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A men d ed A b S t r aCt I N t ro d U Ctl on ReS U ItS ;I;}a;t;lcetii.nssu(ﬂgz’r);gjzciggtiﬂjime-avibactam activity tested against bacterial isolates from patients with intraabdominal CO NC I us | ONs

Background: Ceftazidime-avibactam (CAZ-AVI) consists of !ntraa_bdominal infecti_ons (IAIS) are among the most seriomljs. bacterial « Overall, 99.9% of Enterobacteriaceae isolates Organism No. ofisolates (cumulative %) inhibited at ceftazidime-avibactam MIC (ug/mi) of MIC (pg/mi) » Ceftazidime-avibactam demonstrated potent in vitro
CAZ combined with the novel non-B-lactam B-lactamase (BL) infections in US hospitals with significant associated morbidity and (1,312/1,313) were susceptible to ceftazidime-avibactam (no. tested) <0.06 0.12 0.25 05 L 2 4 8 16 32 >32 50%  90% activity against aerobic Gram-negative organisms isolated
inhibitor AVI, which inhibits Ambler class A (e.g., ESBL and mortality; |Als g_en_erally require surgical interventiqn and early i_nitiation of (|\/;|C ’ 0.12/0.25 ng/mt: Tables 1 and 2). Only one Enterok.)acteriaceae (1,313) 593(45.2) 478(8L6) 145(926) 69(97.9) 21(995)  5(99.8)  1(>99.9) 0(>99.9)  1(100.0) - - 0.12 0.25 from IAl in US hospitals.
KPC), C and some class D enzymes. We evaluated the ?npoezgﬁtr;/afl'ehznrtrllrggt:rc?(?rfrlntcr)]r?r:tliogl(;giErsgtehr;tgaesnssogﬁfﬁlar?eorbldIty and - 50/;0’ +el0.25 19 | : : " y E. col (627) 344(549) 227(9L1) 37(97.0) 15(9.4)  3(998)  0(99.8)  1(1000) - - - - 006 012
.. . . . nterobacteriaceae i1solate was non-susceptible to K. pneumoniae (271) 103 (38.0) 118(81.5) 32(93.4) 9 (96.7) 5 (98.5) 4 (100.0) -- -- -- -- -- 0.12 0.25 ° Tall -AaVi 80 i ihi
act|V|.ty O.f CAZAVI t_este.d aga_unst contemporary isolates Enterobacteriaceae species and anaerobic organisms originating from the - : P : : ESBL-phenotype (36) 3(83)  8(306)  9(556)  7(750)  5(889)  4(100.0) - = = = - 0.25 2 ;Zteit8aZ|d;r;S 3\,2: a?.teaaTe(r):ﬁ;i"tﬁ;):/ ce)rbaS%?V(SdS fif) nhibited
causing intraabdominal infections (IAl). endogenous gut flora. Standard antimicrobial regimens for the treatment Cefta-2|d|me-aV|baCtam, an E. cloacae from Indianapolis, MER-NS (15) 3(67)  1(133)  3(333)  5(667)  3(86.7)  2(100.0) - - - = - 05 2 me_ro;f’nem (95 7%/0 susceptible) and piperacillin/
_ . . of IAls often include a B-lactam (e.g. broad spectrum cephalosporin or IN, with a MIC of 16 pg/ml. E. cloacae (147) 9(6.1)  66(51.0) 32(72.8) 28(91.8) 10(98.6)  1(99.3)  0(99.3)  0(99.3) 1 (100.0) - . 0.12 05 t bact 38 '40/ tib|
MethOdS'. Al %’541 Sl (One pe.r patlent) Were carbapenem); however, the emergence and spread of B'IaCtamase CAZ-NS (46) 2 (4.3) 6 (17.4) 8 (34.8) 19 (76.1) 9 (95.7) 1(97.8) 0 (97.8) 0 (97.8) 1 (100.0) - - 0.5 1 azobactam ( 470 SUSCEpt e).
cc_)llecte(?l in 57 United States (US) hospltals_from patients producing Gram-negative organisms (including ESBL- or KPC- producing « E. coli was the most common organism (40.7%) and had b aeruginosa (210) ) L 09 005) 529 8538 71076 3033  8OT1 4990  2(1000) ) , . s CeledeE-a e T EsEE £ TeiEn Acsiien @
with 1Al in 2012-2014. Susceptibility (S) testing was strains) presents a significant therapeutic challenge, leaving clinicians with an overall ESBL-phenotype rate of 15.8%. All E. coll CAZINS (31) B B B B 162 9323 100645 5606 4935  2(1000) B . 16 ) o )
performed by reference broth microdilution methods and limited options for infections caused by multidrug-resistant organisms. _ | e "R ) ) ] C sen sma wore  eme  2eim a0 - ) . the armamentarium of antimicrobial agents used for the
Enterobacteriaceae (ENT) isolates with an ESBL phenotype _ . o _ o _ isolates were susceptible to ceftazidime-avibactam | . . . . u treatment of IA!, especially those caused by multidrug-
_ Avibactam is a broad spectrum B-lactamase inhibitor with activity against (MIC 0.06/0.12 pg/ml: Table 1 and Figure 1) Acinetobacter spp. (18) LEe) Al SEEs SEly) o) ety 16 >32 resistant organisms.
