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Materials and Methods
Bacterial organisms

•	 This study comprised a collection of 1,614 Enterobacterales 
collected from various clinical specimens from patients hospitalized 
in 30 medical centers in 9 US Census Divisions during 2021. Only 
consecutive isolates (1 per patient infection episode) responsible for 
documented infections according to local criteria were included.

•	 Bacterial identification was confirmed by standard algorithms supported 
by matrix-assisted laser desorption ionization-time of flight mass 
spectrometry (Bruker Daltonics, Bremen, Germany).

Susceptibility testing

•	 Isolates were tested for susceptibility by broth microdilution following the 
Clinical and Laboratory Standards Institute (CLSI) M07 (2018) guidelines. 

•	 Frozen-form broth microdilution panels were manufactured by JMI 
Laboratories (North Liberty, IA, USA) and contained cation-adjusted 
Mueller-Hinton broth as per the CLSI guidelines.

•	 Quality assurance was performed by sterility checks, colony counts, 
and testing CLSI–recommended quality control reference strains. MIC 
interpretations were performed using CLSI breakpoints for comparators. 
A susceptible breakpoint of ≤2 mg/L was used for SPR206 for 
comparison purposes. 

Subset definitions

•	 ESBL producers were presumptively defined as Escherichia coli, 
Klebsiella pneumoniae, and Proteus mirabilis with ceftriaxone, 
ceftazidime, or aztreonam MICs ≥2 mg/L. 

•	 MDR was defined as any isolate resistant to ≥3 classes of antibiotics, 
whereas an extensively drug-resistant phenotype as defined as any 
isolate susceptible to ≤2 classes of antibiotics. 

•	 CRE was defined as any Enterobacterales displaying MIC values 
≥2 mg/L (CLSI) for imipenem (P. mirabilis, P. penneri, and indole-positive 
Proteeae were excluded) or meropenem.

•	 The CRE definition was also used to define isolates as not susceptible 
to carbapenems (CLSI). 
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Conclusions
•	 SPR206 was consistently more potent than its in-class comparator 

colistin against these pathogens and their resistance subsets causing 
infections in US hospitals. 

–	 SPR206 remained in vitro active against all resistant subsets, 


