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. Screening for B-lactamases. Isolates displaying an ESBL-phenotype (MIC, 22 ug/mL » The most common ESBL observed among K. pneumoniae was KPC-like (26 el 1 SuTTERY 6F celed allesriieEiar afuli tesied sealine: Grardreaaiive arearis s fealeree) frar aefams vl
A b S 't r aCt I n 't r O d u Ct I O n for aztreonam and/or ceftazidime and/or ceftriaxone) were tested for B-lactamase- strains; 44.8%) and CTX-M-15-like (15 strains; 25.9%). The highest ceftazidime- e y : _ y 9 9 g P
encoding genes using a microarray based assay (Check-MDR CT101 kit; Check- avibactam MIC value among isolates producing KPC-like enzymes was only 2 pneumonia hospitalized in an ICU (USA, 2012-2014).
L . _ _ _ _ o o _ points, Wageningen, Netherlands). The assay was performed according to the Mg/mL (MICgyg0, 0.5/2 pg/mL; 100.0% susceptible) and all ESBL-producing K. No. of isolates (cumulative %) inhibited at ceftazidime-avibactam MIC (pg/mL) of:
Introduction: Ceftazidime-avibactam (CAZ-AVI) consists of Pneumonia represents the second most common infection in hospitalized patients manufacturer’s instructions. This kit has the capability to detect CTX-M Groups 1, 2, pneumoniae isolates were inhibited at <1 pg/mL of ceftazidime-avibactam (Table 3). Organism Total  <0.015 0.03 0.06 0.12 0.25 0.5 1 2 4 8 16 32 >32 _ MICg  MICq
CAZ combined with the novel non-B-lactam B-lactamase (BL) and the importance of Gram-negative organisms, such as Pseudomonas aeruginosa, 8+25 and 9, TEM wild-type (WT) and ESBL, SHV WT and ESBL, ACC, ACT/MIR P. aeruginosa 407 B 0(0.0) 1(0.2) 0(0.2) 0(0.2) 13(3.4) 137(37.1) 155(75.2) 64(90.9) 21(96.1) 10(985) 1(98.8) 5 (100.0) 2 4
. _ . . - i i ; ; ! ! ! ! . ! . Mo1ELL _ ; CAZ-NS 76 -- -- -- -- -- 0 (0.0 1(1.3 21 (28.9 27 (64.5 11 (78.9 10 (92.1 1934 5(100.0 4 16
inhibitor AVI, which inhibits extended-spectrum BLs (ESBLS), Klebsiella spp. and Enterobacter spp., has increased substantially in recent years. CMYI/MOX. CMYII. DHA. FOX, KPC and NDM. The most common mutations that CTX-M-15-like was the most common B-lactamase detected among E. coli (15 AL e : : - - - : Eo.og ; 2 4_5; = §3 4_83 A E69.7; = 586.5; : (533_3)) : gg i 43 2 ElO0.0; - o
KPCs, AmpCs and some OXA enzymes. CAZ-AVI is under Antimicrobial resistance is also increasing for each of these pathogens with limited expand the spectrum of TEM and SHV enzymes are detected by this assay and strains; 55.6%), followed by CMY-2-like (five isolates; 18.5%) and CTX-M-14-like MDR 79 - - - - - 0(0.0) 3(38) 26(36.7) 24(67.1) 12(823) 8(92.4) 1(93.7) 5(100.0) 4 16
i : . advancement in terms of novel antimicrobials for treatment of multidrug-resistant : : four isolates; 14.8%). The highest ceftazidime-avibactam MIC value among ESBL- XDR 38 - - - = 0(0.0) 2(5.3) 4(158) 16(57.9) 7(76.3) 4(86.8) 1(89.5) 4(100.0) 4 >32
clinical development for treatment of nosocomial pneumonia. MDR ) H timicrobial ot has b _ gt . these mutations mc!udg E104K, R164S/H o_r 62388_ for TEM and GZ;S8A/S and ( ducing E. coli ) v 1 9 i (100.0% tible: Table 3 9 Enterobacteriaceae 851 14 (1.6)  55(8.1) 254(38.0) 284(71.3) 136(87.3) 76(96.2) 20(98.6) 10(99.8) 1(99.9) 0(99.9) 1 (100.0) - - 0.12 0.5
