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* - Table 1. Antimicrobial activity of cefepime-zidebactam 1:1, cefepime-zidebactam 2:1, Table 2. Activity of cefepime-zidebactam 1:1 and comparator Figure 1. Chemical structure of zidebactam.
A men d ed A b St I aCt I f t 'O d u Ct 10N RES u I tS cefepime, and zidebactam when tested against resistant subsets of Enterobacteriaceae antimicrobial agents when tested against resistant subsets of
and P. aeruginosa isolates. Enterobacteriaceae and P. aeruginosa isolates.
Background: Zidebactam (ZID) is a bicyclo-acyl hydrazide Zidebactam is a bicyclo-acyl hydrazide (C,3H,,N;O-S [Figure 1]) with a dual * The highest cefepime-zidebactam MIC values among ESBL- = HN H Cl)
with a dual mechanism of action: selective Gram-negative mechanism of action involving selective and high-affinity Gram-negative PBP2 phenotype E. coli isolates was only 2/2 ug/mL for the 1:1 ratio No. of isolates at MIC (g/m.; cumuative %) Organism/antimicrobial (no.)" MICs  MICy — o % %R N
PBP2 binding and B-lactamase inhibition. We evaluated the binding and B-Iac'gamase_ |nh|b!t|pn. Dug—:- to PB_P2 binding, 2|debz_ictam and 4/2 ug/mL for the 2:1 ratio combinations. Zidebactam tested Organisms /organism (n0) <003 006 042 025 05 1 9 4 8 16 39 64 64 MGy MICy Enterobacteriaceae O H N
in vitro activity of cefepime (FEP) combined with ZID (FEP- demonstrates antibacterial actl;/lty_ against various Elr}terol;acterlace_ae and alone was also active against these organisms (MICgg0, — ESCI?I}-phenot'y(/jpE E.t colil(':'1>03) - - ¢
! T . - . T t teri efepime-zidebactam 1: : : = = = }— -
ZID [WCK 5222]) against contemporary clinical isolates of Pse_uo_lomonaﬁ ﬁerug'nosa'ﬂ? € g plm; IS & ?arent?ra t_o_l:rt ggnetratlonb_ 0.12/0.25 pg/mL; 97.4% inhibited at <2 pg/mL), whereas only ernatrate Cefepime 16 >64 24.7 18.3 57.1 o OSO,H
Enterobacterlaceae (ENT) and P. aeruglnosa (PSA) Wlth OXyImInO-Cep a osporln wi a i roa -Spec rum 0 aC VI y agalns aero IC 247% Of |SO|ateS were Suscep“ble to Cefep|me (Table 1) ESBL-phenotype E. coli (503) CeftaZidime 16 >32 29.2 9.5 61.2
: _ Gram-positive and Gram-negative bacteria, including P. aeruginosa, which was B : Qo B - Ceftriaxone >8 >8 6.2 1.2 92.6
tant (R) phenot . . e i Meropenem (98.6% susceptible), amikacin (97.4% susceptible) . L 20 143 286 44 6 1 3 [ 4 64 83.7 7.4 8.9
various resistant (R) phenotypes. initially approved by the United States Food and Drug Administration (US-FDA) - . I Cefepime-zidebactam 1:1 . . ; : : ; 012 0.25 peracillin-tazobacta
y app y g | 0 | h (4.0%) (32.4%) (89.3%) (98.0%) (99.2%) (99.4%) (100.0%) Meropenem 0.03 0.06 98.6 0.0 1.4
in 1997. Clinical indications for treatment with cefepime in the current US-FDA and colistin (99.4% susceptible [EUCAST]) exhibited good 14 31 159 243 48 4 2 2 Levofioxaci 4 4 29.2 2.8 68.0 Fi 2. Antimicrobial activity of cefepi ideb 1:1 (% inhibited
. : ' _ _ _ o Vi i - i i Cefepime-zidebactam 2:1 . - ] . 5 o o o . 025 05 evotloxacin > > : - : igure 2. Antimicrobial activity of cefepime-zidebactam 1:1 (% inhibited at
Methods: Isolqtes were cplle_cted from 134 medical centers product package insert include moderate to severe pneumonia, complicated activity against ESBL-phenotype E. coli (Table 2 and Figure 2). (z_i/o) (8.190/0) (4o1.gA,> (882.3@ (981.;m> (992.(2)@ (992.8A,> (10250/0) ek o e w ir?‘l?lizlzi:‘lcm T >88 S?i 12 319.08 <8/8 and 2/2 pg/mL), meropenem, amikacin and colistin when tested
from 3.2 countries WorIdW|de 1 2803 [0 ine S.E.I\.ITRY : and uncomplicated urinary tract infections, complicated intra-abdominal « Cefepime-zidebactam 1:1 (MIC;qo, 0.25/2 ug/mL) and 2:1 ratio Cefepime (08% (8% (6.0% (117%) (149%) (189%) (24.7%) (336%) (429%) (56.1%) (674%) (80.5%) (100.0%) © o4 Colistin 0.12 0.25 99.4 i 0.6 against resistant subsets of Enterobacteriaceae and P. aeruginosa isolates.
