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» Ceftazidime-avibactam was also active against Proteus mirabilis (MICggq0,
0.03/0.06 pg/mL; highest MIC, 0.12 pg/mL), K. oxytoca (MICg,9y, 0.06/0.25
Hg/mL; highest MIC, 1 pg/mL), Serratia marcescens (MICgyq9, 0.12/0.5 pg/mL;
highest MIC, 1 pg/mL), E. aerogenes (MICcyq,, 0.12/0.25 pg/mL; 97.6% [40/41]

Table 1. Summary of ceftazidime-avibactam activity tested against the organisms causing bloodstream infections in USA medical

Methods

Abstract Conclusions

centers (2012)

No. of isolates (cumulative %) inhibited at MIC (pug/mL):

.Bat.:k-ground-: Ayil?actam is a novel non-B-lactam B-lactamase (BL) Bacterial isolgtes: A total of 1,462 gram-negatiye organism_s, including 1,269 inhibited at 0.5 pg/ml and one strain with ceftazidime-avibactam MIC of 16 Organism/subset (no. tested) Y e o T o = . > . - = - - vic., vic,, « Ceftazidime-avibactam demonstrated potent activity
inhibitor that inhibits Ambler Clas§ A C, and some D 9”2}’”?93 (eg, Enterobacter_lace_ae, 141 Pseudomonas aeruginosa, 27 Acinetobacter spp. and ug/mL) and Citrobacter spp. (MICsq0, 0.12/0.5 pg/mL; highest MIC of 0.5 pg/ml; Enterobacteriaceae (1,269) 27 (2.1) 121 (11.7) 464 (48.2) 450(83.7) 137 (94.5) 53(98.7) 12(99.6) 3(99.8) 0(99.8) 1(99.9) 1(100.0) - - 0.12 0.25 against gram-negative organisms isolated from patients
ESBL, KPC, and AmpC). The activity of the novel BL inhibitor 25 Haemophilus influenzae were consecutively collected from 73 USA Tables 1 and 2) E. coli (568) 24(42) 50(13.0) 249(56.9) 207 (93.3) 26(97.9) 6(98.9) 5(99.8) 1(100.0) - - - - - 0.06 0.12 with bloodstream infections in USA hospitals (2012)
combination ceftazidime-avibactam (CAZ-AVI) and comparator hospitals in 2012. Only clinically significant isolates were included in the study ESBL-phenotype (72) - 2(28) 15(236) 34(708) 10(847) 5(9L7) 5(986) 1(100.0) - - - - - 0.12 0.5 P
agents were evaluated against gram-negative bacilli (GNB) isolated (1 per patient _eplsode). Species |<_jent|f|c_at|o_n was conflrm_ed when necessary * Against P. aeruginosa, the activity of ceftazidime-avibactam (MICz,q9, 2/8 pg/mL; Klebsiella spp. (353) 1(03)  13(40) 148(45.9) 121(80.2) 46(93.2) 19(98.6) 3(99.4) 2(100.0) - - - - - 0.12 0.25 o _ _ _ _
from patients with bloodstream infections (BSI) by Matrix-Assisted Laser Desorption lonization-Time Of Flight Mass 96.5% inhibited at <8 pg/mL) was greater than that of ceftazidime alone (MICyq, L [IMETHBIIES (226 1(03)  8(30) 122(44.0) 106(79.5) 38(92.3) 19(98.7) 2(99.3) 2(100.0) - - - ~ - 0.12 0.25 + Ceftazidime-avibactam was highly active against KPC-
Spectrometry (MALDI-TOF MS) using the Bruker Daltonics MALDI Biotyper 2/>32 ug/mL; 83.0% susceptible at <8 ug/mL; Tables 1 and 2 and Figure 2). iz?;pg:z?noggsg?c (MIC, 2 pgimL: 11) - - 3(_6_'7) H (fl'l) T(féf)) 143((7921_'71)) igi’g ;888:8; - - - - - 00'_255 of producing K. pneumoniae, as well as ESBL-producing E.
Methods: 1,462 GNB, including 1,269 Enterobacteriaceae (ENT), (Billerica, Massachusetts, USA) by following manufacturer instructions. Susceptibility rates for meropenem and piperacillin/tazobactam were 79.4 and K. oxytoca (55) ’ , - 5(9.1) 26(56.4) 15(83.6) 8(98.2) 0(98.2) 1(100.0) - 0.06 0.25 coli and K. pneumoniae’ and Ceftazidime-non-susceptib|e
' ibili o . . . . . .69 ' P. mirabilis (70 2(29) 36(54.3) 27(92.9) 5(100.0 - - - - - - - - - 0.03 0.06
