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Figure EV1. Rate of berberine uptake by K. p iae WT and

K. pneumoniae AcrBY**%t in dependence of increasing BDM91288 (5)
concentrations.

Data are a mean and SD of four independent experiments. Source data are
available online for this figure.
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Figure EV2. Structure of KpAcrB in complex with BDM91288 (5).

Enlarged view of the inhibitor binding site showing interacting residues (blue
sticks) in less or equal than 4 A distance from BDM91288 (5). The salt bridge
between the distal piperazine ring and D408 (TM helix 4), the halogen bond
between the BDM91288 (5) chlorine and the K939 (TM helix 10) main chain
carbonyl oxygen, the hydrogen bond between the L404 (TM helix 4) main chain
carbonyl oxygen and the distal piperazine ring, and the salt bridge between
D950 (TM helix 10) and the proximal piperazine ring are indicated by dashed
lines and numbers represent the distance in A.

EV2 EMBO Molecular Medicine © The Author(s)



Anais Vieira Da Cruz et al

A
100] - A -+ Whole lung
E 104
2
© 1
-# Plasma
0.1
0 5 10 15 20 25
Time (h)
B
1007 — - -+ Lung after BAL
—_ 10-
i LRREE Y
o 1 TE e ¥ -¥- ELF
14
— —a = Plasma
0.1
0 5 10 15 20 25
Time (h)

Figure EV3. Pharmacokinetic profile of a single dose BDM91288 (5)

(30 mg/kg, orally, formulated in 10% hydroxypropyl-p-cyclodextrin) in mice.

(A) Concentration of BDM91288 (5) versus time in whole lung and plasma.

Plots show the mean + SD (n = 3). (B) Concentration of BDM91288 (5) versus
time in lung after bronchoalveolar lavage (BAL), epithelial lining fluid (ELF) and
plasma. BDM91288 (5) was given in combination with a single dose levofloxacin

(10 mg/kg in water, i.p.). Plots show the mean = SD (n = 4). Source data are
available online for this figure.
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