Antimicrobial Surveillance Program. Susceptibility testing infections, and uncomplicated skin and skin structure infections, as well as (MICsy0, 0.5/4 pg/mL) were highly active against ESBL- 7 debactam 0 61 346 66 11 4 2 2 0 0 2 1 8 iy 025 ESBL-phenotype Klebsiella spp. (446) MFEPZDat<sugiml  WEEPZIDAL<2ug/ml  WMeropenem  mAmikacn  mColistin
c el ; ; ; T 0.0%) (12.1%) (80.9%) (94.0%) (96.2%) (97.0%) (97.4%) (97.8%) (97.8%) (97.8%) (98.2%) (98.4%) (100.0%) ' fepime-zi : . - - - h h
was pe_rfo.rmed in a centrgl laboratory by a reference b_roth empiric therapy for febrile neutropenic patients. phenotype Klebsiella spp., with 99.8 and 99.3% of isolates ESBL-phenotype Klebsie”aipp ()44;) (DS (AT (D20 CLm G150 G G120 G 20 Ghsh) [ 8223!2? ciiehacam 13 06315 >§4 14.1 10.3 75.6 100
microdilution method against FEP-ZID (1:1 and 2:1 ratios) Cefepime clinical breakpoints have recently (2014) been revised by the Clinical inhibited at <8/8 (1:1 ratio) and <8/4 ug/mL (2:1 ratio), ' Ceftazidime >32 >32 11.0 43 84.8 90
d t t . - . . . . , , _ 3 25 124 124 62 56 32 15 4 0 0 1 Ceftriaxone >8 >8 4.5 1.6 93.9 80
and comparator agents. and Laboratory Standards Institute (CLSI) based on results from clinical and respectively (high-dose cefepime breakpoint [CLSI], Table 1). In Cefepime-zidebactam 11 7o) (6.3%) (34.1%) (619%) (75.8%) (88.3%) (95.5%) (98.9%) (99.8%) (99.8%) (99.8%) (100.0%) Uzg 2 Piperacillin-tazobactam 64 >64 34.8 16.6 48.7 o 70
_ _ _ pharmacokinetic/pharmacodynamics (PK-PD) studies and contemporary MIC contrast, these organisms exhibited low susceptibility to Cofepime-zidebactam 2 2 6 35 128 17 60 45 36 14 2 0 1 05 4 't/'emf?enem 0;36 >>~°f gg; jg gg; 2 60
Results: FEP-ZID (1:1 ratio) was very active against all R distributions. According to the current CLSI breakpoint criteria for meropenem (69.7% susceptible), amikacin (82.1% susceptible) . Gentamicin -8 -8 22.8 31 54.0 g so
subsets (see Table). The highest FEP-ZID (1:1) MIC value Enterobacteriaceae published in the M100-S26 document, cefepime and even colistin (88.7% susceptible [EUCAST]; Table 2 and Cefepime 02% O7% @20 G6% (2% (08% (41% (82% (244% (5.0% @69% (92%) (1000w o Amikacin 4 >32 82.1 5.6 12.3 2 ;‘g
among ENT was 64 pg/mL (only one isolate at >8 ug/mL), susceptible and resistant breakpoints are <2 and 216 pg/mL, respectively, and Figure 2). Jtebactan 0 5 61 9 5 3 2% 20 9 A L . Cecf:t(z)ihzsig?me-non—susceptible Sl — (;‘22) 88.7 - 113 2
