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Figure S1. Excitation and emission spectra of compounds 3c, 3j, and 3u.

Shadded: Contactwith 30S rRNA

Peripheral non-modifiable region

OH 0 OH 0 0
R&
R2
NH,
R3 aH
H H
R4 RS R1
Peripheral modifiable region K R1: R-C4ring A amine-group
for optimal antibacterial activity

Green arc: performed substitutiona
major contributions to cLogD and A3

Figure S2. Structure-activity relationship of tetracyclines.




Table S1. List of tetracycline derivatives. Molecules in bold font (3¢, 3j, and 3u) were selected for
uptake assays shown in Figure 4 and/or in vitro expression assays shown in Figure 5.

Fold reduction cLogD pH

Name n MIC (pg/mL) in MIC 74
without with NV716
NV716 (10 uM)

Chlortetracycline 3a  6.25 0.7 9 -4.3
Demeclocycline 3b  6.25 0.4 16 -3.9
Doxycycline 3c 125 0.2 63 -2.7

RCT 3d 200 6.25 32 -2.8

RT 3e 400 12.5 32 -2.8

RDOX 3f 400 25 16 -2.7
7-iodo-RDOX 3g 400 6.25 64 -2.5
9-iodo-RDOX 3h 400 12.5 32 -2.8

RDMC 3i 200 6.25 32 -2.4
Col3 3j 400 3.125 128 -1.95

DDOX 3k 400 25 16 -1.8
9-(4-methoxy-phenyl)-RDOX 3l 400 6.25 64 -1.8
9-(3.4-dimethoxyphenyl)-RDOX 3m 400 6.25 64 -1.8
9-(3.4.5-tr11;{1§tgc))<xyphenyl)- 3 400 6.05 64 18
9-(2-furanyl)-RDOX 3s 400 400 1 -1.4
9-(3.4-methylenedioxyphenyl)-

RDOX 3t 400 400 1 -1.2
- 3u 400 400 1 -1.08
(Z)'9'(Z'g'ny_‘if;;?’gg‘gl)'hex'l' 3v 400 400 1 0.9
9-phenyl-RDOX 3w 400 400 1 -0.89
9-tertButyl-Dox-HCl 3x 400 400 1 -0.85
9-(2-thiophenyl)-RDOX 3y 400 400 1 -0.5
9-(2-furanyl)-RDOX 3z 400 400 1 -0.3
9-(2-naphthyl)-RDOX 3aa 400 400 1 0.2
9-(3-benzyloxyphenyl)-RDOX 3ab 400 400 1 0.5




