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Figure S1. Time-kill Time-kill kinetic curves of compound 12 and ciprofloxacin. Controls were

untreated MRSA.
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Figure S2. MRSA biofilm inhibition by compound 12.
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Figure S3. Propensity of developing drug resistance of compound 12 and ciprofloxacin against

E. coli.
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tert-Butyl(S)-(2-((((9H-fluoren-9-yl)methoxy)carbonyl)amino)-6-((tert-

butoxycarbonyl)amino)hexyl) glycinate.
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Di(9H-fluoren-9-yl)(5-((2-((tert-butoxycarbonyl) amino)ethyl)carbamoyl)-1,3-

phenylene)dicarbamate.
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N,N'-(((5-((2-octanamidoethyl)carbamoyl)-1,3-phenylene)bis(azanediyl))bis(2-oxoethane-2,1-
diyl))bis(N-((S)-2,6-diaminohexyl)hexanamide) (1).
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N,N'-(((5-((2-octanamidoethyl)carbamoyl)-1,3-phenylene)bis(azanediyl))bis(2-oxoethane-2,1-
diyl))bis(N-((S)-2,6-diaminohexyl)octanamide) (2).

L 333 EEEL09Y83RaRE BRRNZIZIERR n8BR2 BRRKRYAR B5EEHEES T ANIREEIRN?
v S e LV =
’t'(
[
/ |
NH5 HoN /| H /
\
|
|
i s £ S 1! f sl JJ /
.\NHZ H;N
Y N
N TN
o © M\A
Wo o
OHNH
o NH
Compound 2
|
! i
1
] 1
il
J!‘ ik
i — ot G Sy
R 3 a8 $3 3899 8es D% o8
125 120 115 11.0 105 100 95 90 85 80 75 70 65 60 55 50 45 40 35 30 25 20 15 1.0 05 00 -05 -1.0 -1.5 -2
f1 (ppm)
051100 SRERCYE B3 Rug C zxoeecdRUnNSSUNIEIRGRY S
IEREELE B4 EEE] iz HAEPAAR AR RRRARAARANRE 22
RN W) Y Y, SN T
NH2 HaN

Compound 2 .




AU

0.204
0.15]
0.10

0.05]

0.007

LI a0 A A A A A . 0 A A A B L A UL B AL
0.00 200 4.00 6.00 8.00 10.00 12.00 14.00 16.00 18.00 20.00 22.00 24.00 26.00 28.00 30.00 32.00 34.00 36.00 38.00 40.00 42.00 44.00 46.00 48.00 50.00 52.00 54.00 56.00 58.00 60.00 62.00 64.00 66.00 68.00 70.00
Minutes

S9



N,N'-(((5-((2-octanamidoethyl)carbamoyl)-1,3-phenylene)bis(azanediyl))bis(2-oxoethane-2,1-
diyl))bis(N-((S)-2,6-diaminohexyl)-2-(naphthalen-1-yl)acetamide) (3).
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N,N'-(((5-((2-octanamidoethyl)carbamoyl)-1,3-phenylene)bis(azanediyl))bis(2-oxoethane-2,1-
diyl))bis(N-((S)-2,6-diaminohexyl)-[ 1,1'-biphenyl]-4-carboxamide) (4).
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N,N'-(((5-((2-octanamidoethyl)carbamoyl)-1,3-phenylene)bis(azanediyl))bis(2-oxoethane-2,1-

diyl))bis(4-chloro-N-((S)-2,6-diaminohexyl)benzamide) (5).
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N,N'-(((5-((2-octanamidoethyl)carbamoyl)-1,3-phenylene)bis(azanediyl))bis(2-oxoethane-2,1-

