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Figure S1. 'H NMR (500MHz in DMSO-d;) of compound (2)
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Figure S2. 'H NMR (500MHz in DMSO-d;) of compound (3)

TT P AN TV T = T
o [o)
| &
K\N N g
N
v
"
‘ : | i ‘ |
| | I
Ll —_
1‘70 1‘60 1‘50 1‘40 1‘30 1‘20 1‘10 1‘00 ;0 E;O 7‘0 éD 5‘0 ‘;0 I;D 2‘0 1‘0
f1 (ppm)
Figure $3.33C NMR (126 MHz in DMSO-dg) of compound (3)
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Figure S4. 'H NMR (500MHz in DMSO-d;) of compound (4)
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Figure S5.33C NMR (126 MHz in DMSO-d;) of compound (4)
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Figure $6. 'H NMR (500MHz in CDCl;) of compound (9)
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Figure S7. *H NMR (500MHz in CDCl;) of compound (11a)
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Figure S8 .13C NMR (126 MHz in CDCl;) of compound (11a)
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Figure S9. 'H NMR (500MHz in CDCl;) of compound (11b)
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Figure S10 .23C NMR (126 MHz in CDCl;) of compound (11b)
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Figure S11. *H NMR (500MHz in CDCl;) of compound (11c)
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Figure S12. 13C NMR (126 MHz in CDCl;) of compound (11c)
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Figure S14. 'H NMR (500MHz in CDCl;) of compound (12b)
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Figure $15. *H NMR (500MHz in CDCl;) of compound (12c)
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Figure S16. 'H NMR (500MHz in CDCl;) of compound (12d)
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Figure $18. *H NMR (500MHz in DMSO-d;) of compound (13b)

S10



3 NONIN N RN D °
] Cehindinn858 ]
b %% %@ % R
Sl Fe.o
5.5
5.0
4.5
O
NH_0
4.0
OO ™
3.0
Br
2.5
2.0
-
3
=)
; 1.5
a
1.0
1
1 ) Fo.5
i
I
A ) Loo
by g% L
3 8Rm A
- "N - -0.5
T e L e e e e T B o B B B LA I
13.5 13.0 125 12,0 115 11.0 105 10.0 9.5 9.0 8.5 8.0 7.5 7.0 6.5 6.0 5.5 5.0 4.5 4.0 3.5 3.0 2.5 2.0 1.5 1.0 0.5
1 (ppm)
Figure $19. *H NMR (500MHz DMSO-d;) of compound (13c)
Nepth_1H_Dharrgendra Singh “a Mmoo @ ©
single_pulse o Ga meR P N
| vooNe F6.5
6.0
k5.5
0 F5.0
N NH __O
Fa.5
OO F4.0
H r3.5
F3.0
F2.5
o F2.0
T ©
e
o F15
a
=
a F1.0
I
‘ A r0.5
J A A U
g Pod
3 § 7 F-0.5
T T T s B B A B B B B L B L e B
125 115 10.5 95 90 85 80 75 70 65 60 55 50 45 40 35 30 25 20 15 10 05 00
f1 (ppm)

Figure S20. *H NMR (500MHz in DMSO-d;) of compound (13d)
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Figure S21. *H NMR (500MHz in CDCl;) of compound (14a)
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Figure $23. *H NMR (500MHz in CDCl;) of compound (14b)
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Figure $25. 'H NMR (500MHz in CDCl;) of compound (14c)
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Figure S55. *H NMR (500MHz in DMSO-d;) of compound (19c)
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Figure $57. 'H NMR (500MHz in DMSO-d;) of compound (19d)
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Figure $59. 'H NMR (500MHz in DMSO-d;) of compound (19¢e)
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Figure S61. *H NMR (500MHz in DMSO-d;) of compound (20a)
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Figure S71. HMRS of compound (3) C,H,;FNgO, [M+H]*=459.2078 found 459.2086
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Figure S72. HMRS of compound (4) C,;,H,;FNsO, [M+H]*=459.2078 found 459.2086
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Figure S73. HMRS of compound (17a) C3;H35FNgOg [M+H]*=739.256 found 739.2646

TIC from D5677_Mr. Dhamendra ¢ 1, DA TOF MS (100- 1000) Spectrum from 0S-677_Mr: Ohamm.. M5 (100 1000)from 0128 min  10A Viewer for D5-677_ M. Dhammendra wif2 frample 1) Soectum from DS-677_Wr Dhamn SN (50 - 1600)from 0,268 wn
ke -%-Lhue-aanlg@EcEe

Spectrum from DS-677_Mr. Dharmendra wifi2 (sample 1) - DS-677, Experiment 10, +IDA TOF MSMS (50 - 1600) from 0.268 min

Precursor: 728.2 Da, +1, CE 400

w1+ H

9000 o *696.2141

8500 i\ 728.2403 (1)