were collected from 73 USA hospitals and tested for susceptibility Antimicrobial susceptibility testing: All isolates were susceptibility tested using 73.6%, respectively . closcns ((103) 29 o E5.5)) o, (55.03 33(853) 13(97.2) 3(1000) - - - - - - 0.12 05 Enterobacter spp.
(S) by reference broth microdilution methods in a central monitoring the reference broth microdilution method as described by the Clinical and « The most active compounds tested against meropenem-non-susceptible P. ceftazidime-non-susc (MIC, 28 pg/mL; 29) - - 1(34)  5(07) 10(852) 11(93.1) 2(1000) - - - - - 025 05
laboratory (JMI Laboratories). ENT strains with an ESBL-phenotype Laboratory Standards Institute (CLSI). Ceftazidime-avibactam was tested with aeruginosa (MIC, 24 pg/mL) were colistin (MICsyq0, 1/2 pg/mL; 100.0% E. aerogenes (41) - 1(24)  7(195 20(683) 9(90.2)  3(97.6) 0(97.6) 0(97.6) 0(97.6) 0(97.6) 1(100.0) - - 012 025 « Ceftazidime-avibactam was more active than ceftazidime
were tested by Check MDR-CT 101 for genes encoding ESBLSs, avibactam at a fixed concentration of 4 ug/mL. Categorical interpretations for susceptible), amikacin (MICqyeq, 4/16 pg/mL; 96.6% susceptible) and ceftazidime- AL TN (259) - 13(56.5  6(826)  3(95.7)  0(95.7)  1(100.0) - - - - - - . 0.0 012 when tested against P. aeruginosa, and displayed good
KPC and selected plasmidic AmpC enzymes. CAZ-AVI was tested all antimicrobials were those found in M100-S23 (2013) and quality control ibactam (MICw-. 4/>32 ua/mL: 86.2% inhibited at <8 ua/mL: Tables 1 and 2 Citrabacter koser (11) B 2(155)  4(8L8)  2(100.0) - 012 0.2 L . ' ’ . .
_ _ : o : : avibactam (MICsgq, Hg/mL; 86.2% inhibited at <8 pg/mL; Tables 1 and 2). C. freundii (14) - 6(429)  4(71.4)  4(100.0) - -- -- = = = - 0.25 0.5 activity against meropenem-non-susceptible strains
with AVI at fixed 4 pg/mL. (QC) was performed using Escherichia coli ATCC 25922 and P. aeruginosa Furthermore, ceftazidime-avibactam inhibited 79.2% of ceftazidime-non- S. marcescens (55) - - 6(10.9) 28(61.8) 13(855) 7(98.2) 1(100.0) - . . - . - 0.12 05
_ o ATCC 27853. All QC results were within ranges as published in CLSI (M100- susceptible P. aeruainosa at MICs of <8 ua/mL: Table 1 P. vulgaris (5) - 2(40.0)  3(100.0) - - - - - - 0.06 - o . o
Results: 99.8% of ENT strains were inhibited at a CAZ-AVI MIC of S23, 2013) documents. P J Hg/mE ) Providencia spp. (20) - 6(30.0) 7(65.0) 2(75.0) 4(95.0) 0(95.0) 0(95.0) 0(95.0) 0(95.0) 1(100.0) - - 0.06 0.25 » The in vitro activity results presented here indicate that
<4 pg/mL (CLSI S breakpoint for CAZ). Only 2 ENT strains had CAZ-  Ceftazidime-avibactam exhibited modest activity against Acinetobacter baumannii P. aeruginosa (141) - = - 1(07)  4(35) 56(43.3) 46(75.9) 18(88.7) 11(96.5 1(97.2) 1(97.9) 3(100.0) 2 8 ST - -
AVIUI\g/”C ai >4 ug/ml_ aFI):)rOVIdenCIa gpp (g ug/ml_) and an E Screeninq fOI’ B-|aCtamaSGS ISOIateS dISplayIng the CLSI Cnte”a f0r ESBL W|th M|C50/90 Of 16/>32 ug/ml_ and 33 3% Of Strglnsglnhlblted a.t <8 ”g/mL meropenem-non-susc (M|C, 24 pg/mL; 29) - - -- - 1 (3.4) 4 (17.2) 13 (62.1) 7 (86.2) 1 (89.7) 0 (89.7) 3 (100.0) 4 >32 geitgfllgér?see?\gbzc:]?gtrgi)sl E;.O\g:z S Vra.eIszaé?Ia.en:herra.a.rf]eUtlc
’ ’ ) ' i ; . ) - ceftazidime-non-susc (MIC, 216 pg/mL; 24) -- -- -- -- -- -- 2 (8.3) 4(25.00 4417  9(79.2 1(83.3) 1(87.5) 3(100.0) 8 >32 | I0US | | u | =
aerogenes (16 ug/mL). 99.0% (1,256/1,269) of ENT strains were phenotype (MIC >1 pug/mL for aztreonam and/or ceftazidime and/or ceftriaxone; (Table 1) A baumanni (27) 5 (100.0) 1 —a p y 9

