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. » (Ceftazidime-avibactam (<8 ug/mL for susceptible and 216 ug/mL for resistance) Table 2 Distribution of acquired B-lactamase-encoding genes detected among .
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Susceptibility Testing (EUCAST) were applied for P. aeruginosa, and MIC values B-lactamase gene® Number (%)
o _ o for comparator agents were interpreted using CLSI breakpoints _ o _ o _ Metallo-B-lactamase _ _ _ o
+ Ceftazidime-avibactam, a novel 3-lactam/[3-lactamase inhibitor, was evaluated * Figure 1 shows the susceptibility rates obtained for ceftazidime-avibactam and IMP-1 3 (3.6) * P aeruginosa isolates that met MIC-based screening criteria showed low
iIn Phase 3 trials for the treatment of complicated urinary tract infections (cUTI), Screening of B-lactamase and other B-lactam resistance mechanisms comparator agents tested against P. aeruginosa isolates that met the MIC-based IMP-7 1(1.2) susceptibility rates (22.8%—-36.0%) to otherwise potent clinically utilized anti-
complicated intra-abdominal infections (clAl), and hospital-acquired pneumonia g screening criteria IMP-18 1(1.2) pseudomonal agents
(HAP), including ventilator-associated pneumonia (VAP) » Isolates that met the MIC screening criteria were subjected to a microarray-based » Isolates showed low susceptibility rates for most comparator agents tested, as IMP=25 2(24) » In contrast, ceftazidime-avibactam had a susceptibility rate of 72.5% and as
* This combination is approved by the US Food and Drug Administration (FDA) and assay Check-MDR CT101 kit according to the manufacturer’s instructions (Check- follows: ceftazidime (30.7%), cefepime (36.0%), piperacillin-tazobactam (22.8%), :mg'gg ;’(Z'i) high as 80.6% when excluding isolates carrying MBL, which precludes the
European Medicines Agency (EMA) for treating clAl and cUTI Points, Wageningen, Netherlands), which is capable of detecting CTX-M groups imipenem (23.8%), and meropenem (30.2%) VIM:1 5 22'4; drug’s activity
— In addition, ceftazidime-avibactam is approved by the EMA to treat adults with 1,2, 3+ 25, and 9, TEM, SHV, ACC, ACT/MIR, CMY, DHA, FOX, KPC, and NDM » (Ceftazidime-avibactam displayed susceptibility rates of 72.5% and 80.6% against VIM-2 5 (6.0) * Oxacillin-hydrolyzing class D [B-lactamase enzymes were highly prevalent
HAP, including VAP encoding genes all P, aeruginosa or when excluding metallo-B-lactamase (MBL) producers, ESBL among P. aeruginosa clinical trial isolates (48.8%)
. The study presented here was carried out to characterize the B-lactam resistance ) Sup[ilementlal rtnultlplex EP ggl_assbalys webrle usecg Ito detec(’; add|t|_c|1pal extended- respectively (Figure 1) g?;':” 1 (1'2) - However, the vast majority of oxacillinases presented here are not
mechanisms in Pseudomonas aeruginosa recovered from patients enrolled in 5 Zﬁicr;uerg (%I:C amaglz( e)mg:l lflgEs’ aé/Fg’up:Pg;;an O)a(?]((:jl tl)r;:se ) and + Among ceftazidime-avibactam-resistant isolates (27.5%; 52/189), 36.5% (19/52) N - E o ;) considered to confer an ESBL phenotype
adult Phase 3 trials of ceftazidime-avibactam cargapenemaosxé\_-ze,ncoccl)iﬁaOg,enes (blafw)XA_mbla A P carried MBL enzymes (Table 2) PSE-1 5 (6.0) — ESBL and MBL represented 28.6% and 22.6% of enzymes
bla. . and bla, ) MP? T VINE DN AT GRS T RNMEAT - Atotal of 12 P. aeruginosa isolates carried IMP alleles, which were detected in VEB-1 1(1.2) . Alterations in the bacterial cell permeability were the most common B-lactam
SME’ IMI . . . .
. All amplicons generated were sequenced on both strands (Sanger method): isolates from China (bla, ,;), Czech Republic (bla,, ;), Mexico (blay, ., and ), VEB-S 1(4.8) resistance mechanisms observed among NP P. aeruginosa, especially
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Patients and clinical isolates « The transcription levels of the chromosomal ampC and efflux pump (mexA, mexC, ying T VIM-2 ) o . OXA-4 (OXA-1 variant) 1(1.2)
_ _ | _ mexE, and mexX) genes were determined using quantitative real-time PCR assays ~ * OVverexpression of the intrinsic ampC gene was observed among 60 (37.0%) OXA-10 | 5(9.5)
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atients randomized in 5 Phase 3 trials for ceftazidime-avibactam — During the quantification process for the target mRNA gene, a normalized bla,, enzymes (48.87%) were the most prevalent enzymatic [3-lactam resistance OXA-246 (OXA-10 variant) 2 (2.4)
P expression analysis method was applied and relative comparison to a mechanisms observed, followed by various ESBLs (28.6%) and MBL enzymes Total 84 : - ' pi
. Patients enrolled in this stud TP 1 i ot pressi y _ PP P o - ota Funding: This study was sponsored by AstraZeneca (AZ) and Allergan. AZ’s rights to
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 The M.I(_Z-based criteria for screening of 3-lactam resistance mechanisms were least a 5-fold greater difference of transcripts was detected as compared with a various arrays of 3-lactam resistance mechanisms (Table 3) Laboratories received financial support from AZ and Pfizer in connection with the study and
ceftazidime MIC of 216 pg/mL and/or carbapenem MIC of 28 pg/mL wild-type reference control strain - Lack of or decreased expression of OprD and overexpression of efflux pumps development of this poster.
Antimicrobial fbie oo « ESBL-encoding genes were screened in all isolates, but ampC expression was not were noted in 47.1% and 22.5% of these pathogens, respectively (Table 3) Table 3 Distribution of acquired and intrinsic B-lactamase resistance mechanisms Conflict of interest: REM, MC, LNW, and RKF are employees of JMI Laboratories. GGS is
ncllrnfcr:). |a| tsuscep | t'lbl'l')t, fs :n ? rallv perf 4 using the broth determined in isolates from China (27 isolates) — Atotal of 50.0% of isolates showed decreased permeability with alterations of gﬁ;e:;e?’dt?ir:lgng P. aeruginosa recovered from patients in nosocomial pneumonia an employee of Pfizer and was an employee of and shareholder in AZ at the time of the
. inical isolate susceptibility testing was centrally performed using the bro . . . . . OprD expression, overexpression of efflux pumps, or both study. PB and RM were employees of and shareholders in AZ at the time of the study.
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