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Results
All 934 E. coli were inhibited at <1 pg/mL by ceftazidime avibactam (100.0%

Background: Avibactam (NXL104) is a novel non-8-lactam Organism/region Cumulative % inhibited at ceftazidime avibactam MIC (ug/mL) of: susceptible) using either the CLSI or EUCAST susceptible breakpoint criteria for

B-lactamase inhibitor (BLI) that inhibits Ambler class A, C and some (no. tested) <0.06 e 025 05 1 > 4 s ceftazidime (Table 1).

D enzymes. Ceftazidime avibactam (CAZ104) is in development - - )

for treatment of hospital infections, including those caused by E. coli (934) 58.0 88.7 97.2 99.9 100.0 = Z - e For E. coli with the ESBL phenotype, ceftaz!dlme avibactam and meropenem

antimicrobial-resistant (R) Gram-negative bacilli (GNB) ESBL-phenotype (245) 29.0 69.4 91.0 99.6 100.0 - = = were the most potent compounds and provided the best coverage (100.0%)
: Klebsiella spp. (1003) 36.3 701 83.6 94.3 97.8 98.9 99.2 99.2 using either the CLSI or EUCAST susceptible breakpoint (Tables 1 and 2).

Methods: CAZ104 and various comparators were tested by CLSI broth ESBL-phenotype (358) 8.4 32.4 57.5 84.1 93.9 96.9 97.8 97.8 « Nearly all Klebsiella spp. (99.2%) were categorized as susceptible to

i iluti i Meropenem-NS (40 5.0 10.0 275 60.0 75.0 87.5 90.0 90.0 - (99
mlcr.Odllmlon oeds agamSt SR (E1Y pathggens LT ffeim S Enterobac’iers (36(1) ) 10.5 40.4 74.8 91.1 95.6 98.9 99.7 99.7 ceftazidime avibactam using the CLSI susceptible breakpoint for ceftazidime
medical centers located in Europe (EU; 2,092 isolates/56 centers), PP- : . : : : : : : d 97.8% wh lving the EUCAST tible breakpoint for ceftazidi
i ; . : i i . CAZ-NS (120) 42 10.8 375 75.0 87.5 97.5 99.2 99.2 and 97.576 when applying the susceptible breakpoint for cettazidime.

Latin America (LA; 509/13) and Asia-Pacific region (APAC; 632/23) . Ceftazidime avibactam showed the highest susceptibility rate followed b

; n . ECe ne0RA- % ESBL- Citrobacter spp. (312) 27.2 63.1 88.1 95.8 99.0 99.4 100.0 - 9 pubility Tollowed by

in 2010. The C°"e‘?t|°n 'ndUded-_E' coli (E.C, n-0934, 26.2% CAZ-NS (73) 14 16.4 58.9 83.6 95.9 97.3 100.0 _ meropenem at 96.0% and 96.3% (CLSI and EUCAST susceptibility criteria,

phg"fg{‘/)e)' Wt S&%él(_sp’ ?:1003}%?'76”3'58?‘; phgnottype M. morganii (298) 795 93.3 9.3 98.3 98.7 98.7 99.3 100.0 respectively, see Tables 1 and 2).

and 4.0% meropenem [MER]-non-susceptible [NS]), Enterobacter spp. S. marcescens (325) 6.2 455 79.4 96.0 97.9 98.8 99.1 99.7

(ESP; n=361; 33.2% CAZ-NS), Citrobacter spp. (n=312; 23.4% CAZ- A total of 90.0% and 75.0% of the meropenem-non-susceptible isolates

2As there are currently no established susceptibility criteria for ceftazidime avibactam, interpretation was based on either the CLSI or EUCAST susceptible breakpoint criteria for ceftazidime alone (CLSI, S at <4 ug/mL and EUCAST, S at <1 pg/mL)

NS), S. marcescens (n=325; 6.5% CAZ-NS) and M. morganii (n=298;
9.4% CAZ-NS).