Eieterr%i%grin(;?r;isr;icalus& S:r(]Jrlrr:egr?dIéhligrﬁzlrsr:tnecseof?nti;ﬁg:gsi:tllnr:an;iz?; ri:r:e e E240K for SHV. Validation of the assay against US isolates was previously producing E. coli was only 1 pg/mL (100.0% susceptible; Table 3). CRE 29 ogo.og 123.4; o((3.4)) 1((6.9)) 2((13.8)) 9(214.8)) 9((75.9)) 7((100.(;) . s 1500 - - 1 2
. R R R it i i i idi _awvi . . . . . . MDR 85 4 (4.7 2(7.1 5(12.9 6 (20.0 20 (435 27 (75.3 12 (89.4 7 (97.6 1(98.8 0(98.8 1 (100.0 -- -- 0.5 2
Methods: Clinical isolates were consecutively collected from : : : : - : o hi performed. Additionally, all isolates displaying a ceftazidime-avibactam MIC of >4 « Among the entire collection of Gram-negative organisms evaluated in this XDR 11 - — - 0000)  1(91) 5(545  4(90.9)  1(100.0) - — — - - 0.5 1
. , . expected in the intensive care unit (ICU) due to multiple factors, including high mL d for th f metallo-B-lact d ] / 91 : RS S ,
51 United States (USA) medical centers in 2012-2014 as part . : : SRS ug/mL were screened for the presence of metallo-B-lactamase and serine investigation, 94.8% of isolates (1,354/1,428) were inhibited at a ceftazidime- E. coll 167  8(48)  16(144) 74(58.7) 50(88.6) 14(97.0) 4(99.4)  1(100.0) -- - - -- - -- 0.06  0.25
. occurrence of invasive procedures, increased use of broad-spectrum antimicrobials b di families (bl bl bl bl bl /estig » I ’ ’ _ : Klebsiella sop. 340 4(12 11 (44) 126 (41.5) 118(76.2) 31(853) 32(94.7) 11(97.9) 7 (100.0 . - _ . _ 012 05
of the INFORM Surveillance Program and tested for . - . . : carbapenemase encoding genes families (blayyp, blay,y, blaypw, blakee, blagxa.se: avibactam MIC of <8 ua/mL. whereas 88.2% of isolates were susceptible to ebsiella spp () ) (i o) etz R(E L) T () R (T
- and increased chance of transmission of resistant bacteria among patients. bla~—<. bla... bla and blag,,e) by PCR as previously described. Amplicons were =0 Hg/mL, Za> ©8.270 ) P K. pneumoniae 261 3(L1)  9(46) 98(421) 84(743) 24(835 27(939) 9(97.3)  7(100.0) - - - - - 012 05
susceptibility (S) at a central laboratory by reference broth ) - - - = _ - GES» =F=MI = ZNMC-AY SME . ' meropenem and 80.3% to piperacillin/tazobactam (Figure 2). ESBL-phenotype 58 3(5.2) 1(69) 3(121) 7(41)  9(39.7) 19(72.4) 9(87.9)  7(100.0) - - - - - 0.5 2
_ 1 i s _ Furthe_rmore, Gram-negative bacf[er_la can be h_lghly efficient at up- regulating or sequenced on both strands and results were analyzed using the Lasergene software MEM-NS 29 0(0.0) 1(3.4) 1(6.9  1(103) 2(17.2) 9(483)  8(75.9)  7(100.0) -- -- - -- - 1 2
_mICFOdI ution met 0d§- Resu_ ts for 1,428 .Gram-negatlve (GN) acquiring genes that code for antimicrobial resistance, especially in the presence of package (DNASTAR, Madison, Wisconsin, USA). Amino acid sequences were K. oxytoca 78 0(0.0) 2(26) 28(385 34(821) 7(91.0)  5(97.4)  2(100.0) - 012 025
