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Antimicrobial Activity of Aztreonam-
avibactam, Ceftazidime-avibactam,
and Meropenem-vaborbactam against

Enterobacterales causing Bloodstream
Infection in US Medical Centers (2020-2022)

INTRODUCTION

 As the frequency of Enterobacterales producing metallo-3-lactamase (MBL) and/or OXA-48 is increasing in some US medical centers,
effective antimicrobials to treat the infections caused by these organisms are urgently needed.

METHODS

- 4,802 Enterobacterales were consecutively collected (1/patient) from 72 US medical centers in 2020-2022 and susceptibility tested by CLSI
broth microdilution method.

- ATM-AVI was tested with AVI at a fixed 4 mg/L.
« A pharmacokinetic/pharmacodynamic susceptible breakpoint of <8 mg/L was applied to ATM-AVI for comparison.

« Aztreonam-avibactam (ATM-AVI) is under clinical development for treatment of infections caused by Gram-negative bacteria, including MBL
producers.

- We evaluated the activities of ATM-AVI, ceftazidime-avibactam (CAZ-AVI), meropenem-vaborbactam (MEM-VAB), and comparators against

_ _ _ , _ - Carbapenem-resistant Enterobacterales (CRE) isolates were screened for carbapenemase (CPE) by whole genome sequencing.
Enterobacterales isolated from patients with bloodstream infections (BSIs).

Figure 1. ATM-AVI MIC distributions for Enterobacterales and CRE isolates RESULTS

Helio S. Sader, Cecilia Carvalhaes, John H. Kimbrough, Rodrigo E. Mendes, Mariana Castanheira %0 - ATM-AVI was highly active against Enterobacterales (Figure 1); only 2 isolates showed ATM-AVI MICs >8 mg/L: 1 E. coli (meropenem-
JMI Laboratories, North Liberty, lowa, USA susceptible) and 1 K. aerogenes (CRE).
50 B Enterobacterales (4,802) I CRE (49) . All CPE producers and 98.0% of CREs were inhibited at an ATM-AVI MIC of <8 mg/L (Figures 1 and 2).
« CAZ-AVI and MEM-VAB were active against 81.6% and 65.3% of CREs, respectively (Table 1 and Figure 2).
40  Ceftolozane-tazobactam (TOL-TAZ) was active against only 72.6% of ceftriaxone (CRO)-nonsusceptible (NS) isolates (Table 1).
o - ATM-AVI retained activity (MIC, <8 mg/L) against all MEM-VAB-NS and 90.0% of CAZ-AVI-NS isolates (Figure 2).
% 30 « The most common CPEs were KPC-2/3 (57.1% of CREs), OXA-48-like (16.3%), and NDM (14.3%; Figure 3).
C O N C L U S I 0 N S = » A CPE gene was not observed in 12.3% of CREs (Figure 3).
20 « CAZ-AVI and MEM-VAB were active against 100.0% of KPC producers, but CAZ-AVI showed limited activity against MBL producers and
MEM-VAB showed limited activity against OXA-48—like and MBL producers (Figure 4).
ATM-AVI demonstrated potent activity against a large collection of Enterobacterales "’ Figure 4. Aztreonam-avibactam (ATM-AVI), ceftazidime-avibactam (CAZ-AVI), and
isolated from patients with BS| in l_JS hc?spitals, irlmlu.ding CREs and isolates resistant O e P s = - . meropenem-vaborbactam (MEM-VAB) against CRE isolates stratified by carbapenemase (CPE) type
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Figure 2. Aztreonam-avibactam (ATM-AVI), ceftazidime-avibactam (CAZ-AVI), and 50
meropenem-vaborbactam (MEM-VAB) against Enterobacterales and selected resistant subsets 70

ATM-AVI may represent valuable treatment options for infections caused by
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a % inhibited at <8 mg/L.

b All Enterobacterales species were included in the analysis, but CLSI excludes Morganella, Proteus, and Providencia species.




