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	CBD MIC (µg/mL)
	Strains
	Characteristics; References

	
	GRAM-POSITIVE COCCI
	

	2
	Enterococcus faecium NCTC 7171T
	Type strain

	
	Enterococcus faecium ATCC 51559
	VRE, vanA

	4
	Enterococcus faecalis ATCC 29212
	Quality control strain 

	
	Enterococcus faecalis ATCC 51299
	VRE, vanB

	
	Enterococcus casseliflavus ATCC 12361
	Susceptible strain

	
	Enterococcus gallinarum ATCC 12359
	Susceptible strain

	
	Staphylococcus aureus ATCC 29213
	Quality control strain

	
	Staphylococcus aureus subsp. aureus ATCC 43300
	MRSA, mecA

	
	Staphylococcus aureus N315
	MRSA/VSSA

	
	Staphylococcus aureus subsp. aureus ATCC 700698 [Mu3]
	MRSA, mecA; hVISA

	
	Staphylococcus aureus subsp. aureus ATCC 700699 [Mu50]
	MRSA, mecA; VISA

	
	Staphylococcus aureus subsp. aureus ATCC BAA-976
	msr(A)-mediated macrolide-only resistance

	
	Staphylococcus aureus subsp. aureus ATCC BAA-977
	inducible erm(A)-mediated resistance

	
	Staphylococcus lugdunensis ATCC 43809 T
	Type strain

	
	Staphylococcus saprophyticus subsp.saprophyticus ATCC 53050T
	Type strain

	
	Staphylococcus epidermidis ATCC 14990 T
	Type strain

	
	Micrococcus luteus CCT 2688
	Susceptible strain

	
	Rhodococcus equi ATCC 6939
	Quality control strain

	32
	Streptococcus pyogenes ATCC 12344 T
	Type strain

	
	Streptococcus pneumoniae ATCC 49619
	Quality control strain

	64
	Streptococcus agalactiae ATCC 13813 T
	Type strain

	
	MYCOBACTERIA
	

	12.5
	Mycobacterium tuberculosis H37Rv ATCC 27294 T
	Type strain

	25
	Mycobacterium tuberculosis CF86
	MDR Clinical isolate; Miyata et al, 20111 

	
	GRAM-NEGATIVE DIPLOCOCCUS (GND)
	

	64
	Moraxella catarrhalis ATCC 25238 T
	Type strain

	128 
	Neisseria meningitidis ATCC 13077 T
	Type strain

	256
	Neisseria gonorrhoeae ATCC 19424 T
	Type strain

	
	GRAM-NEGATIVE BACILLI (GNB)
	

	> 256
	Haemophilus influenzae ATCC 33391 T
	Type strain

	
	Klebsiella pneumoniae subsp. pneumoniae ATCC 13883 T
	Type strain

	
	Klebsiella pneumoniae ATCC BAA-1705 
	ST 258; CRE/CPE, KPC-2, PB-susceptible

	
	Klebsiella pneumoniae ATCC BAA-1706
	Negative control for KPC production

	
	Klebsiella pneumoniae NCTC 13443 
	CRE/CPE, NDM, PB-susceptible

	
	Klebsiella pneumoniae C9
	ST 11; ESBL, CTX-M-2; PB-resistant [ mgr]; Palmeiro et al, 20192