Results: ESBL-phenotype among EC/KSP was highest in APAC

Table 2. Activity of ceftazidime avibactam and comparator agents tested against 3233 Gram-negative clinical isolates collected from 92 medical centers in EU, LA, and APAC regions (2010)

were susceptible to ceftazidime avibactam using the CLSI and the EUCAST
susceptible breakpoints for ceftazidime, respectively (Table 1).

The presence of carbapenemases was evaluated by polymerase chain reaction

(33.8/39.3%), followed by LA (26.6/37.0%) and EU (24.3/34.2%), while - (PCR) analysis on eight isolates with both meropenem and ceftazidime
39.3, 37.0 and 34.2% of ESP were CAZ-NS in APAC, LA and EU, eedions EU LA APAC avi(;zactanEw MIC;/aIues =4 pg/mL, ?_ix K{eblsiella spp., .Onz Se\;lr?jiﬁnarcesien;
respectively. CAZ104 was active against all Enterobacteriaceae (ENT) — cLsi EUCAST= cLsi EUCAST® cLsi EUCAST® cLsi EUCAST® and one Enterobacter aerogenes. Two isolates contained a VIM-like metallo-B-
species (MIC,, ranging from <0.06-0.25 pg/mL; MIC,, from 0.12-0.5 Antimicrobial agent (N) MIC,, MIC,, %S/ %R %S / %R MIC,, MIC,, %S/ %R %S / %R MIC,, MIC,, %S / %R %S / %R MIC,, MIC,, %S/ %R %S/ %R Iactamase‘(one |solateA from Romania and one from .Me)l(lco). One Islolatle from
pg/mL), and retained activity against ESBL-phenotype (MIC,,, ranging T - 5 e 75 Lthalyscontalned the segnz_z carbapenemase KPC’?; an/e If(?;ecl:teﬁ\’/lgh\lﬁl\r;l ";\‘Cgﬁed
from 0.25-1 pg/mL), CAZ-NS (MICq, 1-2 ug/mL) and MER-NS KSP " Ceftazidime avibactam 0.06 0.25 100.0/0.0°  100.0/0.0° 0.06 0.25 4= == 0.06 0.25 =)= ~)= 0.06 0.25 =)= e S|§/| b'fhjrgs,jezm nSPMaerofi';e&Lmere _r:egta ve TOr K, TV VIM, DM,
(MICq,, 4 pg/mL) strains. Overall, 99.2% of strains had CAZ104 MIC of Ceftazidime 0.12 16 80.8/14.9 76.9/19.2 0.12 16 81.7/14.2 77.8/183 0.25 32 77.8/18.8 75.4/222 0.25 16 81.7/120  75.4/183 » DIM, GIM, AlM, »an ike B-lactamases.
=2 L Cefepime <0.12 >16 83.8/132 76.3/19.1 <0.12 >16 84.8/125 783/17.3 <012 >16 83.1/12.6 76.3/21.3 <0.12 >16 81.0/169  683/232
== Imighfnnlk: (raliprofloxacin 50.93 >A% 63.5 /?6.3 ?2.7 /}’»6.5 50.11)3 >4% 6137.9 /}'32.0 67.4 /?2.1 0.112 >A% ?6.0 /;14.0 ?5.6 /;14.0 0.215 >A§ ?6.3 /;13.0 54.2 /;13.7 * For Enterobacter spp., 99.7% of the isolates were susceptible to ceftazidime
. . . : , eropenem <0.12 <0.12 100.0/0.0 00.0/0.0 <0.12 <012 00.0/0.0 100.0/0.0 <0.12 <012 00.0/0.0 00.0/0.0 <0.12 <0.12 00.0/0.0  100.0/0.0 i < 6% at < ) ; i
Conclusion: CAZ104 was very active against ENT, including ESBL, Piperacillin/tazobactam 2 16 90.1/3.9 83.9/9.9 2 32 89.6/4.1 82.7/10.4 2 32 88.4/2.9 81.6/11.6 2 4 95.1/4.2 92.3/4.9 avibaotam at <4 ig/mL and 95.6% at <1 ig/mL.. The agent with the next highest