and >99% of isolates would be considered susceptible (S) Enterobacteriaceae isolates with cefepime MIC values of 4 and 8 ug/mL | ceftazid ol . I (0.0%) (11%) (15.0%) (355%) (47.3%) (55.7%) (61.6%) (66.1%) (68.2%) (69.8%) (72.5%) (75.9%) (100.0%) Cefepime-zidebactam 1:1 0.12 05 i i i 10
- - - « ible- ” « All ceftazidime-non-susceptible Enterobacter spp. isolates were idime-non- i Cefepi 2 64 60.8 14.4 24.8
when the CLSI high dose FEP breakpoint (<8 pg/mL) IS _ShOUId be _repor_ted. as SUSC_eptlble d.OSG dependent (SDD) The SDD inhibited at <4/4 ua/mL fp fenime.zidebact pp]_-l tio: ceftazidime-non-susceptible (MIC, 2 8 ug/mL) Enterobacter spp. (222) Cgftezgirgi?ne 5 9 0 oo 050 0 FLEC  ESBLKSP  CAZNSESE  CRE VDRENT  XDRENT  MDR.PSA  XDR.PSA
applled Further 869'1000% Of ENT were |nh|b|ted a.t FEP' Interpretatlve Crlterla essentla"y prOVIdeS three Susceptlble breakDOIntS for Inhibited at = pg mL ot ce eplme Zldebactam ( ) ra IO’ Cefepi idebact 1:1 6 40 90 56 20 5 3 2 0.12 05 Ceftriaxone >8 >8 0.0 0.5 99.5 Abbreviati - ESBL = extended- n B-lact CAZ-NS-EBS = ceftazidime- - tible Enterobact
ZID (11) MIC 01: =2 UQ/mL (IOW dose FEP breakp0int CLSI) Cefepime according to the dosage: i.e., <2 “g/ml— for 1g of Cefepime q12 hours MICSO/QO’ 0.12/0.5 Ug/mL)’ and Susceptlblllty rates for elepime-zidebactam - 0 79%)  (20.7%) (61.3%) (86.5%) (95.5%) (97.7%) (99.1%) (100.0%) . . Piperacillin-tazobactam 64 >64 30.6 48.2 21.2 CRE=carba[;enem-r;sistant Entefobacteriaceae, MDR = muItidrug-res?stant and XDR =extensﬁlely drug-resistant o
' — . . g ' (low-dosage), <4 ug/mL for 1g g8 hours or 2g q12 hours, and <8 ug/mL for 2g meropenem, gentamicin and colistin were 92.8, 77.9 and 87.3%, Cefepime-zidebactam24 >, 22 ~ 4% -~ & - 4 @ 8 0 2 025 1 Meropenem 0.08 0.25 92.8 14 >9
MIC values for FEP-ZID at a 2:1 ratio were slightly higher g8 hours (high-dosage) respectively (Table 2 and Figure 2) (14%) (11.3%) (32.9%) (68.9%) (89.2%) (95.5%) (99.1%) (99.1%) (100.0%) Levofloxacin <0.12 >4 815 5.4 13.1
(less than one doubling dilution overall) compared to the 1:1 ' ' Cofepime 2 8 028 2z 0 % 22 24 08 oM o 18 12 My gy Ll =1 = e == ==
. . . . . .. 0.9%) (3.2%) (13.5%) (25.7%) (34.7%) (48.6%) (60.8%) (71.6%) (75.2%) (81.5%) (89.6%) (95.0%) (100.0% Amikacin 1 4 96.8 1.4 1.8 =
