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F2 - Acquisition Parameters ()
Date_ 20201125
Time 18.11 H
INSTRUM spect
PROBHD 5 mm PABBO BB/ N
PULPROG zgpg30
TD 65536
SOLVENT DMSO
NS 1500 C) r{
DS 4
SwH 24038.461 Hz OC 3
FIDRES 0.366798 Hz
AQ 1.3631488 sec
RG 202.37
DW 20.800 usec
DE 6.50 usec
TE 298.1 K
D1 2.00000000 sec
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TDO 1
======== CHANNEL fl ========
SFO1 100.6379178 MHz
NUC1 13C
Pl 10.00 usec
PLW1 45.00000000 w
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SFO2 400.1916008 MHz
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Mutation at four sites

(GIn270 to Tyr270, Asp165 to Phel65, Pro249 to Glu249, and Tyr269 to Arg269)

A

GLU
A:168

SI 1: A) 3D binding mode of compound 9a into mutant PLpro active site. B) 2D binding
mode of compound 9a into mutant PLpro active site (hydrogen bonds = green dashed lines,
electrostatic interactions = orange dashed lines, pi-pi interactions = deep pink dashed lines,
and pi-alkyl interactions = light pink dashed lines).



SlI 2: A) 3D binding mode of compound 10a into mutant PLpro active site. B) 2D binding
mode of compound 10a into mutant PLpro active site (hydrogen bonds = green dashed
lines, electrostatic interactions = orange dashed lines, pi-pi interactions = deep pink dashed
lines, and pi-alkyl interactions = light pink dashed lines).



PRO
A:248

ARG ~
269
A:165

SI 3: A) 3D binding mode of compound 10p into mutant PLpro active site. B) 2D binding
mode of compound 10» into mutant PLpro active site (hydrogen bonds = green dashed

lines, electrostatic interactions = orange dashed lines, pi-pi interactions = deep pink dashed
lines, and pi-alkyl interactions = light pink dashed lines).



Mutation at two sites

(GIn270 to Tyr270 & Pro249 to Glu249)

Sl 4: A) 3D binding mode of compound 8 into mutant PLpro active site. B) 2D binding
mode of compound 8y into mutant PLpro active site (hydrogen bonds = green dashed lines,
electrostatic interactions = orange dashed lines, pi-pi interactions = deep pink dashed lines,
and pi-alkyl interactions = light pink dashed lines).



s N \
CA:269 @
TYR :

A:265

SI 5: A) 3D binding mode of compound 9a into mutant PLpro active site. B) 2D binding
mode of compound 9a into mutant PLpro active site (hydrogen bonds = green dashed lines,
electrostatic interactions = orange dashed lines, pi-pi interactions = deep pink dashed lines,
and pi-alkyl interactions = light pink dashed lines).



GLN
A:115

HIS
A:54

PHE
A:73

LEU
A:201

Docking against adenovirus

HIS TRP
A:200 A:55 SER
A:3 SER
o A:4
(MET,
ALA GLY @W ( Y

A:120 A2 - Qs

VAL
TYR A:53
A:84

S16: A) 3D binding mode of compound 8¢ into adenovirus active site. B) 2D binding mode

of compound 8¢ into adenovirus active site (hydrogen bonds = green dashed lines,

electrostatic interactions = orange dashed lines, pi-pi interactions = deep pink dashed lines,

and pi-alkyl interactions = light pink dashed lines).
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SER GLU
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A:55

SI1 7: A) 3D binding mode of compound 10p into adenovirus active site. B) 2D binding
mode of compound 10y into adenovirus active site (hydrogen bonds = green dashed lines,
electrostatic interactions = orange dashed lines, pi-pi interactions = deep pink dashed lines,

and pi-alkyl interactions = light pink dashed lines).



Docking against HSV-1

al1611

B:1616

VAL

B:1611
SI 8: A) 3D binding mode of compound 84 into HSV-1 active site. B) 2D binding mode
of compound 84 into HSV-1 active site (hydrogen bonds = green dashed lines, electrostatic
interactions = orange dashed lines, pi-pi interactions = deep pink dashed lines, and pi-alkyl
interactions = light pink dashed lines).
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B:1616 B:1612
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B:1619

S19: A) 3D binding mode of compound 9a into HSV-1 active site. B) 2D binding mode of
compound 9a into HSV-1 active site (hydrogen bonds = green dashed lines, electrostatic
interactions = orange dashed lines, pi-pi interactions = deep pink dashed lines, and pi-alkyl
interactions = light pink dashed lines).



Docking against coxsackie virus

Glu133

Thr68
GLY
B A:135
THR
A:68

GLU ALA
A:165 MET A:163
A:164

S1 10: A) 3D binding mode of compound 8¢ into coxsacivirus active site. B) 2D binding
mode of compound 8¢ into coxsacivirus active site (hydrogen bonds = green dashed lines,
electrostatic interactions = orange dashed lines, pi-pi interactions = deep pink dashed lines,
and pi-alkyl interactions = light pink dashed lines).
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S1 11: A) 3D binding mode of compound 10a into coxsacivirus active site. B) 2D binding
mode of compound 10a into coxsacivirus active site (hydrogen bonds = green dashed lines,
electrostatic interactions = orange dashed lines, pi-pi interactions = deep pink dashed lines,
and pi-alkyl interactions = light pink dashed lines).