KPC, and AmpC producers. NXL104, a broad-spectrum BLI, in susceptibility was meropenem at 98.1% and 98.3%, respectively (Tables 1 and 2).
s ; : : i ; ESBL phenotype (245) (142) (55) (48)
combination with a GN B-lactam, such as CAZ, appears to offer Ga 8e2azigime avibactam 01% 2 0.325 12 %0'90/5%07b 112050//7% 01b 0i1e 2 o.§25 o éfés s . 5—// - 01.}5 2 oés2 164 ; “0s . 3»// 6 og 2 0.325 5 3’555 . o 1—;54 ) o Ceftazidime avibactam inhibited all (100.0%) Citrobacter spp., 99.3% of M.
useful option for treatment of infections caused by multidrug-R GNB. eftazidime > . . > . . . . > . . . § > . i . ii 9 i
P Y 9 Cefepime >16 16 38.4/50.2 10,6 /727 >16 16 37.3/514 12.0/71.1 16 16 36.4/473  10.9/80.0 16 16 43:8/500  6.3/68.8 morganii, and 99.1% of S. marcescens strains at <4 ug/mL. (Table 1).
Ciprofloxacin >4 >4 19.2/80.4 18.0/80.8 >4 >4 21.8/782 20.4/782 >4 >4 10.9/89.1 10.9/89.1 >4 >4 20.8 /771 8/79.2
Meropenem <0.12 <0.12 100.0/0.0 100.0/0.0 <0.12 <0.12 100.0/0.0 100.0/0.0 <0.12 <0.12 100.0/0.0 100.0/0.0 <0.12 <0.12 100.0/0.0 0.0 /0.0
Piperacillin/tazobactam 8 64 75.9/8.2 57.1/24.1 8 64 732/85 51.4/26.8 16 64 67.3/9.1 47.3/32.7 2 16 8/6.3 4/6.3
Introduction N St coms avibactam 0.12 05 Sb/os 97.8/0.8 0.12 05 ©,. NE 0.12 05 s, E 0.12 05 Conclusions
) o ) Ceftazidime 0.12 >32 73.3/24.3 69.2/26.7 0.12 >32 74.6/24.2 71.3/25.4 0.25 >32 72.6/24.4 66.7 /27.4 0.25 >32
Gram-negative bacteria resistant to currently approved agents continue to present Cefepime <0.12 >16 77.8/19.0 70.8/24.7 <0.12 >16 78.0/19.7 72.0/23.4 <0.12 >16 80.0/16.3 69.6/24.4 <0.12 >16
achalng o sucosss estment o seous fecons, - ctamasomeciated | (lriEren =R O e R R e e e T AR « The ESBL-phenotype isaates among E. col and Kiebiala
resistance, in particular, represents a significant clinical threat because it is eropen ; . ¢ ; : S 5 - p ; : : g ¢ J ; : 7 y . .
widespread in nature and many of the genes encoding the enzymes are mobile Piperacillin/tazobactam 2 >64 79.5/13.2 73.2/20.5 2 >64 80.1/13.1 74.3/19.9 2 >64 74.1/19.3 70.4/25.9 4 64 spp. and ceftazidime-non-susceptible Enterobacter spp. were
An approach to restore the utility of a B-lactam compound is to combine it with ESBL phenotype (358) (224) (50) prevalent across all regions and most prevalent in the APAC
novel agents that inhibit p-lactam thereby allowing the p-lactam to retain Ceftazidime avibactam 0.25 1 97.8/2.2° 93.9/2.2° 0.25 1 /= /= 0.25 1 /= /= 0.25 1 region
farget concentrat Feiamases, ey Slowing e Pracam o e e 7 B Rued Bies | %0 S RYDR Wiées | B 2 i0/%0  1s0/eso | e e '
arget concentrations. efepime > > o Y ¥ b > > . i B B > . o > o . . . .
