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1H-NMR for 7 (DMSO-ds) & [ppml]: 1.63 (qu, J=6.67 Hz, 2H, CH2-CH.-CHa), 2.09 (s, 3H, CHs), 2.22-2.26
(t def., 10H, Pp, Pp-CH?), 3.52 (t, J=6.67 Hz, 2H, N3-CHb), 6.32(s, 1H, CH=C), 7.36 (d, J=8.72Hz, 2H, Ar-
3,5-H), 7.80 (br. s, 2H, NHb2), 8.05 (d, ]=8.72 Hz, 2H, Ar-2,6-H).



Compound 7 (HCI form)
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Compound 8 (basic form)
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1H-NMR for 8 (DMSO-ds) d [ppm]: 1.63 (t, ]=6.67 Hz, 2H, CH2-CH,-CHb), 2.10 (s, 3H, N-CHs), 2.21-2.40
(m, 8H, Pp, Pp-CHz), 3.50 (t, J=6.70 Hz, 2H, N3-CHa), 3.76 (s, 3H, OCH3), 6.33 (s, 1H, CH=C), 6.89 (d,
]=8.98, 2H, Ar-3,5-H), 7.55 (s, 2H, NH2), 7.98 (d, J=8.72 Hz, 2H, Ar-2,6-H).



Compound 8 (HCI form)
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Compound 10
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Compound 12
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Compound 13
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Compound 14

‘Compeound 14
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Compound 15
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Compound 21

(k) 1)

(wdd) 1)
e

15



Compound 23

4
e
T
o=/ 8
i :
2
S
d
W9— —_— = 001
16'9\ - )
o0e £ =
i (=]
B0 ——iee S -
8te sg < = vr's
oze ; = sz
u:tf @ I Aesz
1Y = X

” /110

UL MULJ— . /f
7:5 7?0 ' 6?5 '
f1 (ppm)

f1 (ppm)

12 11 10

13




Compound 31

lll
; pa '__" i
=

4
{
L E
F &
e
9679152/ )
VS'EISZ:/’///// [m®
2870282/ /// ol
2972282 '/ F
urezsz—//' &S
9" 9282 |
zs'osez—/ [
66796627\ e
12" 9652 P2
96" 50p2— > [
b bTIb2 N
21 3The L
[ o~
o
152868 L
1276602 L
08°96b2— +
6572082 [ o
02 vosz— / o
SL7 9152 [ ©
1672652 L
[ ©
F
I L il
K J
S1 2682 id L
0170892 PR ) i
pp99e—\ ? F
2279992 % -
2970292 ——— "
56' €292 b
S —
S
Fes
081522 -
: o

68°0222— ?

L

ppm

10

-
w

‘62

17



Compound 33
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13 C NMRs of selected compounds

Compound 12

Bl 6L
9E 6E
Y BE

o 6
oz o
o 0
{.lf'llr‘l

ELBIl—

Do €] =—

S50EN—

BH951
E::ﬁlﬂ-}

Compound 12

T

10

20

40

50

G0

70

B0

20

100

110

120

130

140

150

160

170

f1 (ppm)

21



Compound 13
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Compound 14
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Compound 15
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Compound 16
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Compound 17
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Studies in silico

Ligand interaction diagrams for poses obtained in docking; grid centering at S240.

( Charged inegative) _ Polar
 Charged (positive) & Unspecified residue
Glycine Water
_ Hydrophobic Hydration site
& Metal Hydration site (displaced)

THR
216

c
=N
™R

HIS. THR
293 165

- Distance — Salt bridge

- H-bond Solvent exposure
— Metal coordination

oo Pi-Pistacking

—e Pi-cation

GLN

THR \

165 PRO

NS R §

MET
n

o
VAL
@ 'fm ) B . =
- / 257
&
=
VAL

m

Compound 6

/ PRO
/ st
A oy &
6 o
™
e 72
o

Compound 8

\ THR
r# By

PRO VAL
85 e zse)

Compound 7

w ) Q/ .
f;:\ \ ';)

Compound 9 =

27



Compound 10

Compound 12

Compound 11

83

Compound 13

28



THR
216 — .
215

Compound 14

Compound 16

N
214

N~
\ =

™
196

K
LN S
ﬁf e DAY S

\,\/

VAL
256 oLy
257 (
RO ™"
258
ver R
an

Compound 15

™
MET 373
m

Compound 17

53

29



Ligand interaction diagrams for poses obtained in docking; grid centering at S403.
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Simulation interaction diagrams from molecular dynamic simulations; grid centering at 5240.
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Simulation interaction diagrams from molecular dynamic simulations; grid centering at S403.
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