were evaluated for the presence of genes encoding CTX-M, common serine B-lactamase enzymes, including Ambler classes A (e.g., 50/907 ~- -+ Hg/mb; g ' Allisolates (1541) 593 (38.5) 479 (69.6) 145(79.0) 74(83.8) 107(90.8) 77(95.8) 38(98.2)  9(98.8)  8(99.3)  6(99.7)  5(100.0) 0.12 1
TEM, SHV, KPC, NDM and transferable AmpC enzymes by ESBL and KPC), class C (Amp C) and some class D (OXA-48) enzymes. . o Abbreviations: ESBL = extended-spectrum B-lactamase; MER = meropenem; NS = non-susceptible; CAZ = ceftazidime.
microarray-based assay. The addition of avibactam to ceftazidime restores ceftazidime activity * E. coli susceptibility rates for meropenem (MICsggq0,
_ o _ _ against common Gram-negative pathogens causing IAl, including most of <0.06/=0.06 pg/ml), piperacillin/tazobactam (MICg/q0, 2/8 Table 2. Activity of ceftazidime-avibactam and Figure 1. Antimicrobial susceptibility of bacterial isolates R f
Resul_ts. Escherichia coli was the most commonly isolated those that are resistant to carbapenem agents (e.g. meropenem) due to ug/ml) and gentamicin (MICxgyq0, <1/>8 pg/ml) were 99.8, comparator antimicrobial agents when tested against collected from patients with intraabdominal infections ererences
organism (40.7% of total) and they had an overall ESBL- the production of -lactamase enzymes. . Velv (Ei bacterial isolates from intraabdominal infection (USA, (USA, 2012-2014). - _ _
phenotype rate of 15.8%. All E. coli isolates were S to CAZ- 93.6 and 85.5%, respectively (Figure 1). 2012-2014). 1. AVYCAZ Prescribing Information (2015). Available at http://www.avycaz.com.
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(KPN; 2nd most common pathogen, 17.6%), the ESBL rate Ceftazidime-avibactam is also under clinical development for treatment of phenotype. The highest ceftazidime-avibactam MIC value Ceftazidime-avibactam ~ 0.12 025 >999 - <0.1b - - - 70 ol Chemother 58: 833-838. o
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was 13.3% and the highest CAZ-AVI MIC value was only 2 pneum p.//ch als.dov, _ was only 2 pg/ml (MICgy/q0, 0.12/0.25 pg/ml, 100.0% S 60 resistance mechanisms among contemporary ceftazidime non-susceptible
ug/ml (MIC 0.12/0.25 pg/ml, 100.0% S). KPN S rates to evaluated the activity of ceftazidime-avibactam against contemporary _ - Ceftriaxone <006 >8 82 06 162 832 06 162 5 . Pseudomonas aeruginosa isolates from USA hospitals. Antimicro Agents
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MER and GEN were 94.5 and 91.9%, respectively. CAZ-AVI : . S 40 4. Clinical and Laboratory Standards Institute (2015). M07-A10. Methods for
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ENT isolates (P. mirabilis* and E. cloacae) were non-S to (Table 2 and Figure 1). Pseudomonas aeruginosa (210) .
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aeruginosa (PSA) was the 3 most common pathogen Enterobacteriaceae, 210 Pseudomonas aeruginosa and 18 Acinetobacter g ' ceftazidme ©ooE B Ey e B e eneEn K premonse s B doseactin T aeugnosa #0 7. EUCAST (2015). Breakpoint tables for interpretation of MICs and zone
(13 60/) CAZ'AV' (MlC 2/4 /ml 97 1(y S) amikaCin . . . . 0 . : . Cefepime 2 16 85.7 8.1 6.2 85.7 _ 14.3 m Ceftazidime-avibactam  m Ceftazidime ®Meropenem  ® Piperacillin/tazobactam : ) & p _p
.0%0); 50/901 Hg/mi; 97.1% 5), spp., were collected from 57 US hospitals from patients with 1Al between (MICy90, 0.12/0.5 pg/ml; 99.3% susceptible), including s ' | | diameters. Version 5.0, January 2015. Available at:
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