encoding genes were evaluated for all Klebsiella spp. (KSP) CAZ NG o 500 71y 100429 13 (893  3(100.0 - - - - - - e )
and E. coli (EC) with an ESBL-phenotype (n=98) by Avibactam is a novel broad-spectrum non-B-lactam B-lactamase inhibitor with activity E. aerogenes 72 - 0(00) 23 53'1_%,) 28 57'0.23) 14 E90:3; 5 (537.'2)) 1((98.6)) 0(986) 0(98.6) 0(98.6) 1(100.0) . - 012 025
- inst common serine B-lactamase enzymes, including Ambler class A (e.g., ESBL : M. morganii 10 0(0.0) 5(50.0)  4(90.0)  1(100.0) - - - - - - - - 0.03  0.06
microarray-based assay. agains ’ . I W P. aeruginosa C. Koseri 15 0(0.0) 1(6.7)  7(533) 4(80.0)  3(100.0) - - - - - - - - 006 025
anq KPC), class C (_A_mp C) and some cllasls D.(OXA'48) enzymes. The addition of R eS u tS m Klebsiella spp. C. freundii 15 1(67)  1(133) 3(333) 4(60.0) 4(867) 1(933) 1(100.0) - . - - - - 012 05
Results: The most frequent GN organisms isolated were P. avibactam to ceftazidime restores ceftazidime in vitro activity against common Gram- Enterobacter spp. S. marcescens 89 - 0 (0.0) 2(2.2)  36(427) 34(80.9) 15(97.8) 2 (100.0) - -- - - - - 025 05
aeruginosa (PSA; 28.5% of GN isolates), followed by KSP negative pathogens, including most of those that are resistant to carbapenem agents « The most frequent Gram-negative organism isolated was P. aeruginosa (28.5% of :g ?r(ljz:rcescens Y tonrae 65 4 (662) 17(912)  5(985)  1(100.0) R L e
23.8%), Enterobacter spp. (EBS; 12.0%) and EC (11.7%). (eg meropenem) due to the proc_juctlon of B-laCtamase enzymes_. Qeftq2|d|me- Gram-negative isolates), followed by Klebsiella spp. (23.8%), Enterobacter spp. B Acinetobacter spp. a. Values in bold indicate percentage susceptible according to CLSI and US-FDA susceptible breakpoint of <8 ug/mL.
( )s pp. ( , ) ( ) g y pp pp \
CAZ-AVI| was the most active agent against PSA (96 1% S) avibactam is approved by the United States Food and Drug Administration (US'FDA) (12_0%)’ E. coli (11_7%), S. marcescens (6.2%), Acinetobacter Spp. (53%) and H. B H. influenzae Abbreviations: CAZ = ceftazidime, NS = non-susceptible, MEM = meropenem, MDR = multidrug-resistant, XDR = extensively drug-resistant, CRE = carbapenem-resistant Enterobacteriaceae; ESBL = extended-spectrum B-lactamase.
v i Gl E et e goc?d act'g't S 7 I.t'dr : in combination with metronidazole for the treatment of complicated intra-abdominal influenzae (4.8%; Figure 1) B Others
y Wi ivity [ ultidrug- : : - ) : - : : <070, : . - : - : .. - :
g e i N i <tant infections as well as complicated urinary tract infections, including pyelonephritis, in Table 2. Activity of ceftazidime-avibactam and Table 3. Ceftazidime-avibactam activity stratified by organism
resistant (MDR; 82.3% S) and extensively drug-resistan patients with limited or no alternative treatment options. Ceftazidime-avibactam is - Ceftazidime-avibactam was the most active -lactam agent against P. aeruginosa e : : -
XDR: 76.3% S) PSA (Table). All E b , ENT . : . _ = _ ) comparator antimicrobial agents when tested against and B-lactamase production.