Ciprofloxacin >4 >4 38.8/55.9 34.4/61.2 >4 >4 38.4/56.7 37.1/61.6 4 >4 40.0/52.0 30.0/60.0 >4 >4 Ceftazidime avibactam was very active against these resistant
i i - . inhibitor wi isi Meropenem <0.12 4 88.8/10.3 89.7/7.3 <0.12 1 90.2 /9.4 90.6 /6.7 <0.12 4 82.0/16.0 84.0/10.0 <0.12 2 ) : :
Avibactam (NXL104) is a non-B-tactam B-lactamase inhibitor with promising Piperacillin/tazobactam 32 64 461/349  318/53.9 32 >64 46.4/857  33.0/536 64 >64 320/500  22.0/680 16 64 Enterobacteriaceae, including ESBL, KPC, and AmpC producers
activity against class A, C and some D B-lactamases. B-lactamase enzymes are with 99.2% of all isolates having a ceftazidime avibactam MIC
inactivated very efficiently by avibactam, with low IC,, (concentration resulting in M%openem-non-susceptible (40) P " p ) (22) p p 9) p p of <2 pg/mL
% inhibiti 7 ; eftazidime avibactam 0.5 4 90.0/10.0 75.0/10.0 0.5 4 /= e 0.5 - == - /= 2 - -
f’rgr{‘]’ L’;'gt’c"'l';’;‘; ‘@'L;eja?r;‘y%‘g’gﬁg‘:a’:; numbers. Avibactam protects f-lactams Ceftazidime >32 >32 257925 6.0/ 975 >32 32 457985 0.0/ 955 >32 - 0.0/ 889 0.0/1000 32 -
- efepime >16 >16 5.0/90.0 0.0/100.0 >16 >16 0.0/955 0.0/100.0 516 - 11.1/77.8 0.0/100.0 >16 = ftazidime avibactam provided the highest overall susceptibilit
Ciprofloxacin >4 >4 5.0/925 5.0/95.0 >4 >4 0.0/100.0 0.0/100.0 >4 - 11.1/77.8 11.1/88.9 >4 - os : P e gnest ov susceptibiiity
Avibactam combined with ceftazidime (ceftazidime avibactam [CAZ104]) is Meropenem >8 >8 0.0/92.5 7.5/665.0 >8 >8 0.0/95.5 4.5/68.2 >8 - 0.0/88.9 11.1/55.6 >8 = when tested against this contemporary collection of Gram-
currently undergoing clinical development for treatment of complicated urinary FizerEslinERe s = 58 2OYEE 2BIETS 5 = /i Lo/ TE = - /e E/ikne 25 - negative pathogens from EU, LA, and APAC medical centers.
tract and intra-abdominal infections (including hospital infections and resistant Enterobacter spp. (361) (247) (46)
infections, in each case), including those caused by antimicrobial-resistant Gram- 8egazigime avibactam 832 0:.”52 ggg//gofi; giig;gss; %255 Oés2 60 ; o o3 6754 o 8%2 0:.;52 85 ; 7 789 5 7 %255 132 The use of avibactam, a broad-spectrum non-B-lactam
i i i i idi i eltazidime .. >, R . X . . > A . A ! .. >, . . 3 . . >, H i H H i i
negative bacteria. In this study, we evaluated the activity of ceftazidime avibactam Cefepime <0.12 8 906/66  787/119 | =012 4 93.1/4.0 81.0/8.9 <0.12 16 801/109  783/174 | <0712 16 p-lactamase inhibitor, in combination with the well-known