1(3.7) 2(11.1) 5(29.6) 1(33.3) 8(63.0) 5(81.5)

M100-S23), as well as any Enterobacteriaceae with ceftazidime-avibactam
MIC >4 ug/mL, were tested for B-lactamase-encoding genes using the » Ceftazidime-avibactam was very active against H. influenzae (MICg,q90,
microarray based assay Check-MDR CT101 kit (Check-Points, Wageningen,
Netherlands). The assay was performed according to the manufacturer’s
instructions. This kit has the capabilities to detect genes encoding CTX-M
Groups 1 (referred as CTX-M-15-like), 2, 8+25 and 9 (referred as CTX-M-14-

negative bacteria.

17 (68.0) 6(92.0) 1(96.0) 0(96.0) 1 (100.0)

meropenem (MER)-S. CAZ-AVI was very active against ESBL-
phenotype E. coli (12.7%) and K. pneumoniae (KPN; 15.1%), MER-
non-S (MIC, =2 ug/mL) KPN and CAZ-non-S E. cloacae (ECL; see
Table 1). All ECL strains were inhibited at CAZ-AVI MIC of <1 ug/mL.
Among ESBL-phenotype KPN, the highest CAZ-AVI MIC was only 2

H. influenzae (25) <0.015 0.03

<0.015/0.03 pg/mL) with the highest MIC value at 0.25 ug/mL; Table 1).

Table 2. Activity of ceftazidime-avibactam and comparator antimicrobial agents tested against gram-negative organisms causing
Figure 1. MIC distributions for ceftazidime-avibactam and

bloodstream infections in USA medical centers (2012)