( , 76.3% S) (Table). nterobacteriaceae (ENT) also under clinical development for treatment of nosocomial pneumonia (MICsy00, 2/4 pg/mL; 96.1% susceptible). Further, ceftazidime-avibactam retained bacterial isolates from 1CU patients with bneumonia ' _
strains were S to CAZ-AVI except for one EBS with a CAZ-AVI (NCT01808092). We evaluated the activity of ceftazidime-avibactam against potent activity against meropenem-non-susceptible (MICy,q0, 4/16 pg/mL; 86.5% . el | pati with pneu . Organism / No'ftOf '.‘:’;Iates (%umtmat“'\l/lelgo() m?'bllt)Edfat MIC (ug/mL)
) . . . . . . ] o ) ' a ceftazidime-avibactam mL) of:
MIC of 16 pg/mL (99.9% S) which had negative results for all contemporary (2012-2014) Gram-negative isolates from patients with pneumonia susceptible) and ceftazidime-non-susceptible isolates (MICg,q0, 4/16 pg/mL; 78.9% CO n C I u S | O n S e antimiorobial MIC (ug/mL) CLSI 8-lactamase (no.) 005 008 012 025 0.5;19 n . P YR———
BLs tested. ENT S rates for piperacillin/tazobactam (P/T) and hospitalized in an ICU. susceptible; Table 1). Lakedialllutbor Micse Mise #S %R K. pneumoniae (58)
) P. aeruginosa (407) P
meropenem (MEM) were 84.9% and 96.4%, respectively. S : o : « Ceftazidime-avibactam demonstrated potent in vitro activity against a large idime=avi b i i+ 1 2 8 8 5
L o . « Amikacin (99.5% susceptible) and colistin (99.8% susceptible) were also ver ) S P : /Ity ag larg SRl 2 4 9.1 3.9 KPC-like (26) 0.5 2
MEM exhibited limited activity against ESBL-phenotype KSP active a a(inst P aeru ir?osa )whereas susc(:e tibilit rateg for t)he com aratoryB- collection of Gram-negative isolates from ICU patients with pneumonia. Ceftazidime 2 32 81.3 13.8 (3;3) (7i7) (113'5) (193'2) (5%'0) (82'7) (100.0)
2% d MDR-ENT % h AZ-AVI g ' g ’ : PUDHILY P : CTX-M-15-like (15) 0.25 0.5
(59.2% S) an (63.5% S), whereas C was lactam agents ranged from 76.7% for piperacillin-tazobactam to 82.8% for « Notably, ceftazidime-avibactam remained highly active against CRE as well as cefepime ) ° oo e (133) (200) (40.0) (600) (93.3) (100.0)
very active against these resistant subsets (98.8%-100.0% S). fepi Table 2 Y . : cd highly ¢ g Piperacillin-tazobactam 8 >64 76.7 123 SHV ESBL (7) 1 1 0 1 4 05
- . . : o L : : cefepime (Table 2). Enterobacteriaceae and P. aeruginosa isolates with MDR and XDR M 281 152 (14.3) (28.6) (28.6) (42.9) (100.0) -
CAZ-AVI, colistin and tigecycline were the only agents active Bacterial isolates: Clinical isolates were consecutively collected from 51 United phenotypes eropenem = £ £ & _ 1 1
against XDR-ENT and carbapenem-resistant ENT (CRE). States (USA) medical centers in 2012-2014 as part of the International Network for + Ceftazidime-avibactam was the only B-lactam agent showing good activity against ' '—evof'OX_af:m 0.5 >4 74.9 18.7 FOX-like (2) (50.0) (100.0) 0.12
Acinetobacter spp. showed low S rates for all agents except Optimal Resistance Monitoring (INFORM) program and the results for 1,428 Gram- MDR (MICsy0, 4/16 pg/mL; 82.3% susceptible) and XDR (MICsyq0, 4/>32 pg/mL; « These in vitro results support further development of ceftazidime-avibactam for ie’.‘liam_'c'” 2 >88 2;; 100'53 CTX-M-15-like + SHV-5 + 1
colistin (94.7% S). negative isolates from ICU patients with pneumonia were evaluated. Only bacterial 76.3% susceptible) P. aeruginosa isolates (Tables 1, 2 and Figure 2). treatment of nosocomial pneumonia in the USA. CZ:S:;"” . . oo o OXA'_l’?’O (1) , (105-0) , ,
isolates determined to be significant by local criteria as the likely cause of the Al Enterobacteriaceae isolates were suscentible to ceftazidime-avibactam. excent MDR P. aeruginosa (79) ' ' Negative (7)* (28.6) (42.9) (71.4) (100.0) 05
