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"H NMR, *C NMR, HRMS and FTIR spectra of SIH1
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"H NMR, *C NMR, HRMS and FTIR spectra of STH2
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"H NMR, *C NMR, HRMS and FTIR spectra of STH3
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"H NMR, *C NMR, HRMS and FTIR spectra of STH4
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"H NMR, *C NMR, HRMS and FTIR spectra of STH5
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"H NMR, *C NMR, HRMS and FTIR spectra of STH6
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"H NMR, *C NMR, HRMS and FTIR spectra of SIH7
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"H NMR, *C NMR, HRMS and FTIR spectra of STHS8

o 2o 2 @ 2 2 @ 2 @ o o o -
4 & 6 ® R~ ® A T M N A & o o0 o 9 o o o o o g
~ o~ - - - - - - - - - - = @ ~ =} [} < m o~ - (-] i
1 1 1 L 1 1 L 1 1 1 L L L L 1 1 1 1 1 Il 1
15z— ‘w
—
=Z
@)
z ”
i [ ] 13 T
EBL Z 3
NGBW —_— \ — 60y
£6s = % = —— Bobe
LAY S O m ‘IIM 0
mmw./. gl 2! I.U wmm:_
i =h= S 'z
o
1.0 =
o\\sw mc
e
O
e — — s ooy

5C1-180222

5C

i1

12

750
700

650

o600

550

500

450

400

350
300
250
200
150
100
50

0

=50

ZEBE:
ESBE
PLBE:

9T 0f
LEDE
BS0b

66BE—

9 12T
_ua.mNﬁW
PLIET
T9°6ZT
nmém~#

PLIET—

SUEET=
Béﬂ%
EB'VET

26 96T

VHELL\.

S84k T~
BO' ST~
08" 05T="

RI'Z0T—

S(1-180222

=

170 160 150 140 130 120 110 100 90 8o 70 60 50 40 30 20 10
f1 (ppm)

180

17



7

74

305203

g

155561

10261

114305

14183

@619

User Spectra

em-l

Fragmentor Voltage

=]

Collision Energy Tonization Mode

o ESL

x10 4

1.2

1 -
0.8
0.6-
0.4-
0.2-

C19 H13 CI2 N3 O4 5: +ESI

450.9
([C19 H13 CI2

449.26239

Scan (rt: 0.120 min) Frag=90.0V Samplel.d

0761
N3 04 S]+H)+

Ll Ll 1ol lu

4485 449 4495 450 4505 451 4515 452 4525 453 4535 454 4545

Counts vs. Mass-to-Charge (m/z)

18



"H NMR, *C NMR, HRMS and FTIR spectra of STH9
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"H NMR, *C NMR, HRMS and FTIR spectra of STH11
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"H NMR, *C NMR, HRMS and FTIR spectra of STH13
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InhA optimised sequence:

ATGACAGGGCTATTAGATGGAAAAAGGATATTGGTCTCCGGTATCATCACTGACT
CTTCTATCGCATTTCACATCGCGCGCGTTGCCCAAGAGCAGGGTGCGCAACTGGT
GCTGACCGGCTTCGACCGCCTAAGACTTATCCAACGTATTACCGACCGTCTGCCG
GCTAAGGCTCCGCTGCTTGAGCTGGACGTTCAGAATGAAGAGCACCTGGCCTCCC
TGGCTGGCCGTGTGACCGAAGCGATCGGCGCGGGAAACAAACTGGACGGTGTCG
TGCACTCCATCGGCTTCATGCCGCAGACCGGTATGGGTATTAACCCGTTTTTCGA
CGCACCGTATGCCGACGTGTCGAAAGGTATTCATATTAGCGCATACAGCTATGCG
AGCATGGCGAAGGCGCTCTTGCCTATCATGAACCCGGGTGGCTCGATCGTGGGCA
TGGATTTTGATCCGAGCCGTGCAATGCCGGCGTACAACTGGATGACCGTTGCGAA
GTCTGCGTTGGAGAGCGTTAATCGTTTCGTGGCCCGTGAAGCTGGCAAATACGGC
GTTCGTAGCAATCTGGTAGCGGCAGGTCCGATCCGCACCCTGGCGATGAGCGCG
ATTGTTGGTGGCGCGTTAGGTGAAGAGGCTGGCGCTCAAATTCAGCTGCTGGAAG
AGGGTTGGGATCAGCGCGCGCCAATTGGTTGGAACATGAAAGATGCCACTCCGG
TTGCTAAGACGGTGTGCGCATTGCTGAGCGATTGGCTGCCGGCGACCACGGGTGA
TATTATCTATGCGGATGGTGGCGCGCATACCCAGCTGTTG

29



Stability studies in water and DMSO
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Molecular docking studies
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3D view of GEQ (A) and the most plausible binding mode of SIH7 (C) in the active pocket of
InhA (PDB ID:1P44). Ligands are shown as colored balls and sticks, protein backbone as white
cartoons, and amino acid residues participating in the binding of both ligands as gray sticks. 2D
depictions of enzyme-ligand interactions are provided for GEQ (B) and SIH7 (D): Hydrogen bond
acceptors-red arrows, hydrogen bond donor-green arrow, and hydrophobic interactions-yellow
spheres.

Initially, we examined the binding mode of GEQ, the co-crystallized ligand of 1P44. This inhibitor
binds to the InhA enzyme through hydrogen bonds with NAD™ and Tyr158, like most of the direct
inhibitors of InhA reported in the literature. Furthermore, two terminal aromatic rings were
responsible for forming hydrophobic contacts within the lipophilic pockets of the active site.
Subsequently, we analyzed the docking pose of SIH7 in the same binding pocket. SIH7
demonstrated a similar orientation with GEQ and formed hydrogen bond with the cofactor NAD
through the sulfonate moiety. Additionally, aromatic rings mediated hydrophobic interactions
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within the same lipophilic pockets occupied by the co-crystallized ligand. However, hydrogen bond
with Tyr158 as one of the key interactions of direct InhA inhibitors lacks for SIH7. Consequently,
although SIH7 occupies the native ligand-binding pocket with many common interactions, the
lacking hydrogen bond with Tyr158 can explain the moderate InhA inhibitory activity of SIH7.
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