A permeability-increasing drug synergizes with bacterial efflux pump inhibitors and restores susceptibility to antibiotics in multi-drug resistant Pseudomonas aeruginosa strains
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Supplementary Table 1.- PMBN sensitizes a MexAB-OprM overexpressing P. aeruginosa strain (LC1-6), to EPIs (NMP or PAβN) and antibiotic substrates of MexAB-OprM, as determined by the checkerboard method.
(a) PAβN
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	MIC of Azithromycin ((g/mL) in the presence of the indicated amount of PMBN2
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(b) NMP

	NMP5 ((g/mL)
	 
	MIC of Azithromycin ((g/mL) in the presence of the indicated amount of PMBN
	 
	FICI
	 
	MIC of Doxycycline ((g/mL) in the presence of the indicated amount of PMBN
	 
	FICI
	 
	MIC of Levofloxacin ((g/mL) in the presence of the indicated amount of PMBN
	 
	FICI
	 
	MIC of Ceftazidime ((g/mL) in the presence of the indicated amount of PMBN
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1: MIC PAβN >512 (g/mL. 2: MIC PMBN >512 (g/mL. 3: Fractional Inhibitory Concentration Index. 4: not determined. 5: MIC NMP =64 (g/mL. Synergistic combinations are indicated in bold.
Supplementary Table 2.- PMBN sensitizes a MexAB-OprM overexpressing P. aeruginosa clinical strain (Ps4) to EPIs (NMP or PAβN) and antibiotic substrates of MexAB-OprM, as determined by the checkerboard method.

(a) PAβN

	PAβN1 ((g/mL)
	
	MIC of Azithromycin ((g/mL) in the presence of the indicated amount of PMBN2
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(b) NMP

	NMP4
(µg/mL)
	
	MIC of Azithromycin ((g/mL) in the presence of the indicated amount of PMBN2
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	MIC of Doxycycline ((g/mL) in the presence of the indicated amount of PMBN
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1: MIC PAβN >512 (g/mL. 2: MIC PMBN>512 (g/mL. 3: Fractional Inhibitory Concentration Index. 4: MIC NMP = 128 (g/mL Synergistic combinations are indicated in bold.
Supplementary Table 3.- Synergy testing conducted on Pseudomonas aeruginosa K1119 by the checkerboard method.

(a) PAβN
	PAβN1 (µg/mL)
	
	MIC of Azithromycin ((g/mL) in the presence of the indicated amount of PMBN2
	
	FICI3
	
	MIC of Doxycycline ((g/mL) in the presence of the indicated amount of PMBN
	
	FICI
	
	MIC of Piperacillin ((g/mL) in the presence of the indicated amount of PMBN
	
	FICI
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(b) NMP
	NMP4 (µg/mL)
	
	MIC of Azithromycin ((g/mL) in the presence of the indicated amount of PMBN
	
	FICI
	
	MIC of Doxycycline ((g/mL) in the presence of the indicated amount of PMBN
	
	FICI
	
	MIC of Piperacillin ((g/mL) in the presence of the indicated amount of PMBN
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1: MIC PAβN >512 (g/mL. 2: MIC PMBN >512 (g/mL. 3: Fractional Inhibitory Concentration Index. 4: MIC NMP = 64 (g/mL. Synergistic combinations are indicated in bold.
Supplementary Table 4.- Synergy testing conducted on Pseudomonas aeruginosa PAO1 by the checkerboard method.

(a) PAβN

	PAβN1 (µg/mL)
	
	MIC of Azithromycin ((g/mL) in the presence of the indicated amount of PMBN2
	
	FICI3
	
	MIC of Doxycycline ((g/mL) in the presence of the indicated amount of PMBN
	
	FICI
	
	MIC of Piperacillin ((g/mL) in the presence of the indicated amount of PMBN
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(b) NMP
	NMP4 (µg/mL)
	
	MIC of Azithromycin ((g/mL) in the presence of the indicated amount of PMBN
	
	FICI
	
	MIC of Doxycycline ((g/mL) in the presence of the indicated amount of PMBN
	
	FICI
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1: MIC PAβN >512 (g/mL. 2: MIC PMBN >512 (g/mL. 3: Fractional Inhibitory Concentration Index. 4: MIC NMP = 64 (g/mL. Synergistic combinations are indicated in bold.

Supplementary Table 5.- Solvents used for the compounds under study. 
	Antimicrobial agent
	
	Solvent

	Amoxicillin
	
	phosphate buffer pH 6.0, 0.1M

	Ampicillin sodium salt
	
	water

	Azithromycin
	
	stock solution at 100 mg/mL 95% ethanol

	Aztreonam
	
	saturated solution of sodium bicarbonate

	Ceftazidime hydrate
	
	water

	Ciprofloxacin
	
	water

	Doxycycline hyclate
	
	water

	Erithromycin
	
	50% ethanol, 50% water

	Levofloxacin
	
	water+0.1 M NaOH dropwise to dissolve

	NMP
	
	10% glacial acetic acid+ 90% water

	Ofloxacin
	
	water +0.1mol/L NaOH dropwise to dissolve

	PAβN
	
	water

	Piperacillin sodium salt
	
	water

	PMBN
	
	water

	Tetracycline
	
	water

	Ticarcillin disodium salt
	
	water