Conclusions: CAZ-AVI demonstrated potent activity against a infection were included in this investigation. Species identification was confirmed for one Enterobacter spp. isolate with a ceftF;zi dime-avibactam MIC value c;f 16 P Ceftazidime-avibactam® 4 16 82.3 17.7 E. coli (27)
large collection of GN isolates from ICU patients with when necessary by Matrix-Assisted Laser Desorption lonization-Time Of Flight mass 0 bp- , : Ceftazidime 32 >32 27.8 53.2 CTX-M-15-like (15) . 2 3 ° 3 . 0.25 0.5
_ S ) ) ) . o Mg/mL (99.9% susceptible) which had negative results for all 3-lactamases tested. , (6.7) (20.0) (40.0) (73.3) (93.3) (100.0)
pneumonia. These in vitro results support further development spectrometry (MALDI-TOF MS) using the Bruker Daltonics MALDI Biotyper (Billerica, e e r e n C eS Cefepime 16 >16 29.1 31.6 . 1 1 0 3
of CAZ-AVI for treatment of nosocomial pneumonia in the Massachusetts, US) by following manufacturer instructions. - Enterobacteriaceae susceptibility rates for comparator B-lactam agents were Piperacillin-tazobactam 64 >64 17.7 45.6 CMY-2-like (5) (20.0) (40.0) (40.0) (100.0) 0.25
USA. 83.9% for ceftazidime, 79.2% for ceftriaxone, 84.9% for piperacillin/tazobactam 1. Arnold A, Brouse SD, Pitcher WD, Hall RG, 2nd (2010). Empiric therapy for gram-negative pathogens in Meropenem 8 >8 20.3 60.8 CTX-M-14-like (4) 3 1 0.06
Resistant subsets: An ESBL-screen-positive phenotype was defined according to the and 96.4% for meropenem (Table 2). gggocomial and health care-associated pneumonia: Starting with the end in mind. J Intensive Care Med 25: 259- Levofloxacin >4 >4 19.0 69.6 (751-0) (100.0)
MICsq/g in ug/mL (% susceptible [CLSI and USA-FDA]) Clinical and Laboratory Standards Institute (CLSI), i.e. a MIC of 22 ug/mL for ) 2. Avy.caz (2015). Avycaz (ceftazidime-avibactam) package insert. United States Food and Drug Administration. Ger.1tarrT|cm 8 >8 48.1 456 SHVESBL (1) (100.0)
Organism cazavi | o | Merosenem | entamicin | Levofioxacin ceftazidime and/or ceftriaxone and/or aztreonam. Carbapenem-resistant * ESBL-phenotype was observedoamong 16.2% and 22.2% of E. coli and K. o podlable & D WLacessaalai(B.aovidudsaliqa. dacsanelZ0 5203 1S8s000D Al Accessed March 2016, An}.'ka.lcm ) o oo 25 CTX-M-14-like + TEM ESBL (1) .
(no. tested) P Enterobacteriaceae (CRE) was defined as resistant (MIC, 24 ug/mL [CLSI]) to pneumoniae, respectively; 28.3% of Enterobacter cloacae were not ceftazidime- ' for the Infectious Diseases Society of America (2019). 10 x 20 Progress.- Development of new drugs active against EntZ;E tmteriace o (851 ' ’ 100 >0 1 (1000
. 2/4 8/>64 0.5/8 2/>8 0.5/>4 imipenem (excluding Proteus mirabilis and indole-positive Proteeae), meropenem or susceptible (Tables 1 and 2). Gram-negative bacilli: An update from the Infectious Diseases Society of America. Clin Infect Dis 56: 1685-1694. ac. _ a. =) 3 Negative (1) (100.0)
P. aeruginosa (407) (96.1) (76.7) (78.1) (87.7) (74.9) doripenem. Further, isolates were categorized as multidrug-resistant (MDR) 4. Bush K (2015). A resurgence of beta-lactamase inhibitor combinations effective against multidrug-resistant Gram- Ceftazidime-avibactam 0.12 0.5 99.9 0.1 2 Negative results by Check-pomts for the following genes: CTX-M Groups L. 2, 5+25 and o, TEM ESBL, SHY £SBL
. ) - ) . idi -avi i i i : i h . Int J Antimicrob A 46: 483-493. Ceftazidi 0.25 32 83.9 14.5 ’ ] ’ i 1 0 OF ! ' '
4/16 64/>64 8/>8 8/>8 >4/>4 ivel -resi -resi ' iteri Ceftazidime avn?actam was particularly active against CRE (MICS(-)/QO’ 12 hg/mL; 5. g(lei?\?g;/leaﬁthggirastormStarrllgamrzolnsti?tingOlS . M07-A10. Methods for dilution antimicrobial susceptibility tests ) a-LZI e ACC, ACT/MIR, CMYII, DHA, FOX, KPC and NDM-1.