Zideb bined with cef WCK 5222 d | | . . D - . .. (0.9%) (3.2%) (13.5%) (25.7%) (34.7%) (48.6%) (60.8%) (71.6%) (75.2%) (81.5%) (89.6%) (95.0%) ( )
ratio. Among ESBL-phenotype E. coli (EC) / Klebsiella spp. idebactam combined with cefepime (WCK 5222) is under clinica - Zidebactam showed variable intrinsic antimicrobial activity Jtebactam 0 4 4w 75 57 4 4 4334T Colistin 0.12 >8 87.3 ' 12.7 CO NC I USIoOns
(KSP), meropenem (MEM) and amikacin (AMK) were active development f(?r treatment of _Gram-negatlve infections (N_CTQZ7071_O_7 and (bimodal MIC distribution) against Klebsiella spp. (MICsy/o0, (0.0%) (1.8%) (20.7%) (54.5%) (77.5%) (85.1%) (86.9%) (88.7%) (89.2%) (90.5%) (91.9%) (92.3%) (100.0%) CRCEegsae_zidebactam " ) i _ _ _
against 98.6/69.7% and 97.4/82.1%, respectively. Only 74.1- Ele?(;mﬁr?e? ﬁﬁfﬁim&w%'ﬁgg{g;g \gﬁ Sei\glrjl?et?nd gz rm (\:lllitr:ﬁ:;llcitggltgtgfs of 1/>64 pg/mL; 68.2% inhibited at <8 pg/mL) and Enterobacter CRE (153) Cefepime >64 >64 2.6 7.2 90.2 « Cefepime-zidebactam (WCK 5222) showed potent in vitro
83.7% of multidrug-R (MDR) ENT were S to MEM, AMK or EnteFr)obacteriaceae and P. aeru inosag\]/vith various rgsista);\t henoivbes spp. (MICsp90, 0.25/16 pg/mL; 89.2% inhibited at <8 ug/mL; coopmeddebacam O 2 18 % M % B 45 40 0 . cepazdime i~ i~ . o o0 activity against resistant subsets of Gram-negative bacilli
colistin (COL). Carbapenem-R ENT (CRE) and extensively ' 9 P ypes. Table 1). (0.0%) (1'3/") (13; %) (292;‘2”") (452;;/") (682;2/") (8653/") (962;;/") (991'2/") (99'23/") (99'03/") “001'0/") Piperacillin-tazobactam >64 >64 2.6 5.9 91.4 with high rates of resistance to most antimicrobial agents
. Cefepime-zidebactam 2:1 0 0 ; ; . ; . . ! ! Y 2 8 Meropenem 32 >32 2.0 2.6 95.4 currently available for clinical use.
drug R (XDR) ENT exhibited low S to AMK (59.2 and 48.7% . % of i inhibi (00%) (26%) (17.0%) (32.0%) (47.7%) (69.9%) (88.2%) (98.0%) (99.3%) (99.3%) (100.0%) Levofloxaci 4 4 17.8 3.3 78.9
S, rgspéctive)ly), COL (71.7 and 61.3% S, re(spectively) and M et h 0) d S ﬁé?r?,rtgogselzfésigrﬁi_/;i?;ﬁgi?;ﬁ 8512&»[5,3) I\\/Av:eéjorohli)/lfﬂga;:nsl_f;/8 Cefepime 000 07 070 07 (8% (50 26l 626 G80 (176% (ot dosw (oo T 8 iivpza%i?r:n }6 :382 40 1Lz 420 « WCK 5222 exhibited good antimicrobial activity against
. y y . U0 A7 A7 A7 .D/0 D/0 .07 A .00 .07 /0 Q70 U0 mikacin > . . . E .
