Table 1 Characteristics of the strains used
	
	
	MIC (mg L-1) a

	Strain
	β-lactamase
	Aztreonam
	Nacubactam
	Aztreonam-nacubactam b

	K. pneumoniae

	ATCC BAA-2473
	NDM-1
	256
	102
	1.00

	MSC 21664
	IMP-6, CTX-M-2
	25.4
	10.1
	0.0124

	MSC 21444
	OXA-48
	512
	2
	0.794


[bookmark: _Hlk90461088]a Geometric mean MIC.
b MIC of nacubactam measured with a fixed aztreonam concentration of 4 mg L-1. 
[bookmark: _Hlk90553060]


[bookmark: _Hlk90553072]Table 2 Simulation of aztreonam %fT>MICi at clinical doses for the strains used in this study.
	Strain
	
	NAC (q8h)

	
	
	0.05 g
	0.15 g
	0.5 g
	1 g
	2g

	K. pneumoniae
ATCC BAA-2473
(NDM-1)
	AZT
(q8h)
	0.5 g
	32
	54
	79
	100
	100

	
	
	1 g
	38
	59
	84
	100
	100

	
	
	2 g
	45
	64
	88
	100
	100

	K. pneumoniae
MSC 21664
(IMP-6)
	AZT
(q8h)
	0.5 g
	100
	100
	100
	100
	100

	
	
	1 g
	100
	100
	100
	100
	100

	
	
	2 g
	100
	100
	100
	100
	100

	K. pneumoniae
MSC 21444
(OXA-48)
	AZT
(q8h)
	0.5 g
	45
	67
	93
	100
	100

	
	
	1 g
	51
	71
	97
	100
	100

	
	
	2 g
	56
	74
	99
	100
	100


Color-coding: gray area (■), bacterial stasis; light orange area (■), 1 log10-kill; orange area (■), 2 log10-kill. It was color-coded based on the target value (22%, 38%, and 75%, respectively) calculated in Fig. 6.
Abbreviations: NAC, nacubactam; AZT, aztreonam.


Table 3 Simulation of nacubactam %fT>CT at clinical doses for the strains used in this study.
	Strain
	
	CT value
	NAC (q8h)

	
	
	
	0.05 g
	0.15 g
	0.5 g
	1 g
	2g

	K. pneumoniae
ATCC BAA-2473
(NDM-1)
	AZT
(q8h)
	0.5 g
	2
	3
	37
	70
	100
	100

	
	
	1 g
	1
	27
	57
	87
	100
	100

	
	
	2 g
	0.125
	97
	100
	100
	100
	100

	K. pneumoniae
MSC 21664
(IMP-6)
	AZT
(q8h)
	0.5 g
	0.125
	97
	100
	100
	100
	100

	
	
	1 g
	0.125
	97
	100
	100
	100
	100

	
	
	2 g
	0.125
	97
	100
	100
	100
	100

	K. pneumoniae
MSC 21444
(OXA-48)
	AZT
(q8h)
	0.5 g
	0.25
	97
	100
	100
	100
	100

	
	
	1 g
	0.125
	97
	100
	100
	100
	100

	
	
	2 g
	0.125
	97
	100
	100
	100
	100


[bookmark: _Hlk103681971]Color-coding: gray area (■), bacterial stasis; light orange area (■), 1 log10-kill; orange area (■), 2 log10-kill. It was color-coded based on the target value of the respective curves in Fig S3, S4 and S5.
Abbreviations: NAC, nacubactam; AZT, aztreonam.