MDR (79) (82.3) 17.7) (20.3) (48.1) (19.0) extensively drug-resistant (XDR) or pan drug-resistant (PDR) according to criteria 100.0% susceptible), MDR (MICgp90, 0.5/2 pg/mL; 98.8% susceptible) and XDR for bacteria that grow Zerobically' approved(stand)ard tenth edition. Wayne, PA: CLSI PR Ceflriaxone 012 8 792 191
. - - - al>4 published by Magiorakos et al. (2012); i.e. MDR = nonsusceptible to 21 agent in 23 (MICgy90, 0.5/1 pg/mL; 100.0% susceptible) Enterobacteriaceae (Table 1 and 6. Clinical and Laboratory Standards Institute (2016). M100-S26. Performance standards for antimicrobial Piperacillin-tazobactam 2 64 84.9 8.5 Fi 2 Antimi bial tibilit t f ftazidi
XDR (38) (76.3) (2.6) (7.9) (34.2) (0.0) antimicrobial classes, XDR = nonsusceptible to =1 agent in all but <2 antimicrobial Figure 2). susceptibility testing: 26th informational supplement. Wayne, PA: CLSI. _ Meropenem <0.06 <0.06 96.4 3.3 Ig_ure -ANntimicrobial susceptibility rates Tor (_:e aZI. Ime'
. classes and PDR = nonsusceptible (CLSI criteria) to all antimicrobial classes tested. 7. EUCAST (2.016).. Breakpoint tables for interpretation of MICs and zone diameters. Version 6.0, January 2016. Imipenem <0.12 1 929 38 avibactam (CAZ_AV|)’ meropenem (|\/| E|\/|) and p|perac||||n_
Enterobacteriaceae 0.12/0.5 2/64 <0.06/<0.06 <1/2 <0.12/>4 ) ] ] _ i ) 0 ) A_vallable at: http.//www.eucast.or_q/chmcal breakpoints/. Accessed January 2016. o _ e . 0 ) . B [ bact PT
(851) (99.9) (84.9) (96.4) (91.8) (82.7) Class representatives used in the analysis were: ceftriaxone, meropenem, . ESBL-phenqtype (MIC5q90, O_.5/2 ng/mL; 100.0% susceptible) and meropenem- 8. LiH, Estabrook M, Jacoby GA, Nichols WW, Testa RT, Bush K (2015). In vitro susceptibility of characterized beta- evofloxacin <0. : : azobactam (PT).
Klebsiella spp 0.12/05 | 4/>64 |<0.06/<006 | <12 | <0.12/>4 piperacillin-tazobactam, levofloxacin, gentamicin, tigecycline and colistin for non-susceptible K. pneumoniae (MICsgg g0, 1/2 pg/mL; 100.0% susceptible), as well . Eﬁﬁﬁiﬁiﬁfﬁ”é'r?rﬂvségﬂs/feét:i yg{féaggﬁggpﬂYcoFrgggggo&g Antimicrob Agents Chemother 59: 1769-1793. Gentamicin <1 2 918 72 1000
5 5 5 =VU. =V. = =VU. ) L. . L . g . . . y ) ) y 1] ) ’ ] [} H H b )
(340) (100.0) | (84.7) (91.5) (91.5) (85.9) Enterobacteriaceae; and ceftazidime, meropenem, piperacillin-tazobactam, as ceftazidime-non-susceptible E. cloacae (MICgq0, 0.5/1 pg/mL; 100.0% Olsson-Liljequist B, Paterson DL, Rice LB, Stelling J, Struelens MJ, Vatopoulos A, Weber JT, Monnet DL (2012). Tigecycline 0.25 1 993 0.0
ESBL-phenotype 0.5/1 >64/>64 | <0.06/>8 2/>8 >4/>4 levofloxacin, gentamicin and colistin for P. aeruginosa. susceptible) isolates, were very susceptible to ceftazidime-avibactam (Table 1 and .'\r/:tuelﬁtrjr:us%;;rfjfr?gtef?;:sfs“glrya?ﬂr:a%s'rzt;rs]:;nncdep?;?.?]rkﬂg.’crriﬁ.séa::fsgcg'Zeasn 2igt1ernational expert proposal for Mgghzt:tlembacteriaceae . <0.5 >8 -
KSP (71) (100.0) (26.8) (59.2) (60.6) (36.6) Figure 2)' 10. Sorbello A, Komo S, Valappil T, Nambiar S (2010).. Registration trials of ant.ibact-erial.drugs for the treatment of o i 500
> =z oy > imi i ihili i i ihili i nosocomial pneumonia. Clin Infect Dis 51 Suppl 1: S36-S41. Ceftaszfme-awbactamb 03 2 98.8 12"
Enterobacter spp. | 0.12/0.5 4l6a | =0.06<0.06 | sl=l | <0.12/0.25 Antimicrobial susceptibility testing. All isolates were tested for susceptibility using the « Meropenem was also very active against Enterobacteriaceae overall (MIC 11. Zhanel GG, Lawson CD, Adam H, Schweizer F, Zelenitsky S, Lagace-Wiens PR, Denisuik A, Rubinstein E, Gin Ceftazidime >32 >32 18.8 753
(171) (99:4) (74.7) (98.8) (100.0) (98.2) reference broth microdilution method as described by the CLSI. Ceftazidime was <0.06/<0.06 g/mL: 96.4% susceptible). but exhibited limited activity againsso'éggSBL- " AS, Hoban DJ, Lynch JP., 3rd, Karlowsky JA (2013). Ceftazidime-avibactam: a novel cephalosporin/B-lactamase Ceftriaxone >8 >8 71 92.9 g 600 .