all antimicrobials tested except for FEP-ZID. COL and the After the cefepime-zidebactam combinations, the most active Zidebactam 080/ 81630/ : 012/ : 812/ ) 012/ : 212/ : 013/ 62230/ 62190/ 66520/ 68320/ 103800/ ) 64 Colistin b_ 0.12 >8 717 - 28.3 'k\)/lthrl? :Sl()js)étDs? P. aeruginosa (MICggq0, 4/8 pg/mL [1:1] for
FEP-ZID combinations were the most active compounds Susceptibility testing: MIC values were determined using Clinical and compounds tested against CRE were colistin (MICyyqo, 0.12/>8 _ O0%) _(©0%) @05%) [205%) W04%) (23%) (003%) (623%) (29%) (662%) (652%) (100.0% N aenimosdebacimrt " 028 . _ _ _ ' - - o
tested against MDR and XDR PSA. ZID tested alone was Laboratory Standards Institute (CLSI) broth microdilution methodology as Hg/mL; 71.7% susceptible [EUCAST] and amikacin (MICcq0, MDR Enterobacteriaceae (707) Cefepime 32 >64 19.2 123 68.5 * WCK 5222 also exhibited potent antimicrobial activity
also active in vitro against MDR and XDR PSA (MICc/s0, described in CLSI document M07-A10 (2015). The combination of cefepime- 16/>32 pg/mL; 59.2% susceptible; Table 2 and Figure 2). Cefepime-zidebactam 1:1 (11;%) (1172%) (45673%) (7(1)5970@ (8282%) (916;‘%) (9633%) o 91;%) (9949%) (9909%) (9909%) 0 010%) 005 1 gggxfg:: >>382 >>382 17?-67 i; SH against both XDR ENT (MICsp90, 1/4 pg/mL [1:1] ) and CRE
8/16 pg/mL for both), whereas only 65.3 and 52.4% of zidebactam (WCK 5222; two ratio concentrations, 1:1 and 2:1), both Cefeni ideb 1-1 ratio) inhibited 99.9% (706/707) of o K 3 18 o3 154 78 s 3 16 ) 0 ; sl A 64 = E L7 =l (MICs90, 1/4 pg/mL [1:1]) resistotypes.
strains were S to AMK, respectively. compounds alone, and various comparator agents were tested in 96-well, etepime-zidebactam (1: _ ratio) inhibite 9% ( : )0 Cefepime-zidebactam 2.1 1 100y (5.5%) (16.5%) (51.6%) (734%) (84.2%) (91.9%) (97.3%) (99.6%) (99.9%) (99.9%) (100.0%) 025 2 Meropenem 0.06 32 76.7 2.8 20.5 . Zidebactam alone exhibited good antimicrobial activity
’ frozen-form panels produced by JMI Laboratories (North Liberty, lowa, USA). MDR Enterobacteriaceae isolates at <8/8 yg/mL (1:1 ratio; Cofen 5 6 % 14 16 3% B F 50 70 & 8 MU g éevciﬂoxaqn :g :g ;gg ;‘71 22; against MDR and XDR P. aeruginosa (MIC 8/16 pug/mL for
_ o . ) ) ) ’ Ny MIC 0.25/1 pg/mL; Table 1 and Figure 2). Only one MDR Fepme (0.7%) (3.0%) (52%) (7.2%) (9.5%) (14.6%) (19.2%) (245%) (31.5%) (414%) (52.9%) (64.9%) (100.0%) il ' : ' 50/90
Conclusion: FEP-ZID (WCK 5222) showed potent in vitro Quality control (QC) isolates were tested daily and the inoculum density was <ol 50/90 h.' h I ' CRE. had a MIC I. o8 La/mL 0 o7 184 17 10 a5 91 20 ; 5 o 1 éml!k?cm 0;5 >382 321 5.7 ;gg both subsets).
. : : L - : i tar i which w Y > mL. Zidebact 0 0 . . . . . . . . . . oy 05  >64 olistin : > : - : . L : :
activity against R subsets of Gram-negative bacilli with high monitored by colony counts. QC ranges and interpretive criteria for the Sﬁ_ ate, which was also f‘ ’ fa a value - N HY e (00%) (8% (300%) (466%) (56.8%) (63.2%) (67.0%) (69.9%) (T1.0%) (T1.7%) (3:2%) (747%) (100.0%) XDR Enterobacteriaceas (119) . These in vitro results indicate that cefepime-zidebactam
rates of R to most antimicrobial agents currently available for comparator compounds were as published in CLSI M100-S26 (2016). The This K. pneumoniae isolate was from a patient with a urinary XDR Enterobacteriaceae (119) Cefepime-zidebactam 1:1 1 4 : : : (WCK 5222) may become a valuable option for treatment of
clinical use sponsor provided available MIC information for cefepime-zidebactam and tract infection in a hospital located in Ankara, Turkey. o T T T T o = = = = 2o serious Gram-negative infections caused by resistant
' zidebactam alone tested against the listed QC organisms. The tested QC . All XDR Enterobacteriaceae isolates were inhibited at <8/8 Cefepime:zidebactam 1.1 (0.0%) (92%) (26.1%) (43.7%) (68.9%) (88.2%) (97.5%) (100.0%) o Ceftriaxone >8 >8 0.0 0.0 100.0 organisms. Additional clinical studies are warranted.