?galn;tz a C%r_ﬂerlnporfry (|201 ftJ) g?"egtlon Of( EGJ?T-TQZUVG _Pat?&g)ens g?:eclie_d ’\Cﬂiprofloxacin sg.?g 0412 %533,1 //111 ;5 8928.53 //1 (;tg sggg 0212 Sg.g ; ?; 13938.48 //1 0384 sg.?g 5‘:2 13943.35 //1 6552 23903.45 //1 2522 sg.?g 54:2 B-lactam, ceftazidime, may offer a useful therapeutic alternative
rom meadical centers located In Europe , Latin America , an e Asla eropenem =0. =0. . . . . =0. =0. N . N y <0. <0. o b g g <0. <0. . . . .
Pacific (APAC) region P Piperacillin/tazobactam 4 >64 73.7/102  70.1/263 4 64 74.1/8.9 70.4/25.9 2 64 80.4/87  80.4/19.6 4 64 for treatment of multidrug-resistant Gram-negative bacteria
’ worldwide.
Ceftazidime-non-susceptible (120) (84) (10)
Coacime avibactam % 5 e A A % 3 0.0/ 0071000 % 5 0071000 0074500 %5 5
= eftazidime > >, ! 7 I y >, >! I 7 Y >, >, > >,
Materials and methods Cefepime 2 216 750/183  42.5/31.7 2 16 81.0/11.9  48.8/250 2 216 700/30.0  30.0/50.0 2 16
Ciprofloxacin 0.25 >4 66.7 //27.5 60.0 //33.3 0.25 >4 69.0 //25.0 61.9 //31 0 1 >4 60.0 ; 40.0 40.0 5 40.0 0.25 >4
- . ' ) . Meropenem <0.12 0.5 94.2/5.0 95.0/2.5 <0.12 0.5 95.2/3.6 96.4 /2.4 <0.12 8 70.0/30.0 70.0/10.0 <0.12 0.25
Bta?te”a' 'SO'aItIeS-t ‘L ‘3‘3! of g?ﬁg ?O”'dguzp"caé?, CIO”SGiCU“;’e (ifa?‘"ﬁ]gag‘be Piperacillin/tazobactam 64 >64 26.7/275 20.0/73.3 64 >64 27.4/25.0 202/72.6 64 >64 30.0/30.0 30.0/70.0 64 >64
strains were collecte uring rom medical centers locatea In the
i . i Citrobacter spp. (312) (198) 37) (77)
fcglszzzctlzglirtj;/ i?o%ednstt?;sg;n%e(ssgﬁggzyaggc?P:rfij (Slii/ig)d Igfist?slsstiai;efsegiegs s 8eftazidime avibactam 0.12 0.5 1 00.0// 0.0° 99.0 ; 0.0° 0.12 0.25 - ; - - ; - 0.12 0.25 - ; - - 5 - 0.25 0.5 - 5 - - 5 - se lected references
, ) : eftazidime 0.25 >32 76.6/21.5 72.1/23.4 0.25 >32 80.3/17.2 76.3/19.7 0.25 32 70.3/29.7 64.9/29.7 0.5 >32 701/286  64.9/29.9 . ! -
according to defined protocols. Only clinically significant isolates were included Gefepime <0.12 4 94.2/39 80850 <012 2 939,46 83,86 <0.12 4 sr3/27 865/ 8.1 <0.12 8 s35/26 8317104 C“t”,'c,a' 32‘,’ ;—abora“;fgﬁta;d?rdfs ";St'tt“t? (2;1’0?)- M07‘A3b’,‘/’ef/’7°d5 for d’g‘“f" o
i i i ) ies identificati " iprofloxacin <0.03 4 84.3/13.1 82.7/15.7 <0.03 4 88.4/11.1 86.9/11.6 <0.03 2 89.2/5.4 86.5/10.8 0.12 >4 71.4/22.1 701/28%6 antimicrobial susceptibility tests for bacteria that grow aerobically; approved standard:
'g thf Std“d‘é (gnerf’er Patl":"t tep'scc’;je) Specf'etf] 'd\i?ti'zagontwaséom'f med Meropenem <012 <012 99.4/0.6 99.4 /0.0 <012 <012 100.0/0.0 100.0/0.0 <012 <0412 94.6/5.4 94.6/0.0 <0.12 <0.12 100.0/0.0  100.0/0.0 eighth edition. Wayne, PA: CLSI.
HV S fli” a; M'PC e”}'ﬁs /SS S ana/or use QI_h e ||| e ; S le'“g (dloE e/:eu‘xh‘ Piperacillin/tazobactam 2 64 83.7/6.7 78.2/16.3 2 32 87.4/45 81.8/12.6 2 64 75.7/8.1 70.3/24.3 4 >64 77.9/11.7 72.7/22.1