Cozpon-sEEE | OZEL | BARGL | Sl | SUEL ) S00202s combined with a fixed concentration of avibactam at 4 yg/mL. Ceftazidime-avibactam SN . ’ : inhibitor combination. Drugs 73: 159-177. Piperacillin-tazobactam >64 >64 21.4 52.4 2 i
(49) (98.0) (12.2) (95.9) (100.0) (93.9) _ , phenotype K. pneumoniae (MICgg,q0, 0.12/>8 pg/mL; 50.0% susceptible; data not - - 3 = MEM
e e ~oror | sooems e " breakppmts approved py the US-FDA (<8/4 pg/mL for susgeptlble and 216{4 Mg/mL shown) and MDR Enterobacteriaceae (MICy 0, <0.06/>8 pg/mL; 63.5% Ack ed A Meropenem <0.06 >8 63.5 32.9 2 400 upT
ENT (85) ©8.8) 21.4) 63.5) (49.4) aL8) for reS|st_a_n_t) were appllgd for all Enterobacteriaceae species and P. aeruginosa. susceptible: Table 2 and Figure 2). cknowiedagments imipenem 1 >8 58.8 329
XDR 0.5/1 S64/>64 >8/>8 >8/>8 Sa/>4 Suscep“b'“ty mterpretatlons for comparator agents were those found in CLSI The authors would like to thank all participants of the International Network for Optimal Resistance Monitoring Levoflox_af:ln >4 >4 118 6.5 20.0
ENT (11) (100.0) (0.0) (0.0) (0.0) (0.0) document M100-S26, EUCAST breakpoints and/or US-FDA package insert. Quality « Ceftazidime-avibactam demonstrated potent in vitro activity against H. influenzae (INFORM) program for providing bacterial isolates. Gentamicin 8 >8 49.4 435
1/2 >64/>64 >8/>8 2/>8 >4/>4 control (QC) was performed using Escherichia coli ATCC 25922 and 35218, (MICgp/90, £0.015/0.03 pg/mL; highest MIC, 0.12 yg/mL), but like all other B-lactam This study was sponsored by Allergan plc (Dublin, Ireland). Allergan was involved in the design and decision to Tlglecyclmeb 00-55 1 98.8 0.0° I. I
CRE (29) : : : i S ; i present these results and JMI Laboratories received compensation fees for services in relation to preparing the Colistin <0. >8 - - 0.0
(e (i) o) (2.1 (1) Klebsiella pnegmpmae ATCC 700603 and P. a_‘erUQIr_]osa ATCC 27853. All QC MIC agents tested, showed limited activity against A. baumannii (MICsgyg0, 32/>32 abstract and poster. Allergan had no involvement in the collection, analysis, and interpretation of data. A Criteria as published by CLSI [2015] and EUCAST [2015 PSA(407) MDRDSA  XDRPSA ENT(851) MDRENT ESBLEC ESBLKSP MEWDS ~SAZNS  Al(LA428)
. p y [2015] [2015] (79 (39) (85) (270) (1) (29) ECL(28)
results were within acceptable ranges as published in CLSI documents. ug/mL; Table 1). b. Breakpoints from US-FDA Package Insert
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