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“Abstract “Results _____ Wconclusions

* Meropenem/RPX7009 with the B-lactamase
Inhibitor at fixed concentrations of 4 and 8
ug/ml was very active against contemporary
wildtype Enterobacteriaceae isolates and
KPC-producing strains from various
species.

Carbapenem resistant Enterobacteriaceae isolates have been
detected worldwide mainly due to the spread of
carbapenemase-encoding genes.

» Against 200 Enterobacteriaceae isolates including a population of 100
KPC-producing strains, the MIC, and MICy, values for meropenem
alone were 0.12 and 32 ug/ml, respectively and these values were
0.06 to 0.03 and 4 to 0.5 pug/ml, respectively, for
meropenem/RPX7009 with inhibitor tested at concentrations of fixed
2, 4 and 8 pg/mL (Table 1). Overall, the coverage of
meropenem/RPX7009 was greater using inhibitor concentrations of 4
and 8 pug/mL.

« K. pneumoniae strains (n=76) were highly resistant to meropenem
alone mainly due to an elevated number of KPC-producers (n=61).
MICgy,9, Values were 16/>32 pg/ml for this carbapenem. When tested
with RPX7009 at 4 and 8 pug/ml, MIC.;,, values were 0.06/8 and
0.03/1 ug/ml, respectively (Table 1).

* MICgyqo Values for S. marcescens were 0.06/2, 0.06/0.12 and
0.06/0.12 pg/ml for meropenem, meropenem/RPX7009 at fixed 4 and
8 ug/ml, respectively. All Indole-positive Proteae isolates were
inhibited by meropenem/RPX7009 at fixed 4 and 8 ug/mL at <0.12
ng/ml (data not shown).

Background: We evaluated the activity of meropenem (MER)
+ RPX7009 (RPX), a serine-B-lactamase inhibitor (BLI) tested
against contemporary isolates of Enterobacteriaceae (ENT),

including KPC-producing isolates.
A large number of acquired carbapenemases have been

identified and characterized and among these diverse
enzymes, Klebsiella pneumoniae carbapenemase (KPC)-
producing bacteria have been detected worldwide.

Methods: 100 ENT clinical isolates collected during 2012-2013
were tested against MER + RPX at fixed 4 and 8 pg/ml using
CLSI reference broth microdilution methods. Additionally, 100
KPC-producing ENT were tested.

» Approximately 79.0% of the E. coli strains (n=38) were susceptible to » As expected KPC-producing Enterobacteriaceae isolates were highly
meropenem alone and all isolates were inhibited by <0.06 ug/ml of resistant to meropenem and in the presence of RPX7009 MIC values
meropenem/RPX7009 at fixed 4 and 8 pug/ml (Table 1). were much lower (Figure 1). Against 100 KPC-producing strains,

meropenem/RPX7009 at fixed 4 and 8 pg/ml inhibited over 50% of the * The worldwide dissemination of KPC-

Isolates at 0.06 ug/ml (Figure 1). producing strains, including those that are
resistant to all antimicrobial agents clinically
available, highlights the need for

« Atotal of 94.0 and 98.5% of the isolates were inhibited by <2 ug/ml of
meropenem/RPX7009 at fixed 4 and 8 pug/mL, respectively, whereas
only 54.4% of the isolates were inhibited by meropenem alone (Table
1). At <4 and <8 pg/ml, 96.0-99.0 and 98.0-99.0% of the isolates were
inhibited by meropenem/RPX7009 at fixed 4 and 8 pg/mL,

This carbapenem hydrolyzing B-lactamase is commonly
identified in Klebsiella spp. clinical isolates, but it can also
been found among other Enterobacteriaceae species and
these isolates are usually highly resistant to all B-lactam
agents.

* MIC5, and MICq, results for E. cloacae isolates and meropenem were
4 and 16 pg/ml and these results were 0.12 and 0.5 pg/ml and 0.06
and 0.25 pg/ml for meropenem/RPX7009 at fixed 4 and 8 pg/ml, « RPX7009 displayed no activity when tested alone (all MIC values, >32
respectively (Table 1). ng/ml; data not shown).

Results: Against all 200 ENT, MER/RPX displayed MIC,q, Of
<0.25/1 and <0.25/0.5 ug/ml at fixed 4 and 8 ug/ml, respectively
when compared to MICg,q, £0.25/>8 pg/ml for MER alone

(Table).

Overall, 91.5/95.5% and 96.0/99.0% of ENT were inhibited at
<1/<4 pg/ml of MER in the presence of 4 or 8 ug/ml of RPX,
respectively. MER/RPX at fixed 4 and 8 pug/ml, inhibited 80.3 and
90.8%, respectively of the K. pneumoniae (n=76) isolates at <1
ug/ml (MER CLSI susceptible breakpoint), whereas MER
inhibited only 21.1% at the same MIC.

KPC-encoding genes are carried in plasmids that usually carry
resistance determinants to other antimicrobial classes.

Recently, increasing reports of KPC-producing isolates
resistant to all antimicrobial agents clinically available,
including colistin and tigecycline has increased the awareness

respectively, compared to 62.0 and 71.0% for meropenem at the

same concentration (Table 1).

Table 1. MIC distribution for meropenem alone and in combination with RPX7009 in various concentrations when tested against 200 Enterobacteriaceae isolates, including 100 KPC-producers.

Organism (no. tested)

No. of isolates at MIC in pg/ml (cumulative %):

compounds that are active against these

Isolates, such as meropenem/RPX7009
combination.
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27853 and KPC-producing K. pneumoniae BAA-1705.

MIC values in ug/ml