8000 F N

7500 >
N
7000 4 )
6500 —~
o
6000 N ya
5500 #f N
N
5000 o_N_0O
4500
4000 OO
3500 cl
3000
2500

2000
*437.1994 (1)
1500 *668.2102 (1)

Intensity, cps

1000 *393.1731 (1) 729.2460 (1)

500

[ Lo il ¢J Il Ll nl
100 200 300 400 500 600 700 800 800 1000 1100 1200 1300 1400 1500
MassiCharge, Da

Figure S74. HMRS of compound (17b) C3;H3;CIFN;0¢ [M+H]*= 728.2321 found 728.2402
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Figure S75. HMRS of compound (17c) C3sH33BrFN;0 [M+H]*=772.1816 found 772.18
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Figure S76. HMRS of compound (17d) C3;H;;FN3Os [M+H]*= 709.2820 found 709.2891
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Figure S77. HMRS of compound (17e) C3;H35FN,Og [M+H]*= 694.2711 found 694.2813
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Figure $78. HMRS of compound (18a) C3¢H33FNgOg [M+H]*=725.2405 found 725.2484
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Figure S79. HMRS of compound(18b) C3sH33CIFN;05 [M+H]*= 714.2165 found 714.2201
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Figure $80. HMRS of compound(18c) C3¢H33BrFN,0, [M+H] * = 758.166 found 758.1696
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Figure S81. HMRS of compound(18d) C3sH35FNgOg [M+H] * = 695.2664 found 695.262
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Figure S82. HMRS of compound (18e) C3sH3;,FN;,O0¢ [M+H] * = 680.2555 found 680.2630
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Figure $83. HMRS of compound (19a) C35H3;FNgO; [M+H] * = 695.2300 found 695.2331
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Figure $S84. HMRS of compound (19b) C35H5,CIFN,O5 [M+H] * = 684.2059 found 684.2053

543




DA Survey from DS-670_Mr. Dha..1¢. 1, +IDA TOF MS (100- 1000)  TICfium DS-670_Mr. Dhammencra..nt 1, +IDA TOF MS (100 - 1000)  Seecinum from DS-670_Wr Dharm. M5 {100 - 1000} from 0274 min

JEA % - ]
Spectrum from DS-670_Mr. Dharmencra Singh wif2 (sample 1) - DS-670, Experiment 1, +DA TOF MS (100 - 1000) from 0.274 min

2.8e5

2.6e5

24e5

2.2e5

2.0e5

1.8e5

1.6e5

14e5

Intensity, cps

1.2e5
1.0e5
8.0ed
6.0e4
4.0e4

2,054‘

0.0e0 %

e e

*130.1585 (1)

+240.9877 (1)

*157.0347 (1)

*288.2890 (1)

du T l

Pl+§

+728 1615 (1) [730.1603 (1)

731.1635 (1)
729.1650 (1)

732.1672 (1)

7 Wi R

. y b i

L { Iy I
200

ady
400

500 600 700 900

Massi/Charge, Da

800

Figure S85. HMRS of compound (19c) C3sH3;BrFN;05 [M+H] *= 728.1554 found 728.1584
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Figure S86. HMRS of compound (19d) C3;H33FNgOs [M+H] *= 665.2558 found 665.2610
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Figure $S87. HMRS of compound (19e) C3sH3,FN,O5 [M+H] * = 650.2449 found 650.2494
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Figure S88. HMRS of compound (20a) C34H,0FNgO; [M+H] *=681.2143 found 681.2202
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Figure $89. HMRS of compound (20b) C3;H3,FN;05 [M+H] *=670.1940 found 670.1968
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Figure $S90. HMRS of compound (20c) C34H,9BrFN;O5 [M+H] *= 714.1398 found 714.1445
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Figure S91. HMRS of compound (20d) C3;H3;FNgOs [M+H] *= 651.2410 found 651.2507
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Figure $S92. HMRS of compound (20e) C34H3,FN;O5 [M+H] *=636.2292 found 636.2392



The first derivative curve of Thermal Denaturation study
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Figure S93. First derivative plot of ctDNA, ctDNA-20b (1:1), and ctDNA-20e (1:1) systems in Trizma hydrochloride
buffer solution (pH 7.4) with their melting temperature.
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Molecular dynamic analysis
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Figure S94. Molecular dynamic analysis of DNA gyrase-compound 20b complex and DNA gyrase-Ciprofloxacin
complex (A) Protein RMSD, (B) Ligand RMSD, (C) Protein RMSF Chain A (D) Protein RMSF Chain B.
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Figure S95. Molecular dynamic analysis of DNA gyrase compound 20b complex and DNA gyrase Ciprofloxacin
complex, (A) Ligand RMSF, (B) RoG, (C) Number of H-bonds, (D) SASA, (E) H-bond length distribution.
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