ins included the followina: Escherichi li ATCC 25922. ATCC 35218 and : _ _ _ _ 0 1 5 16 24 26 25 10 2 Piperacillin-tazobactam >64 >64 0.0 6.7 93.3
strains included the following: Escherichia col 5922, ) an : : Cefepime-zidebactam 2:1 2 8
, ) : Mg/mL of cefepime-zidebactam (1:1 ratio; MICgpq0, 1/4 pg/mL). (0.0%) (0.8%) (13.4%) (26.9%) (47.1%) (68.9%) (89.9%) (98.3%) (100.0%) Meropenem 16 >32 5.0 9.2 85.7
MIC5o/MICg4, (% susceptible?) NCTC 13353, Klebsiella pneumoniae ATCC 700603 and ATCC BAA-1705, and . : 1 1 7 14 14 7 Levofloxacin >4 >4 0.8 5.0 94.1
: The most active agents among the comparators tested against Geepie 0 0 0 3 O o4 >4 - : : :
Resistant T Pseudomonas aeruginosa ATCC 27853. ; . : (0.0%) (0.8%) (0.8%) (1.7%) (1.7%) (4.2%) (10.1%) (21.8%) (33.6%) (100.0%) Gentamicin >8 >8 25.2 118 63.0
subset (no.) (1:1) ZID  Meropenem Amikacin  Colistin XDR Enterobacteriaceae were colistin (61.3% susceptible), | 0 8 13 m 13 13 9 1 1 4 3 28 Amikacin 32 >32 48.7 20.2 31.1 A C k N O W | e d e m e N tS
ESBL_phenotype EC 012025 012/ 003/006 2/8 012/025 Organism collection: All isolates were collected in 2015 as part of a global amikacin (48.7% susceptible) and gentamicin (25.2% Zidebactam 0.0%) (68%) (17.9%) (299%) (41.0%) (52.1%) (59.8%) (60.7%) (615%) (65.0%) (67.5%) (1000%) 2 o4 - Coflﬂistin | 0.25 >8 61.3 : 38.7 g
= o o o 0 o o o . . . . . . . seudomonas aeruginosa
(503) (100.0/100.0)>  0.25 (98.6) (97.4) (99.4)° surveillance program, except those fr(_)m (_3h|n_a, WhICh were _coIIe_cted in 2013. susceptible; Table 2 and Figure 2). P. aeruginosa MDR P. aeruginosa (251) This study was sponsored by Wockhardt Bio AG.
ESBL-phenotype KSP 0.25/2 1)seq 006/>82  4/>82  012/4 Isolates were collected from 134 medical institutions worldwide, including . . . e , Cefepime-zidebactam 1:1 4 8 - - -
(446) (95.5/99.8)° (69.7) (82.1) (88.7)° Europe (EU; 38 medical centers), United States (USA; 64), Latin America (LA; * The cefepime-zidebactam combinations and colistin were the MDR P. aeruginosa (251) CeIepirge 16 >64 21.1 29.5 49.4
e i . e T : . j . ' i i Ceftazidime 32 >32 23.1 17.9 59.0
gazfg;mdlme non-S EBS o 012/ 86.50)b 025/ 16 0(23 2/.2525 (; é_;‘) Oé% ;8 eight), Asia-West Pacific (APAC) region (excluding China, 14), and China (10). ;nec;fjtg?r?g:: nggglﬁ:i itotla:tt)zocI: t:l?;al;.slt gﬂnzg-inrdaii(o[;'?niibited Cefepime-zidebactam 1:1 (0_8%) (1_3%) (2_‘;%) (21‘fg%) (6;.198%) (977;%) (9956%) (1001_0%) 4 8 Piperacillin-tazobactam 64 ~64 16.7 426 406 R ef erences
. - . . ’ Meropenem 16 >32 15.9 11.2 72.9
1/4 32/>32 16/>32 0.12/>8 i . 4 ; . , . ) 0 1 2 7 78 112 47 4 .