References

ceftazidime when testing 1,269 Enterobacteriaceae isolates from

ug/mL, whereas 24.4% of strains were MER-resistant (R). Among P. like), TEM wild-type (WT) and ESBL, SHV WT and ESBL, ACC, ACT/MIR, _ \ Organism (no. tested) / MIC (ug/mL) %S / %I | %R Organism (no. tested) / MIC (ug/mL) %S / %I | %R Organism (no. tested) / MIC (ug/mL) %S / %I | %R
aeruginosa, 96.5% of strains were inhibited at a CAZ-AVI MIC of <8 CMYII (which has the ability to detect the majority of the non-intrinsic genes bloodstream infections Antimicrobial agent 50%  90% CLsI Antimicrobial agent 50%  90% CLSI° Antimicrobial agent 50%  90% CLSI® L Castanheira M. Earrell SE. Deshoande LM. Mendes RE. Jones RN
ug/mL (CLSl S breakpoint for CAZ), and S rates for MER, CAZ and encoding CMY-2-like variants), DHA, FOX, KPC and NDM-1. Enterobacteriaceae? (1,269) meropenem-non-susceptible (MIC, =22 ug/mL; 11) Proteus mirabilis (70) : ! ! P o !
. illin/tazobactam were 79.4. 83.0 and 73.6%. respectivelv. The Ceftazidime-avibactam 0.12 0.25 (99.8)° Ceftazidime-avibactam 0.5 2 (100.0)° Ceftazidime-avibactam 0.03 0.06 (100.0)° (2013). Prevalence of B-lactamase encoding genes among
piperaciil 5 69 070, Iesp Y. Ceftazidime 0.12 16 87.9/1.8/10.3 Ceftazidime >32 >32 0.0/0.0/100.0 Ceftazidime 0.06  0.12 98.6/1.4/0.0 Enterobacteriaceae bacteremia isolates collected in 26 USA hospitals:
colistin (|\/||C50/90’ 1/2 pg/mL; 100.0% S), amikacin (M|C50/90, 4/16 R eS u I tS 450 - m Ceftazidime-avibactam Piperacillin/tazobactam 2 16 91.9/3.3/4.8 Piperacillin/tazobactam >64 >64 0.0/0.0/100.0 Piperacillin/tazobactam <0.5 1 100.0/0.0/0.0 Antimicrob Agents Chemother 57: 3012-3020
/mL: 96.6% S) and CAZ-AV] (M|C 4/>32 /mL: 86.2% Meropenem <0.06 <0.06 99.0/0.1/0.9 Meropenem >8 >8 0.0/0.0/100.0 Meropenem <0.06 0.12 100.0/0.0/0.0 ' ’
Hg/mL, =0. <° 50/907 >c HgiML, ©b.2% ) _ _ o 400 1 = Ceftazidime Levofloxacin <012 >4 80.3/1.2/18.5 Levofloxacin >4 >4 18.2/0.0/81.8 Levofloxacin <012 >4 65.7/7.2/27.1 Clinical and Laboratory Standards Institute (2012). M07-A9. Methods for
inhibited at <8 pg/mL). CAZ-AVI was also active against P. mirabilis » Overall, 99.8% of Enterobacteriaceae strains were inhibited at a | 250 Gentamicin <1 8 89.7/0.8/9.5 Gentamicin 4 >8 54.5/9.1/36.4 Gentamicin <1 >8 84.3/2.8/12.9 dilution antimicrobial susceptibility tests for bacteria that grow aerobically;
(MICqyq, 0.06 pg/mL), K. oxytoca (MICgyq, 0.25 pg/mL), S. marcescens _cef;[]amdlme-a\_/éplgct:gm I\:I(IC of <4 p%/rmrl]_ ((;\AE)CS%QO, 0.12/f0.25 L;g/rr_]dl__), which s oo Eszr:geeriiﬁgn:on - 0.25 1 98.6/1.4/0.0 K|£§i3ﬁ|xtoca - 0.5 2 100.0/0.0/0.0 Se;g?:)r/ril':\?ceescens - 2 4 87.1/12.9/0.0 approved standard: ninth edition. Wayne, PA: CLSI.
' =
