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As demonstrated by these results, meropenem-vaborbactam has potent activity against
Enterobacterales isolates carrying bla,.. regardless of the infection source

— Comparator agent activity varied some according to the infection sources

In recent clinical experiences, meropenem-vaborbactam has demonstrated good
pharmacodynamics and a safety profile recognized for other B-lactam agents

— These characteristics are not observed in some comparators active against
KPC-producers
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Carbapenem-resistant Enterobacterales (CRE) isolates are a growing issue worldwide

Among carbapenemases detected in Enterobacterales species, Klebsiella pneumoniae
carbapenemases (KPCs) have the most extensive global distribution

KPC isolates are usually K. pneumoniae that are multidrug resistant and have limited
options available for treatment

Among the treatment options for KPC-producing isolates, colistin and tigecycline are
widely used

— Both compounds have limitations regarding toxicity or low plasma concentrations that

may concern some about their use

— Resistance to colistin and less often to tigecycline have been reported among KPC-
producing K. pneumoniae

Vaborbactam is a cyclic boronic acid B-lactamase inhibitor that has activity against
Ambler class A, including KPC, and C enzymes

— Vaborbactam has been combined with meropenem and enhances the activity of this
carbapenem against KPC-producing isolates when compared to meropenem tested
alone

Meropenem-vaborbactam has been approved by the European Medicines Agency (EMA)
for the treatment of complicated infections of the urinary tract, complicated abdominal

infections, and hospital-acquired pneumonia, including ventilator-associated pneumonia
and bacteremia

We evaluated the activity of meropenem-vaborbactam and single-agent comparators
against 246 KPC-producing Enterobacterales isolates collected in European hospitals
from 2016-2018

Materials and Methods

 Atotal of 17,248 Enterobacterales clinical isolates, limited to 1 per patient episode and
identified as causative of infection, were included in the study

Among 246 isolates carrying bla,.., 187 isolates harboured bla,..,, 98 carried bla,q .,
and 1 isolate harboured bla,q. ,,

Klebsiella pneumoniae was the most common organism carrying bla,,. that was detected
among 232 isolates of this species (94.3%, Figure 1)

— Four other Enterobacterales species were noted to harbour bla,,.: Escherichia coli
(8 isolates), Klebsiella oxytoca (3), Enterobacter cloacae species complex (2), and
Pluralibacter gergoviae (1)

Isolates carrying bla,.. were noted among 14 hospitals and 9 countries

— bla,..,-harbouring isolates were detected in 7 countries, but were only detected in all
3 years in Greece (21/58 isolates) and Italy (28/58 isolates; Figure 2)

Isolates harbouring the gene encoding KPC-3 were detected mainly in [taly
(166/187), but also in 5 other countries

— The single isolate carrying bla,.. ., was detected in Greece

Meropenem-vaborbactam inhibited 99.6% of the isolates carrying bla,.. when applying
EUCAST breakpoints while meropenem alone inhibited only 1.2% of these isolates (Figure 3)

— Only 1 isolate had a meropenem-vaborbactam MIC >8 mg/L and this isolate from
Italy had disruptions in ompK35 and alterations in ompK36 in addition to bla,;. 5

OmpK36 alterations included the insertion of a glycine and aspartate in position 134
of the PEFDG motif in the L3 region of OmpK36 that is known to confer elevated MIC
values against meropenem, among other B-lactams

Meropenem-vaborbactam inhibited 100.0% of the isolates from IAl (n=17), pneumonia

(n=58), UTI (h=16), and SSSI (n=20)

— This combination inhibited 131 of the 132 isolates from BSI (99.2% susceptible;
Figure 4)

Meropenem alone inhibited 12.5% of the urinary tract infection isolates and 0.7% of the
BSI isolates, but none of the isolates from other infection sources

Among comparator agents, gentamicin, colistin, and tigecycline were the most active

— Overall, gentamicin inhibited 65.4% of the isolates at the EUCAST breakpoints;
however, this aminoglycoside displayed activity against 81.2% of the UTI isolates and
88.2% of the Al isolates
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Figure 3 Comparative activity of meropenem-vaborbactam and meropenem against 246 isolates carrying bla,.. from European hospitals
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Figure 4 Activity of meropenem-vaborbactam and comparator agents 246 isolates carrying bla,.. from European hospitals stratified by infection type
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