	
	Klebsiella pneumoniae D1
	ST 11; ESBL, CTX-M-2; Palmeiro et al, 20192

	
	Klebsiella pneumoniae RP62
	ST 11; CRE/CPE, KPC-2; Andrade et al, 20143

	
	Klebsiella pneumoniae L1 
	Clinical isolate; PB-resistant

	
	Klebsiella pneumoniae L2 
	Clinical isolate; PB-resistant

	
	Klebsiella pneumoniae L3 
	Clinical isolate; PB-resistant

	
	Klebsiella pneumoniae L5 
	Clinical isolate; PB-susceptible

	
	Klebsiella pneumoniae L8 
	Clinical isolate; PB-resistant

	
	Klebsiella pneumoniae L9 
	Clinical isolate; PB-resistant

	
	Klebsiella pneumoniae L12 
	Clinical isolate; PB-susceptible

	
	Klebsiella pneumoniae L13 
	Clinical isolate; PB-resistant

	
	Klebsiella pneumoniae L14 
	Clinical isolate; PB-resistant

	
	Klebsiella pneumoniae L15 
	Clinical isolate; PB-resistant

	
	Klebsiella pneumoniae L16 
	Clinical isolate; PB-resistant

	
	Klebsiella pneumoniae L17 
	Clinical isolate; PB-resistant

	
	Klebsiella pneumoniae L18 
	Clinical isolate; PB-resistant

	
	Klebsiella pneumoniae L19 
	Clinical isolate; PB-resistant

	
	Klebsiella pneumoniae L22 
	Clinical isolate; PB-resistant

	
	Klebsiella pneumoniae L26 
	Clinical isolate; PB-resistant

	
	Klebsiella pneumoniae L27 
	Clinical isolate; PB-resistant

	
	Klebsiella pneumoniae L28 
	Clinical isolate; PB-resistant

	
	Klebsiella pneumoniae L29 
	Clinical isolate; PB-resistant

	
	Klebsiella pneumoniae L30 
	Clinical isolate; PB-susceptible

	
	Klebsiella pneumoniae L31 
	Clinical isolate; PB-resistant

	
	Klebsiella pneumoniae L33 
	Clinical isolate; PB-resistant

	
	Klebsiella pneumoniae L34 
	Clinical isolate; PB-resistant

	
	Klebsiella quasipneumoniae subsp. similipneumoniae 
ATCC 700603 
	ESBL, SHV-18

	
	Klebsiella oxytoca CCT 0182
	Susceptible strain

	
	Klebsiella aerogenes ATCC 13048 T
	Type strain

	
	Enterobacter cloacae subsp. cloacae ATCC 13047 T
	Type strain

	
	Enterobacter cloacae subsp. cloacae ATCC 23355
	Susceptible strain

	
	Escherichia coli ATCC 25922
	Quality control strain, PB-susceptible

	
	Escherichia coli ATCC 35218
	Quality control strain

	
	Escherichia coli CTX-M-15 
	ST 131; ESBL, CTX-M-15, PB-susceptible

	
	Escherichia coli RP62T
	Transconjugant azide-resistant producing KPC, PB-susceptible; Andrade et al, 20143 

	
	Escherichia coli 72H# 
	Plasmid-mediated colistin-resistant (MCR-1); Fernandes et al, 20164 

	
	Escherichia coli NCTC 13846
	Plasmid-mediated colistin-resistant (MCR-1), Quality control strain

	
	Pantoea agglomerans ATCC 33243 T
	Type strain

	
	Cronobacter sakazakii ATCC 29544 T
	Type strain

	
	Citrobacter freundii ATCC 8090 T
	Type strain 

	
	Serratia marcescens subsp. marcescens ATCC 13880 T
	Type strain, intrinsic PB-resistant

	
	Providencia rettgeri ATCC 29944 T
	Type strain, intrinsic PB-resistant

	
	Proteus mirabilis ATCC 29906T
	Type strain, intrinsic PB-resistant

	
	Salmonella enterica subsp. enteric (serovar Enteritidis) 
ATCC 13076
	Quality control strain

	
	Shigella flexneri ATCC 12022 T
	Type strain

	
	Plesiomonas shigelloides ATCC 14029 T
	Type strain

	
	Hafnia alvei ATCC 11604
	Susceptible strain

	
	Edwardsiella tarda ATCC 15947 T
	Type strain, intrinsic PB-resistant

	
	Morganella morganii ATCC 8019
	Intrinsic PB-resistant

	
	Yersinia enterocolitica subsp. enterocolitica ATCC 9610 T
	Type strain

	
	Acinetobacter baumannii ATCC 19606 T
	Type strain, PB-susceptible

	
	Acinetobacter baumannii 136 SP
	ST 109; CRAB, OXA-23 and OXA-143; Clímaco et al, 20135, PB-susceptible

	
	Acinetobacter baumannii L7 
	Clinical isolate; PB-susceptible

	
	Acinetobacter baumannii L21 
	Clinical isolate; PB-susceptible

	
	Acinetobacter baumannii L25 
	Clinical isolate; PB-susceptible

	
	Acinetobacter baumannii L35 
	Clinical isolate; PB-susceptible

	
	Pseudomonas aeruginosa ATCC 27853
	Quality control strain, PB-susceptible

	
	Pseudomonas aeruginosa HC103 
	ST 277; SPM-1, PB-susceptible; Galetti et al, 20156