(MICg, 0.5 pg/mL), E. aerogengs (MICg, 0.25 pg/mL), Citrobacter IS the susceptibility brea po_mt established by the CLSI Qr ceftazi |r_ne 8 250 4 Ceftazidime-avibactam 0.06 0.12 (100.0)° Ceftazidime-avibactam 0.06 0.25 (100.0)° Ceftazidime-avibactam 0.12 0.5 (100.0)° Lahiri SD, Mangani S, Durand-Reville T, Benvenuti M, De Luca F, Sanyal
spp. (MICgyq, 0.5 pg/mL) and H. influenzae (MICgy,, 0.03 pg/mL). tested alone (Table 1 and Figure 1). Only 2 Enterobacteriaceae strains had s Ceftazidime 0.12 4 90.3/1.4/8.3 Ceftazidime 012 05 98.2/0.0/1.8 Ceftazidime 025 05 100.0/0.0/0.0 - sight i
- : _ . : _ G, Docquier JD (2013). Structural insight into potent broad-spectrum
ceftazidime-avibactam MIC values at >4 pug/mL: a Providencia spp. (8 g 200 - Ceftriaxone <006 >8  87.9/00/12.1 Ceftriaxone <006 025  927/00/7.3 Ceftriaxone 025 1 90.9/0.0/9.1 inhibition with reversible recyclization mechanism: avibactam in complex
Conclusions: CAZ-AVI demonstrated potent activity against GNB ng/mL) and an Enterobacter aerogenes (16 pg/mL; Table 1), and none of 150 4 Piperacillin/tazobactam 2 8 94.5/1.8/3.7 Piperacillin/tazobactam 2 8 94.5/0.0/55 Piperacillin/tazobactam 2 4 98.2/1.8/0.0 with CTX-M-15 and Pseudomonas aerudinosa An.‘] C beta-lactamases
isolated from patients with BSI in USA hospitals (2012), including the tested B-lactamase-encoding genes was detected in these strains Meropenem <006 <006 99.8/02/0.0 Meropenem G SO s Meropenem <006 <006  100.0/0.0/0.0 - _ J P '
organisms R to most currently available agents, such as KPC 100 1 Levofloxacin <012 >4 70.0/0.4/29.6 Levofloxacin <0.12 025 98.2/1.8/0.0 Levofloxacin <012 025  100.0/0.0/0.0 Antimicrob Agents Chemother 57: 2496-2505.
roducing ENT and MER-non-S PSA. - . - Ti lined 012  0.12 100.0/0.0/0.0 Ti lined 0.12 0.5 100.0/0.0/0.0 Ti lined 0.5 1 100.0/0.0/0.0 : : L . ' - ' . ’
P 9 ceftazidime-avibactam (MICz,qo, 0.12/0.25 pg/mL, 99.8% inhibited at <4 0 : . Esgfi)yrfelzce)type (72) Enté?ggggtlenrecloacae (109) Psei:%?;iz:;es aeruginosa (141) Miossec C (2012). In vitro antibacterial activity of the ceftazidime-
pg/mL), meropenem (M|C50/90, <0.06/<0.06 ug/mL,990% SUSCGpthle) and (}\'() ﬂb& Qggo ()0 Qr.\f,’? S N " B SN ‘?.-,;L Ceftazidime-avibactam 0.12 0.5 (100.0)° Ceftazidime-avibactam 0.12 0.5 (100.0)° Ceftazidime-avibactam 2 8 (96.5)° avibactam (NXL104) combination against Pseudomonas aeruginosa
tigecycline (MICgyqq, 0.25/1 pg/mL, 98.6% susceptible; Table 2) DS MIC (g/mL) Ceftazidime 16 >32 23.6/11.1/65.3 Ceftazidime 0.5 >32 73.413.7/22.9 Ceftazidime 2 >32 83.0/1.4/156 clinical isolates. Antimicrob Agents Chemother 56: 1606-1608.
Ceftri 8 8 4.2/0.0/95.8 Ceftri 0.5 8 67.9/2.7129.4 Cefepi 2 16 83.7/5.7/10.6 . . .
