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Antimicrobial Activity of Ceftolozane-Tazobactam Tested against Contemporary (2015-2017) Gram-Negative

Isolates from Patients with Pneumonia in US Medical Centers

INTRODUCTION

* Ceftolozane-tazobactam (C-T) is an antibacterial combination of a novel
antipseudomonal cephalosporin and a well-established B-lactamase inhibitor

* C-T Is approved in over 50 countries, including the United States, to treat
complicated urinary tract infections, including acute pyelonephritis, and
complicated intra-abdominal infections

* A phase 3 clinical trial to assess the safety and efficacy of ceftolozane-
tazobactam for the treatment of hospital-acquired bacterial pneumonia (HABP),
including ventilator-acquired bacterial pneumonia (VABP), has recently been
completed (ClinicalTrials.gov registration no. NCT02070757)

* The Program to Assess Ceftolozane-Tazobactam Susceptibility (PACTS)
monitors gram-negative (GN) isolates resistant to C-T worldwide

* |n the current study, isolates were collected from patients hospitalized with
pneumonia (PIHP) from 2015-2017 within the United States

MATERIALS AND METHODS

* A total of 4,337 prevalence-based PIHP GN isolates were collected during 2015
to 2017 from 30 PACTS hospitals in the United States

— Isolates were tested for C-T susceptibility by CLSI broth microdilution method
In @ central monitoring laboratory (JMI Laboratories)

— Other antibiotics tested included amikacin (AMK), cefepime (FEP), ceftazidime
(CAZ), colistin (COL), levofloxacin (LEV), meropenem (MEM), and piperacillin-
tazobactam (PIP-TAZ)

* Antibiotic-resistant phenotypes analyzed (CLSI, 2018) for Escherichia coli (EC)
and Klebsiella pneumoniae (KPN) included non-carbapenem-resistant extended-
spectrum [3-lactamase (ESBL, non-CRE) and multidrug-resistant (MDR)

— MDR was defined as nonsusceptible to at least 3 of the following classes
(extended-spectrum cephalosporins, carbapenems, antipseudomonal
penicillins + 3-lactamase inhibitors, fluoroquinolones, aminoglycosides,
glycylcyclines, and polymyxins)

* Antibiotic-resistant phenotypes analyzed (CLSI, 2018) for Pseudomonas
aeruginosa (PSA) included nonsusceptible to all 3-lactam comparators tested
(BL-NS) and nonsusceptible to any individual 3-lactam comparator tested
(CAZ-NS, FEP-NS, MEM-NS, and PIP-TAZ-NS)

Figure 1 Prevalence of species among gram-negative isolates from
pneumonia in hospitalized patients
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* CLSI (2018) C-T breakpoints for Enterobacteriaceae (ENT) are <2 mg/L
susceptible (S), 4 mg/L intermediate (l), and 28 mg/L resistant (R); PSA C-T

Against ENT, C-T (90.3%S) was more active than other cephalosporins (FEP

84.9%S; CAZ 80.0%S) and PIP-TAZ (85.8%S). only MEM (95.9%S) and AMK CONCLUSIONS
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Table 3 Susceptibilities and MIC5y,99 Of ceftolozane-tazobactam and comparators tested
against main organism groups in this study
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Table 2 MIC distributions of ceftolozane-tazobactam and 4 B-lactams against
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