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Fig. S1 — Errat plot of modelled GABARAP
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Fig. S2 — Ramachandran plot modelled GABARAP
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Fig. S3 — Bar graphs showing (A) TPSA; and (B) Number of rotatable bonds, fraction csp® of the safe and promising Zonisamide
derivatives
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Fig. S4 — (A) Total energy; (B) Potential energy; and (C) Kinetic energy plots of the complexes of Zonisamide-GABARAP (Pink), Z11-
GABARAP (Orange), Z20-GABARAP (Green) and Z19-GABARAP (Violet) in the 100 ns
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Fig. S6 — Snapshot showing the interacted residues of Zonisamide at 0, 50 and 100ns
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Table S1 — IUPAC names of the designed derivatives

Derivatives IUPAC names

Z1 (7-methylbenzo[d]isoxazol-3-yl)methanesulfonamide

72 (7-ethylbenzo[d]isoxazol-3-yl)methanesulfonamide

73 (7-isopropylbenzo[d]isoxazol-3-yl)methanesulfonamide
74 (7-(tert-butyl)benzo[d]isoxazol-3-yl)methanesulfonamide
75 (7-hydroxybenzo[d]isoxazol-3-yl)methanesulfonamide
76 (7-aminobenzo[d]isoxazol-3-yl)methanesulfonamide

z7 (6-methylbenzo[d]isoxazol-3-yl)methanesulfonamide

Z8 (6-ethylbenzo[d]isoxazol-3-yl)methanesulfonamide

79 (6-isopropylbenzo[d]isoxazol-3-yl)methanesulfonamide
710 (6-(tert-butyl)benzo[d]isoxazol-3-yl)methanesulfonamide
Z11 (6-phenylbenzo[d]isoxazol-3-yl)methanesulfonamide
Z12 (6-benzylbenzo[d]isoxazol-3-yl)methanesulfonamide

713 (6-cyclohexylbenzo[d]isoxazol-3-yl)methanesulfonamide
714 (6-hydroxybenzo[d]isoxazol-3-yl)methanesulfonamide
Z15 (6-aminobenzo[d]isoxazol-3-yl)methanesulfonamide

Z16 (5-methylbenzo[d]isoxazol-3-yl)methanesulfonamide
717 (5-ethylbenzo[d]isoxazol-3-yl)methanesulfonamide

Z18 (5-isopropylbenzo[d]isoxazol-3-yl)methanesulfonamide
Z19 (5-(tert-butyl)benzo[d]isoxazol-3-yl)methanesulfonamide
720 (5-phenylbenzo[d]isoxazol-3-yl)methanesulfonamide
721 (5-benzylbenzo[d]isoxazol-3-yl)methanesulfonamide
722 (5-cyclohexylbenzo[d]isoxazol-3-yl)methanesulfonamide
723 (5-hydroxybenzo[d]isoxazol-3-yl)methanesulfonamide
724 (5-aminobenzo[d]isoxazol-3-yl)methanesulfonamide

725 (4-methylbenzo[d]isoxazol-3-yl)methanesulfonamide
726 (4-ethylbenzo[d]isoxazol-3-yl)methanesulfonamide

727 (4-hydroxybenzo[d]isoxazol-3-yl)methanesulfonamide
728 (4-aminobenzo[d]isoxazol-3-yl)methanesulfonamide

729 1-(benzo[d]isoxazol-3-yl)ethanesulfonamide

730 1-(benzo[d]isoxazol-3-yl)propane-1-sulfonamide

731 benzo[d]isoxazol-3-yl(hydroxy)methanesulfonamide

732 amino(benzo[d]isoxazol-3-yl)methanesulfonamide
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Table S2 — Rat oral median lethal dose of the derivatives

ID of derivative

Z3
74
z7
VA
79
Z10
Z11
712
713
714
Z15
717
718
719
720
721
722
723
724
726
729

Rat LDs,
1600
1600
1829
1257
1257
1257
1257
1257
1257
1829
1257
1257
1257
1257
1257
1257
1257
1829
1257
1257
1257

Table S3 — Solubility of promising derivatives based

ID
Zonisamide
73
74
75
76
77
VA
79
Z10
Z11
Z12
Z13
714
z17
Z18
Z19
720
721
722
723
726
729

on ESOL model
Log S Solubility class (ESOL model)
-1.65 Very soluble
-2.47 Soluble
-2.88 Soluble
-1.5 Very soluble
-1.28 Very soluble
-1.94 Very soluble
2.2 Soluble
-2.47 Soluble
-2.88 Soluble
-3.16 Soluble
-3.34 Soluble
-3.55 Soluble
-1.5 Very soluble
2.2 Soluble
-2.47 Soluble
-2.88 Soluble
-3.16 Soluble
-3.34 Soluble
-3.55 Soluble
-1.5 Very soluble
2.2 Soluble
-1.96 Very soluble