I t d t 2 » Ceftazidime-avibactam was very active against ESBL-phenotype E. coli PiE:)errIZ::(i(;inne/tazobactam >8 >>64 75.0/8.3/16.7 Pﬁ)er:::;;ir]ne;tazobactam 4 24 81.7/10.0/8.3 P;:gzlﬁn/tazobactam 8 :64 73.6/11.4/15.0 Livermore DM, Mushtaq _S_’ Warner M, Zhang ‘J_’ M.aharjal’.l S, Douml_th M,
n ro u C I O n (12.7%; MICgqye0, 0.12/0.5 pg/mL, 100.0% inhibited at <2 pg/mL), Klebsiella Meropenem <0.06 <0.06  98.6/1.4/0.0 Meropenem <0.06 <0.06  100.0/0.0/0.0 Meropenem 05 8 79.4/5.0/15.6 Woodford N (2011). Activities of NXL104 combinations with ceftazidime
pneumoniae (15.1%; MICqyq0, 0.25/0.5 pg/mL, 100.0% inhibited at <2 Ic_;zvniz(;:ifr:n >24 Zg &2-;?; i.g;zz.g Ic_;zvn(ingui?r:n s(i.112 215 gz.;;g.ﬁjg.g gﬂxiﬂn (if >44 799648//2é92//177i7 and_ a_ztreonam against carbapengmase-producmg Enterobacteriaceae.
Infections caused by gram-negative bacteria are of great concern. These ug/mL), meropenem-non-susceptible (MIC, 22 ug/mL) K. pneumoniae Figure 2. MIC distributions for ceftazidime-avibactam and Tgecydling? 012 025  1000/00/0.0 Tigecyciing® 005 1 972/28/0.0 Amikacin > g 99.2/0.0/0.7 Aht'm'crOb Agents Chemother 55: 390-394.
organisms are very efficient at up-regulating or acquiring antimicrobial (3.7%; MICspy0, 0.5/2 pg/mL, 100.0% inhibited at <2 pg/mL), and ceftazidime when testing 141 P. aeruginosa isolates from Klebsiella pneumoniae (298) ceftazidime-non-susceptible (MIC, 28 pg/mL; 29) Colistin 1 2 99.3/0.7/0.0 Pisney L, Barron M, Janelle S, Bamberg W, MacCannell D, Kallen A,
resistance genes. Furthermore, they have available to them a wide array ceftazidime-non-susceptible (MIC, 28 ug/mL) E. cloacae (26.6%; MICgyq,, T I o Ay Ceftazidime-avibactam 0.12 0.25 (100.0)° Ceftazidime-avibactam 0.25 0.5 (100.0)° meropenem-non-susceptible (MIC, 24 pg/mL; 29) Gould C, Limbago B, Epson E, Wendt J (2013). Hospital outbreak of
. . . . . . 0.25/0.5 ug/mL, 100.0% inhibited at <1 /mL; Table 1 Ceftazidime 0.12 16 86.2/1.7/121 Ceftriaxone >8 >8 0.0/0.0/100.0 Ceftazidime-avibactam 4 >32 (86.2)° carbapenem-resistant Klebsiella pneumoniae producing New Delhi
of resistance mec_hanlsrr_ls, often US'”Q multiple mechar.llsms a.ga_mst t.he H9 Hg ) Ceftriaxone <0.06  >8 85.9/0.0/14.1 Piperacillin/tazobactam 64 >64 31.0/38.0/31.0 Ceftazidime 8 >32 51.7/3.5/44.38 metallo-beta-lactamase-Denver, Colorado, 2012. MMWR Mor Mortal Wkly
-lactamase-mediated resistance, in articular, represents a significant ) : . . 0 Meropenem <0.06 <0.06 96.3/0.0/3.7 Levofloxacin <0.12 0.5 100.0/0.0/0.0 Piperacillin/tazobactam 64 >64 31.0/24.2/44.8 ’ )
B. . . P P g genes, 56 (778/0) carried bIaCTX'N_"15'I'ke a_nd/or blaCTX-M-14-I|ke1 16 (222 /0) 70 1 Levofloxacin <0.12 >4 87.9/1.0/11.1 Gentamicin <1 4 93.1/0.0/6.9 Levofloxacin >4 >4 37.9/6.9/55.2 Tygacil® Package Insert (2012). Available at www.tygacil.com. Accessed