	
	Pseudomonas aeruginosa L36 
	Clinical isolate; PB-susceptible

	
	Pseudomonas aeruginosa PAO1
	PB-susceptible

	
	Pseudomonas putida ATCC 15175
	Susceptible strain

	
	Aeromonas hydrophila ATCC 7966 T
	Type strain

	
	Alcaligenes faecalis subsp. faecalis ATCC 8750 T
	Type strain

	
	Burkholderia cepacia ATCC 25416 T
	Type strain, intrinsic PB-resistant

	
	Stenotrophomonas maltophilia ATCC 13637 T
	Type strain, PB-susceptible
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Supplementary Table 1. CBD MIC results against bacterial strains studied. Antibacterial activity of CBD was investigated against a broad panel of different bacterial species, comprehending GP (13 different species; 21 strains) and GN (30 different species; 73 strains) bacteria and M. tuberculosis (2 strains), including type-strains, quality control strains, and clinical isolates (including MDR strains, international high-risk clones, and susceptible strains). GP Gram-positive, GN Gram-negative, MDR multidrug-resistant, XDR extensively drug-resistant, CBD cannabidiol, MIC minimal inhibitory concentration, NCTC National Collection of Type Cultures, ATCC American Type Culture Collection, T type strain, VRE vancomycin resistant Enterococcus, MRSA methicillin-resistant Staphylococcus aureus, VISA vancomycin intermediate resistant Staphylococcus aureus, hVISA heterogeneous vancomycin intermediate resistant Staphylococcus aureus, CCT Coleção de Culturas Tropical, Fundação Andre Tosello, Campinas – SP, Brazil, ST sequence type, CRE carbapenem-resistant Enterobacteriaceae, CPE carbapenemase-producing Enterobacteriaceae, KPC Klebsiella pneumoniae carbapenemase, NDM New Delhi metallo-beta-lactamase (carbapenemase), ESBL extended spectrum beta-lactamase, CTX-M Active on cefotaxime, first isolated at Munich, SHV Sulfhydryl reagent variable, MCR plasmid-mediated colistin resistant, CRAB carbapenem resistant Acinetobacter baumannii, OXA Oxacilinase (OXA-23 and OXA-143 are carbapenemases), SPM São Paulo Metallo-beta-lactamase (carbapenemase). PB-resistant Clinical isolates are not plasmid-mediated colistin-resistant (MCR-1). Rhodococcus equi, Haemophilus influenzae, and Acinetobacter baumannii are coccobacilli.
[image: D:\Downloads\FIG S1 (1).png]

[bookmark: _Hlk65072218]Supplementary Figure 1. CBD MIC results against S. aureus ATCC 29213 observed from broth microdilution assay using MH-F broth and using CAMHB. We observed higher CBD MIC (64 µg/mL) when the assay was performed using MH-F broth (5% lysed horse blood + 0.1% β-Nicotinamide adenine dinucleotide [β-NAD] 20 mg/mL), in comparison with standard protocol using CAMHB for S. aureus (CBD MIC = 4 µg/mL).
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Supplementary Figure 2. Representative screening assays results of antibacterial activity of the combination CBD + PB. The columns named “PB” are serial dilution of PB with no addition of CBD (PB MIC determination). The columns named “PB+CBD” are serial dilution of PB, plus a fixed concentration of CBD (256 µg/mL). The columns named “PB+CBD+PAβN” are serial dilution of PB, plus a fixed concentration of CBD (256 µg/mL) and a fixed concentration of PAβN (50 µg/mL). Finally, the columns named “PB+PAβN” are serial dilution of PB plus a fixed concentration of PAβN (50 µg/mL), with no addition of CBD. Blue wells show bacterial growth inhibition, while pink wells show bacterial growth. In each well, the numbers in italic refer to PB concentrations. Line “1 is MHB sterility control, while line “2” are bacterial growth control. Screening results of (A) PB-susceptible P. aeruginosa ATCC 27853, (B) PB-resistant K. pneumoniae L3 (left) and K. pneumoniae L8 (right), (C) K. pneumoniae L13 (left) and K. pneumoniae L14 (right), (D) K. pneumoniae L29 (left) and K. pneumoniae L18 (right), (E) PB-resistant K. pneumoniae C9, and (F) Plasmid-mediated colistin-resistant (MCR-1) E. coli 72H.


[image: ]
Supplementary Figure 3. Representative checkerboard assay results for PB-resistant K. pneumoniae L8, showing the concentrations of CBD and PB (PB minimal effective antibiotic concentration [MEAC]) required to the antibacterial activity of CBD in the combination CBD + PB. Blue wells are bacterial growth inhibition, while pink wells are bacterial growth. Serial dilution of CBD was performed horizontally (from the top to the bottom of the microplate), while serial dilution of PB was done vertically (from the left to the right of the microplate). In each well, the bold numbers of the top are referent to CBD concentrations, and the numbers in italic refer to PB concentration. Column “12” represents bacterial growth control, and the well “1H” is referent to the MHB sterility control. 




[image: ]
Supplementary Figure 4. Representative checkerboard assays results for GND showing the concentrations of CBD and PB (PB minimal effective antibiotic concentration [MEAC]) required to the antibacterial activity of CBD in the combination CBD + PB. Brown wells are bacterial growth inhibition, while red wells are bacterial growth. Serial dilution of CBD was performed horizontally (from the top to the bottom of the microplate), while serial dilution of PB was done vertically (from the left to the right of the microplate). In each well, the bold numbers of the top are referent to CBD concentrations, and the numbers in italic refer to PB concentration. Column “12” represents bacterial growth control, and the well “1H” is referent to the MHB sterility control. Checkerboard results for (A) M. catarrhalis ATCC 25238, (B) N. meningitidis ATCC 13077, and (C) N. gonorrhoeae ATCC 19424.
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