azelwood, Missourl, , as necessary. € collection Incluaed: £scherichia - .
coli (n=934; 26.2% extended spectrum p-lactamases [ESBL]-phenotype) Ceftazidime-non-susceptible 73) 39) 1) ©3) Clinical and Laboratory Standards Institute (2011). M100-S21. Performance standards
Klebsiella s A % ESBL-bh S ’ Ceftazidime avibactam 0.25 1 100.0/0.0° 95.9/0.0° 0.25 1 -/- -/- 0.25 0.5 -/- -/- 05 2 -/- =/= for antimicrobial susceptibility testing: 21st informational supplement. Wayne, PA:
ebsiella spp. (n=1003; 35.7% ESBL-phenotype and 4.0% meropenem-non- Ceftazidime 32 >32 0.0/91.8 0.0/100.0 >32 >32 0.0/87.2 0.0/100.0 32 >32 0.0/100.0 0.0/100.0 32 >32 00/957  0.0/100.0 cLS!.
susceptible [NS]), Enterobacter spp. (n=361; 33.2% ceftazidime-non-susceptible (C;efepfilme O12 >146 ggg ﬁ :1583 58.9 ; 57.8 012 >1f 2(139 ; :1573 Géi ﬁ ggz 0103 t23 g?g ﬁ gq 5421.5 ; %g 01 13 768.3//380.74 sgg ; ‘2121
- i = . 9 ~ i — - iprofloxacin .25 > ! b 57.5/37. .25 > .5/35. 56. 15 <0. d b 72.7 b 15 > 56.5 k 52. 3 N .
[CAZ-NS]), Citrobacter spp. (n=312; 23.49% CAZ-NS), Serratia marcescens (n=325; Meropenem <0.12 <0.12 97.3/2.7 97.3/0.0 <0.12 <0.12 100.0/00  100.0/0.0 <012 4 81.8/18.2 81.8/0.0 <0.12 <012 1000/00  100.0/0.0 Drawz SM, Bonomo RA (2010). Three decades of beta-lactamase inhibitors. Clin
6.5% CAZ-NS) and Morganella morganii (n=298; 9.4% CAZ-NS). Piperacillin/tazobactam 32 >64 41.1/233 26.0/58.9 32 >64 46.2/15.4 25.6/53.8 32 >64 18.2/27.3 9.1/818 64 >64 435/348  34.8/565 Microbiol Rev 23: 160-201.
Susceptibility testing: Susceptibility testing was performed by a reference broth M. morganii (298) (193) (35) (70) i i i 0 ot Y |
microdﬁution%medﬂe (C”nicpa| ana Labo,gtory s It (CLS]] Ceftazidime avibactam 0.06 0.12 99.3/0.0°  98.7/0.7° 0.06 0.12 -/~ -/~ 0.06 0.25 -/- -/~ 0.06 0.12 -/~ -/~ Endimiani A, et al. (2009). In vitro activity of NXL104 in combination with beta-lactams
X d S ! . Ceftazidime 0.12 8 87.2/9.4 76.5/12.8 0.25 8 86.0/9.8 74.6/14.0 0.12 16 82.9/11.4 71.4/17.1 0.12 2 92.9/7.1 84.3/7.1 against Klebsiella pneumoniae isolates producing KPC carbapenemases. Antimicrob
2009) using validated microdilution panels manufactured by TREK Diagnostics Cefepime <0.12 0.25 96.6 /3.0 93.6/4.0 <0.12 <0.12 96.4/3.6 93.8/4.1 <0.12 2 97.1/2.9 88.6/5.7 <0.12 <0.12 97.1/1.4 95.7/2.9 Agents Chemother 53: 3599-3601.
(Cleveland, Ohio, USA). The concentration of avibactam was maintained at ('\iliprofloxacin 58?525 (ﬁz zgs}é;ga ?808(;/283 sg?g O>ﬁ2 1802({/188 1300({ /258 8?2 gﬁz (138070/ %3 ?(1)(;‘0/?3:05 58?3 0412 18060//1(2)8 (138066 /2(1)3
