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Figure S27. 3C NMR spectrum of 6m.
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Figure S28. 3C NMR spectrum of 6m.
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; Qualitative Compound Report
]
|
Data File| N12.d Sample Name N-12
Sample Type Sample Position P1-19
Inskﬁnw'nt Name Instrument 1 User Name
Acg Mel:;hod Acquired Time 79 08-2018 11:40:23
IRM l:alllhratiun Status DA Method Delault.m
Comment
Sample il;r:'.n.lr.v Info,
Acquisition SW 6700 series 101/6500 scries
| Version| | [ 10F B.05.01 (15125.1)
I
! !
Comp d Table
L MFG DI
| Compound Label RT Mass Formula MFG Formula (ppm) DB Formula
[ icpdsicrioizanao3| o107 356.1816 €19 124 N4 O3 C19 H24 N4 03 0.58 €19 H24 N4 03
A L -
Compound Label m/z RT Algorithm Mass
Cpd 5:€C19 H24 N4 O3 357.1916 0.102  Find by Molecular Feature 356.1846
MIE MS Spectrum
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Figure S29. ESI (HR-MS) spectrum of 6a.
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Qualitative Compound Report

Data File N5-19.d Sample Name NS-19
Sample Type Sample Position P1-AB
Instrument Name Instrument 1 User Name
Acq Method Damo JK.m Acquired Time  25-10-201B 15:03:34
IRM Calibration Status EiSS ] pA Method Default.m
Comment
Sample Group Info.
Acquisition SW 6200 series TOF/6500 series
Version Q-TOF B.05.01 (B5125.1)
Comp d Table
MFG DI
C d Label RT Mass Formula MFG Formula (ppm) DB Formula
Cpd 1: C20 H26 N4 03 0.134 370.2011 C20 H26 N4 03 €20 H26 N4 O3 -1.62 C20 H26 N4 03
(CompoundLabel  m/z ___[RT _ Agorithm  [Mass
/Cpd 1: C20H26 N4 O3 186.1078 0.134  Find by Molecular Feature |370.2011
MFE MS Spectrum
%10 4 |Cpd 1: ©20 H26 N4 O3: +ES| MFE Spectrum (0.107-0.240 min) Frag=175.0V NS-19.d
2
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15
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Figure S30. ESI (HR-MS) spectrum of 6h.

Counts vs. Mass-to-Charge (m/z)
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‘ Qualitative Compound Report

Data File NS-11.d Sample Name NS 11
Sample Type Sample Position P1-C7
Instrument Name Instrument 1 User Name
Acq Method Damo JK.m Acquired Time 23-08-201B 13:08:46
IRM Calibration Status @oges; g ’E ‘E" EE EJ DA Method Default.m
Comment
Sample Group Info.
Acquisition SW 62700 series 101/6500 serics
ve"s'on’ Q 10F B.05.01 (B85125.1)
|
|
Compound Table
! ;- MFG Diff
Compound Label RT Mass Formula MFG Formula (ppm) DB Formula l
Cpd 2: C24 H32 N2 03| 0.101 396.2415 C24 132 N2 03 24 H32 N2 03 -0.4 €24 H32 N2 03 |
Ti
a4
Comppund Label m/z RT Algorithm Mass
0.101  Find by Molecular Feature 396.2415

Cpd 2: (24 H32 N2 03 397.2489

MFE MS Spectrum

10 7 |Cpd 2: C24 1132 N2 03 +ESI MI T Spectrum (0.036-0.553 min) Frag=175.0V NS-11.d

* 397,243¢
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e |
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Figure S31. ESI (HR-MS) spectrum of 6i.
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Graph
Sample Name NS-13
Application Name Dec 2020 (Administrator)
Method Name 85-62
Configuration Name Configuration 2
Version 20
Data Instrument Name Detector
Data Channel Name 171 Channel 1
Notes
Injection Number 1
App: Dec 2020, Run: 10082021-095102 @ 10-08-2021 09:51:04, Method: S5-62, Iter: 1, Inj: 1
100.0 0.65
0.60 PR
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80.0 050
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27 8035
[+ 5 A
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o 5 0-30 ]
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%400 e
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0.00 ] #
00 -0.05 T |
0.0 21.0
Minutes
Sample Table
Injection Number Peak Name Retention Time Area (mAUmin Height Sample Name Sample Location Peak Purity Amount (mg)
(min) *100) (Absorbance)
1 1 9.632 4945,005 0.578 NS-13 Sample Zone 1->1 976.006 0

Figure S32. HPLC purity analysis of hit compound 6k.
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Figure S33: Initial Growth inhibition assay of all fourteen compounds at 1 uM and 10 uM with ART as
positive control.
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Figure S34: A) 3D modelled structure of PImX. B) Ramachandran Plot, 3D modelled structure.

Ramachandran Plot, 6k-PImX complex after MD. D) A timeline representation of the interactions and total
contacts (H-bonds, hydrophobic interactions, ionic interactions, and water bridges) obtained during the
molecular dynamics simulations. The panels show the total number of specific contacts the PImX protein

made with the 6k over the course of the simulation.
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Figure S35. Histogram (stacked bar chart) showing compound 6k-PImX forming H-bonds interactions (green color),
hydrophobic interaction (grey violet color), and water bridges (blue color) during 30 ns simulation.

Table S1. ADME profile of all the synthesized analogs (3, 6a-6m).

Molecule | #H-bond #H- TPSA | XLOGP3 | ESOL | ESOL Class Gl BBB Lipinski
acceptor | bond Log S absorptio | permeant | #violation

s donors n s

3 5 2 71.03 2 -2.86 Soluble High Yes 0

6a 6 2 87.58 0.46 -2.15 Soluble High No 0

6b 4 2 61.8 3.19 -4.36 | Moderatel High Yes 0
y soluble

6¢C 7 2 61.8 3.09 -4.12 | Moderatel High Yes 0
y soluble

6d 5 2 74.27 2.02 -3.52 Soluble High No 0

6e 4 2 61.8 2.78 -3.69 Soluble High Yes 0

of 4 2 61.8 2.2 -3.25 Soluble High Yes 0

6g 5 2 71.03 2.67 -3.64 Soluble High No 0

6h 6 2 87.58 0.86 -2.48 Soluble High No 0

6i 4 2 61.8 3.13 -3.92 Soluble High Yes 0

6j 5 2 68.28 2.2 -3.71 Soluble High No 0

6k 4 2 61.8 3.19 -4.36 | Moderatel High Yes 0
y soluble

6l 5 2 61.8 2.37 -3.44 Soluble High Yes 0

6m 7 2 61.8 3.15 -4.15 | Moderatel High Yes 0
y soluble