clinical threat because of the mobile nature of the genes encoding these harbored bla,, three (4.2%) strains carried both blacry y.15.ike @Nd blacyy, m Ceftazidime-avibactam Gentamicin <1 <1 93.0/1.0/6.0 R 0.25 1 96.6/3.4/00 Gentamicin 5 -8 58.6/6.9/345 January 2013,
enzymes. Inhibition of B-lactamases, thereby allowing the p-lactam to two (2.8%) strains were positive for blag,,, (ESBL) and one (1.4%) strain 60 1 m Ceftazidime Tigecycline* 0.25 1 99.3/0.7/0.0 Enterobacter aerogenes (41) Amikacin 4 16 96.6/0.0/3.4 _ _
retain target concentrations at the sites of inhibition of penicillin-binding harbored a bla;g,, (ESBL; data not shown) o ESBL-phenotype (45) Ceftazidime-avibactam 012 025 (97.6)° Colistin ) 1 2 100.0/0.0/0.0 Zhanel GG, Lawsqn CD, Ao!am H Schvyelzer F, Zelenitsky S, Lagace-
roteins (PBPS) is an imoortant strate to restore the utility of B-Iactam i Ceftaz!d!me-awbactam 0.25 0.5 (100.0)° Ceft§2|d|me 0.25 32 61.0/7.3/31.7 AC|net0ba.lc.ter bau.mannll 27) Wiens PR, Denisuik A, Rubinstein E, Gin AS, Hoban DJ, Lynch JP, 3rd,
P g ’ P 9y y « Only 75.6% of ESBL-phenotype K. pneumoniae strains were susceptible to 2 20 - Ceftazidime 2 o=z IR Ceftriaxone 025 >8 56.1/4.9/39.0 Critime EeEE o e eeal Karlowsky JA (2013). Ceftazidime-avibactam: a novel cephalosporin/beta-
compoundas. 0 ; e 0 ° Ceftriaxone >8 >8 6.7/0.0/93.3 Piperacillin/tazobactam 4 64 70.7/195/9.8 Ceftazidime 8 >32 63.0/0.0/37.0 S g . } )
meropenem, 55.6% were sus_ceptlbl_e to gentarr_ucm an_d 33.3 /O:V ere 5 Piperacillin/tazobactam 64 >64 37.8/15.5/46.7 Meropenem <0.06  <0.06 100.0/0.0/0.0 Cefepime 8 >16 59.3/7.4/33.3 lactamase inhibitor combination. Drugs 73: 159-177.
_ _ o _ susceptible to levofloxacin. Tigecycline was active against 97.8% of strains g 30 1 Meropenem <006 >8  756/00/24.4 Levofloxacin <012 1 92.7/2.3/4.9 Piperacillin/tazobactam 16 >64  63.0/00/37.0
Avibactam is a non-B-lactam B-lactamase inhibitor that very effectively at the CLSI susceptible breakpoint and the highest ceftazidime-avibactam . Levofloxacin >4 >4 33.3/2.3/64.4 Gentamicin <1 <1 100.0/0.0/0.0 Meropenem 1 >8 63.0/3.7/33.3 Acknowledgments
inactivates class A, C and some D B-lactamases, with low IC5, MIC was only 2 pg/mL (Tables 1 and 2) | Gentamicin 4 >8 55.6/6.6/37.8 Tigecycline® 0.25 1 97.6/2.4/0.0 Levofloxacin 0.25 >4 59.3/0.0/40.7
. . . . iy ey i inad ici
(concentration resulting in 50% inhibition) values and low turnover . The most frequent B-lactamase-encoding genes among ESBL-phenotype K 10 - Tigecycline 0-5 2 97.8/2.210.0 iri?zg'ncm i :382 ;g'gjg'ggg'g This study was supported by Forest Laboratories, Inc. Forest Laboratories,
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