H idi ibili q leropenem =0. =<0. . . . . =0. =0. . . . . =0. =<0. . 5 . . =0. =0. . . 5 . i H i H
4 ug/mL for all test congentratlons of ceftazidime. SuSCeptlblhtY te§t|ng results Piperacilin/tazobactam 20.5 > 98.0/07 96.6/2.0 205 > 98.4/1.0 96.9/1.6 0.5 4 94.3/0.0 943/57 0.5 i 98.6/0.0 974 /14 EUQAST (2011). Breakpoint tat?les for interpretation of MICs and.zpne dlameter.s.
were interpreted according to CLSI (2011) or EUCAST (2011) criteria. As there Version 1.3, January 2011. Available at: http://www.eucast.org/clinical_breakpoints/.
are currently no established susceptibility criteria for ceftazidime avibactam, S. énaf{ce%c.ens - 5 05 (338)1 R OO T G (215) p p . . (49) P p B 05 1) p p Accessed: March 18, 2011.
interpretation was based on either the CLSI or EUCAST susceptible breakpoint prazicielaylactan 5 : LUK 210, b b °U= U= . b 20e 20 b b 0= 0=
Ceftazid 0.12 2 935/4.9 88.0/6.5 0.12 2 94.0/4.7 89.8/6.0 0.25 4 1.8/ 4.1 79.6/8.2 0.12 2 93.4/6.6 88.5/6.6 . — . :
criteria for ceftazidime alone (CLSI, S at <4 pg/mL and EUCAST, S at <1 pg/mL). Cofonime <0.12 2 92.0/74 88.6/8.3 <012 T 94.4/51 90.7/5.6 <0.12 >16 81.6/143  796/168.4 <0.12 2 91.8/8.2 88.5/9.8 Livermore DM, et al. (2008). NXL104 combinations versus Enterobacteriaceae with
E. coli ATCC 25922 and Pseudomonas aeruginosa ATCC 27853 were concurrently Ciprofloxacin 0.06 2 88.0 5 55 83.7 //12.0 0.06 2 87.4 //s.o 833/ /12.6 0.12 2 87.8 //6 1 85.7/ /12.2 0.06 1 0.2 ; 33 83.6 5 9.8 CTX-M extended-spectrum beta-lactamases and carbapenemases. J Antimicrob
- . . . Meropenem <0.12 <0.12 99.7/03 99.7/0.0 <0.12 <0.12 100.0 /0.0 100.0/0.0 <0.12 <0.12 100.0/0.0 100.0/0.0 <0.12 <0.12 984 /1.6 98.4/0.0 Chemother 62: 1053-1056.
tested for quality assurance; all results were within the published ranges. Piperacillin/tazobactam 2 16 92.3/3.1 895/7.7 2 16 92.1/1.9 89.3/7.9 2 64 857/122  83.7/143 2 8 984/00  951/16

E. coli and Klebsiella spp. isolates for which the MIC results of ceftriaxone,
ceftazidime, or aztreonam were =2 pg/mL were considered to be phenotype-
positive for ESBL production (CLSI, 2011).

4Criteria as published by the CLSI (2011) and EUCAST (2011). PAs there are currently no established susceptibility criteria for ceftazidime avibactam, interpretation was based on either the CLSI or EUCAST susceptible breakpoint criteria for ceftazidime alone (CLSI, S at <4 pg/mL and
EUCAST, S at <1 pg/mL).

Stachyra T, et al. (2009). /n vitro activity of the {beta}-lactamase inhibitor NXL104
against KPC-2 carbapenemase and Enterobacteriaceae expressing KPC
carbapenemases. J Antimicrob Chemother 64: 326-329.
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