diyl))bis(3-chloro-N-((S)-2,6-diaminohexyl)benzamide) (6).
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N,N'-(((5-((2-octanamidoethyl)carbamoyl)-1,3-phenylene)bis(azanediyl))bis(2-oxoethane-2,1-
diyl))bis(2-((3S,58S,7S)-adamantan-1-yl)-N-((S)-2,6-diaminohexyl)acetamide) (7).
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N,N'-(((5-((2-decanamidoethyl)carbamoyl)-1,3-phenylene)bis(azanediyl))bis(2-oxoethane-2,1-
diyl))bis(2-((3S,58S,7S)-adamantan-1-yl)-N-((S)-2,6-diaminohexyl)acetamide) (8).
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N,N'-(((5-((2-dodecanamidoethyl)carbamoyl)-1,3-phenylene)bis(azanediyl))bis(2-oxoethane-2,1-
diyl))bis(2-((3S,58S,7S)-adamantan-1-yl)-N-((S)-2,6-diaminohexyl)acetamide) (9).
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N,N'-(((5-((2-dodecanamidoethyl)carbamoyl)-1,3-phenylene)bis(azanediyl))bis(2-oxoethane-2,1-

diyl))bis(N-((S)-2,6-diaminohexyl)octanamide) (10).
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N,N'-(5-((2-dodecanamidoethyl)carbamoyl)-1,3-phenylene)bis(2-(((S)-2,6-

diaminohexyl)amino)acetamide) (11).
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N,N'-(((5-((2-(2-((1s,3s)-adamantan- 1 -yl)acetamido)ethyl)carbamoyl)-1,3-
phenylene)bis(azanediyl))bis(2-oxoethane-2,1-diyl))bis(2-((3S,5S,7S)-adamantan-1-yl)-N-((S)-

2,6-diaminohexyl)acetamide) (12).
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N,N'-(((5-(hexylcarbamoyl)-1,3-phenylene)bis(azanediyl))bis(2-oxoethane-2,1-diyl))bis(2-
((3S,58,7S)-adamantan-1-yl)-N-((S)-2,6-diaminohexyl)acetamide) (13).
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N,N'-(((5-(octylcarbamoyl)-1,3-phenylene)bis(azanediyl))bis(2-oxoethane-2,1-diyl))bis(2-
((3S,58,7S)-adamantan-1-yl)-N-((S)-2,6-diaminohexyl)acetamide) (14).
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N,N'-(((5-(decylcarbamoyl)-1,3-phenylene)bis(azanediyl))bis(2-oxoethane-2,1-diyl))bis(2-

((3S,58,7S)-adamantan-1-yl)-N-((S)-2,6-diaminohexyl)acetamide) (15).

WMHEBR L0 o e s eI R R T ERN R BN R A NN BT AN SRS NI HE R N AR S SRS

Sogg e NG RR R R R R RN AN R R BRI ANAR R A ABER R AARSEERASRGIRRARRIRIT

-—----wwnwwwnv-r-r-hr\t-t--r--r-r-r-rLr:vvvt-wtrnr\mmmmmnn-vt-vmmNNNNwaLNNr:TNtlrtTT;;:~—: ——————————————— Soo
===l

Compound 15

Il

Al L ol i BT Ry
s RURTS 58 2 48y gz Rfgs
33 Ad38a A4 3 A48 ddé  R¥Aa

125 120 115 110 105 100 95 90 85 80 75 70 65 60 55 50 45 40 35 30 25 20 15 10 05 00 -05 -1.0 -15 -2.0

f1 (ppm)

B-BLIfd2RNESE 8% us a8 Rgpgue naen nmRes
iS5G 3o a FERYARABERARAITNIRECNARERT
EREE: EH 88 ag daggddddunr-diRigdnn 4
(W 4 I I NN N |ttt

NH; HoN
NH; HoN

Compound 15

T T T T T
140 130 120 110 100 90
f1 (ppm)

S34



AU

0.36]
0.34]
0.32]
0.30
0.28]
0.26]
0.24]
0.22]
0.20]
0.18]
0.16]
0.14]
0.12]
0.10]
0.08]
0.06]
0.04]
0.02]
0.007

12.00

1400

16,00

18100

2000

22000

26100

Minutes.

2800

3000

3200

34.00

36,00

38100

40/00

4200

4400

46100

2800 5000

S35





