H-donor 2.7 -1.8
HY-N9452 033 OD2 Asplod H-donor 2.6 -3.4
027 NH1 Argl66 | H-acceptor 32 -0.5
027 NH2 Argl66 | H-acceptor 2.9 -3.0
033 OH Tyr273 | H-acceptor 2.8 -1.0
Cl1 OD2 Aspl64 H-donor 3.1 -1.7
HY-N0482 029 0Gl1 Thr301 H-donor 3.0 -1.3
6-ring Nz Lys157 pi-cation 4.1 -0.5




6-ring CB Aspl6d pi-H 3.7 -0.7
6-ring CG GIn269 pi-H 34 -0.5
033 0Gl1 Thr301 H-donor 3.1 -1.9
Ol NE Argl66 | H-acceptor 33 -1.1
032 OH Tyr273 | H-acceptor 2.7 -0.6
HY-121144 - -
C17 6-ring Tyr264 H-pi 3.7 -0.5
6-ring CB Aspl64 pi-H 33 -0.5
6-ring CG GIn269 pi-H 3.9 -1.4