CRE (153) 86.9/903p 2/7%* oo se2) (717 Resistant subsets: An ESBL-screen-positive phenotype was defined respectively, 97.6 and 79.7% of MDR, and 96.5 and 72.9% of Cefepime-zidebactam 2.1 (00% (04%) (12%) (40%) (35.1%) (79.7%) (98.4%) (100.0%) 81 P N o s e e 1. Clinical and Laboratory Standards Institute (2015). MO7-A10. Methods for dilution antimicrobial
025/ 1 006/32 4/>32  025/>8 accordlng to CLSI: i.e., a MIC of 22 pg/mL for cefta2|d|me and/or ceftriaxone XDR P. aeruginosa at <8 pg/mL (Cefepime concentration), which G 0 7 46 74 69 26 29 6 64 Amikacin 8 >32 65.3 79 275 sus'ceptibility tests for bacteria that grow aerobically; approved standard- tenth edition. Wayne,
MDR ENT (707) 96.9/90.9p 927704 77y (837)  (7a.1) and/or aztreonam. Carbapenem-resistant Enterobacteriaceae (CRE) was is the CLSI and EUCAST susceptible breakpoint for cefepime (00%) (28%) (21.1%) (50.6%) (78.1%) (88.4%) (100.0%) Colistin 1 1 100.0 0.0 0.0 , oSt L aboratory Standards Insttute (2016). M100-526. Performance standards for
B ST (14 1/4 5 />gq 16/>32  32/>32 0.25/>8 defined as resistant (MIC, 24 ug/mL [CLSI]) to imipenem (excluding P. mirabilis when tested against P. aeruginosa (Table 1 and Figure 2). Zidebactam 0_8% 1_2% 2_(2)% 8_1463% 43%% 819.3% 93% 95?2% 96.20% 108?0% 8 16 XDR P. geru_g'lnosa (170). ] ] ] antimicrobial susceptibility testing: 26th informational supplement. Wayne, PA: CLSI.
(119) b c . . ] (0.0%) (1.2%) (2.0%) (8.4%) ( ) ( ) ( ) ( ) ( ) ( ) Cefepime-zidebactam 1:1 4 8 - - ; - ,
e oy @Y and indole-positive Proteeae) or mefopene o doripenem. Isolates were . S ——— 2 e 13 a1 o0 o EUCAST (2016 Beakpont bl for erpretaton of Wicsand one daeters, verso 610
MDR PSA (251) (5‘7’_ 68)d 8/16 1?159?;2 %52)2 (1108_10) further categorized as multidrug-resistant (MDR) and extensively drug-resistant * Zidebactam tested alone was also active in vitro against MDR e Ceftazidime 32 >32 135 20.0 66.5 4. Magiorakos AP, Srinivasan A, Carey RB, Carmeli Y, Falagas ME, Giske CG, Harbarth S, Hindler
(XDR) according to criteria published by Magiorakos et al. (2012): i.e., MDR = and XDR P. aeruginosa (MICy,q,, 8/16 pg/mL for both), whereas Cefepime-zidebactam 1:1 080/ 130/ 1;0/ 1622"/ 61720/ 9662"/ 99540/ 100100/ 4 8 '\Pﬂ|pera0|ll|n-tazobactam 61;2 >g‘21 gi 57168 g;g JF, Kahlmeter G, Olsson-Liliequist B, Paterson DL, Rice LB, Stelling J, Struelens MJ, Vatopoulos
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* Abstract has been updated with results of additional isolates tested after its submission.

tazobactam, levofloxacin, gentamicin and colistin for P. aeruginosa.

1:1 ratio (Table 1).

Abbreviations: ESBL = extended-spectrum B-lactamase, CRE = carbapenem-resistant Enterobacteriaceae, MDR = multidrug-resistant and XDR = extensively drug-resistant.

Enterobacteriaceae, MDR = multidrug-resistant and XDR = extensively drug-resistant.

and beta-lactam/beta-lactamase inhibitors in the treatment of infections caused by extended-
spectrum-beta-lactamase-producing Enterobacteriaceae. J Antimicrob Chemother 69: 871-880.
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