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Background

v’ Stenotrophomonas maltophilia harbors L1 metallo-B-lactamase and L2 serine B-lactamase, conferring resistance to
most B-lactams.

v'  Diazabicyclooctanes (DBOs) such as nacubactam (NAC) have intrinsic antibacterial activity via penicillin-binding protein
2 (PBP2) binding, potentially enhancing B-lactam efficacy even against metallo-B-lactamase (MBL)-producing organisms.

v" The in vitro activity of aztreonam (ATM)-NAC and cefepime (FEP)-NAC against S. maltophilia has not been previously
evaluated.

Methods

v" We tested 53 blood culture isolates of S. maltophilia (2012-2024, Keio University Hospital, Tokyo) by broth microdilution
per CLSI M100 (35th ed.).

v NAC was combined with ATM or FEP at a 1:1 ratio. MIC50/MIC90 values were determined, and differences with/without
NAC were analyzed using the Wilcoxon signed-rank test after log transformation.

v" Whole-genome sequencing confirmed sequence types, clonality, and B-lactamase genes.

Results
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Conclusion
v' ATM-NAC and FEP-NAC showed substantial in vitro activity against S. maltophilia bacteremia isolates.

v’ Given the desire to preserve RESERVE agents like ATM, FEP-NAC—using a WATCH category drug—may represent a promising
alternative, warranting further pharmacokinetic, pharmacodynamic, and in vivo evaluation.



