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L. Supplementary schemes

Scheme S1: Synthesis of 3-(tetradecylamino)propyl-vancomycin carboxamide (control
compound, 13).
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Scheme S2: Synthesis of lipophilic cationic segment (control compound, 14).
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II. Supplementary figures and Tables
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Figure S1

Antibacterial activity comparison of control compounds (13 and 14) with compound 6. (A)
Antibacterial activity of compounds 13 and 6 against VRE; vancomycin-resistant E. faecium
(B) Antibacterial activity of compounds 14 and 6 against MSSA; methicillin-sensitive S.
aureus, MRSA; methicillin-resistant S. aureus, VSE; vancomycin-sensitive E. faecium and

VRE.
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Figure S2
Antibacterial activity of compound 6 and a physical mixture of vancomycin & compound 14
(7 uM each) against vancomycin-resistant Enterococci (VRE).
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Figure S3.
Concentration dependent membrane depolarization studies of compounds 4 (A) and 6 (B)
against MRSA.
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Figure S4.
Concentration dependent membrane permeabilization studies of compounds 4 (A) and 6 (B)
against MRSA.
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Figure S5.

Percentage of intracellular potassium ion leakage caused by lipophilic cationic vancomycin
derivatives (1-7) at 10 uM against MRSA considering 100% K leakage for valinomycin (10
uM) as a positive control.
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Table S1.
Hemolysis and Cytotoxicity data of vancomycin and compounds 4 and 6.

(Toxicity, uM)
Compound Hemolvtic activaty Crtotoxienty
([[(-‘Mb} (i‘:(-‘<ll}
Vancomyem 100 100
4 100 100
6 100 100
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1. Characterization (HPLC chromatograms, NMR and Mass spectra of vancomycin and
new vancomycin analogues
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Compound 1:
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Compound 1
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Absorbance

Compound 2:
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Compound 2

¥98

6L8”
116"

66
990

<80°
682"
859"
169"

Lee

TeL”
6ES”
099"
paa"
699"
FL9"

8L9

689"

80%
828

6hc"
898"
L9
£89°

69
0Tt

886"
100°
S10”
891"
961"
EED”

Lk
1L8

689"
6L0°

L
081"
e
g9z”
[543
gee”
114
LER”
19
ehL”

L9t

5T
Lae’
(41
TeL?

Lgs

TEC”
449
cThH?

0
0

0
0

1

N OO D WD D WD N D N WD D U D D W N WD WD U T T T ST T ST ST S 6 6 ) 0 ) 0D 1 00 6 08 O 08 08 OF O 68 O 08 O rd et e et et

—— i —————semms————— S\ N N NN

S15



Compound 2:
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Absorbance

Compound 3:
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Compound 3:
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Compound 3:
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Compound 4
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Compound 4:
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Compound 5:
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Compound §:
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Compound 5:
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Compound 6:
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Compound 6:
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Compound 6

j o W.2.57.5(1,C_h111-15Re!
3
&
~
]
LI |
L o
e --—“ww-u- Ll s
= m——SSSSA ... ;
i R LENTIT] R T RRFETE) e 150 AT noL
m.z

S28



Compound 7:
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Compound 7
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Compound 7:
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Compound 13
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