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A d d b * d " Table 2. Antimicrobial activity of cefepime-zidebactam (1:1 and 2:1), cefepime, and Table 3. Activity of cefepime-zidebactam (1:1) and » Overall susceptibility rate for meropenem was lower in Latin
menae A St I a.Ct I f t Ffoau Ct 101 ReS u ItS zidebactam tested against the main organisms and organism groups of isolates included comparator antimicrobial agents when tested against 5,946 America (89.9%) compared to other geographic regions
Back 4 Zideb 21D). & bicvel I Jideh bicvel | hvdrazid Cefen deb ] _ 4 with in this study. Enterobacteriaceae isolates. (97.1-98.3%), and susceptibility to ceftriaxone ranged from
ac g.rour? : Zidebactam (ZID), a .|cyc 0-acy ide actam, a bicyclo-acyl hy razide (C43H2'1N507.S [see pqster 446_, efepime-zidebactam wgst e most active compou.n wit p— No. of eolates aLIC (vginL_ carmuiatve % —— = 52.9% (China), 59.7% (Latin America), 75.7% (Europe), 81.5
hydrazide, is a B-lactam-enhancer with a dual Figure 1]), has a dual mechanism of action involving selective and high- MICS%90 of <0.03/0.12 (1:1) and 0.06/0.25 pg/mL (2:1), and antimicrobials <003 006 012 025 05 1 2 4 8 16 32 64 >64 MCy MICy ;gniir:igzbials - - — — % (APAC, excluding China) to 84.0% in the USA (Table 4).
. . . . . . . . . . . . . g ey . Lt . . . 50 90 (0] (0)
mechanism of action involving selective and high binding affinity Gram-negative PBP2 binding and -lactamase inhibition. Due to 299.9 /°. inhibited at <4/4 ug/mL (1:1 ratio) and <8/4 ug/mL Erge:oéaﬂer.:c:ai(s’?? 3338 1347 759 275 100 67 38 17 4 0 0 1 005 012 Enterobacteriaceae (5,946)  Susceptibility rates for meropenem among K. pneumoniae
o ) L : : : o : . . i efepime-zidebactam 1: o o o o 0 0 o 0 0 0 0 0 <0. : ' .
affinity to Gram-negative PBP2 and B-lactamase PBP2 binding, Z|deba_lctam demonstrates antlbacterlal_ activity agalpst . (21:1 r'aUO, sz Ibes 3— andlz:z- S/III‘](I:y:;e |S/0|i-te SI?OW€d a . (526517/0) (7184%) (9&64&) (92.7256) (9;4946) (99égﬁ>) (99526) (99325) (>9?-694>) (>992-94>) (>990-94>) (1001-0/0) Cefepime-zidebactam 1:1 <0.03 0.12 - - were lower in Latin America (70.9%; data not shown)
T . . . . cerepime-zidepactam (1: ML, a K. pneumonia Cefepime-zidebactam 2:1 0 0 0 0 0 0 0 0 0 0 0 0 006 025 [ . . . :
ibiion. W evaluated the nvivo aciviy of cefepime. 211 SRS e o e Al lleted fiom a patient wih a rinary vact mectonma. e woxw Compare o the olher regions (87 6-64.79), and the mos
(FEP) combined with ZID against contemporary clinical parenteral tour -ge_nera Ion oxyimino-cepha osporln _ a V_Vas inifially _ n . . y el (432%) (66.3%) (74.8%) (78.5%) (80.6%) (82.6%) (84.3%) (86.1%) (88.0%) (90.3%) (92.6%) (94.9%) (100.0%) ©O06 16 Ceftriaxone <0.06 >8 776 216 active compounds tested against meropenem-non-
solates of Enterobacteriaceae (ENT) approved by the United States Food and Drug Administration (US-FDA) in ospital located in Ankara, Turkey. Zidebactam o ?0/) (118023/) (52731;) (6222‘?,/) (7520%/) (719\,?;0/) (72420/) (73330/) (73330/) (74330/) (75720/) (7;0210/) (138%%/) 012 >64 Piperacillin-tazobactam 2 32 88.7 6.4 susceptible K. pneumoniae were cefepime-zidebactam
1997. Cefepime has a broad-spectrum of activity against aerobic Gram- . Cefepime-zidebactam 1:1 ratio was generally 2-fold more Escherichiacoli@4%4) . e e - 4 - (MICs/90, 1/4 pg/mL; 99.3% inhibited at <8 pg/mL), colistin
Methods: 5,946 isolates from USA (2,172), Europe positive and Gram-negative bacteria, including P. aeruginosa. Clinical active than cefepime-zidebactam 2:1 ratio, and zidebactam Cefepime-zidebactam 11 63 0%) (84.6%) (97.7%) (99.6%) (99.8%) (99.9%) (100.0%) =003 012 Gentamicin <1 >8 85.8 13.1 (MICs0/90, 0.25/>8 pg/mL; 71.4% susceptible), and amikacin
2 485) Asia-Pacific (882) and Latin Ameri indications currently approved by the US-FDA for treatment with cefepime alone exhibited variable activity (MICgy/q0, 0.12/>64 pg/mL) Cefepime-zidebactam 24 200 579 = 293 = 207 o A8 o 4 o2 o <003 025 Amikacin 2 4 98.0 13 (MICsq90, 16/>32 pg/mL; 54.1% susceptible; Table 3).
(2,485), Asia-Pacific (882) and Latin America (407) were include moderate to severe pneumonia, complicated and uncomplicated hen tested against Enterobacteriace (Table 2) T T Colistin 012 >8 81.9 18.1
c e . ) when tested agains nterobacteriaceae (lTaple . . 1147 564 184 85 50 35 36 49 52 67 57 69 99 : . . .
collected in 2015 by the SENTRY Antimicrobial urinarv tract infections. complicated intra-abdominal infections. and 9 CEEIe (46.0%) (68.6%) (76.0%) (79.4%) (81.4%) (82.8%) (84.2%) (86.2%) (88.3%) (91.0%) (93.3%) (96.0%) (100.0%) O 16 E. coli (2,494) Table 4. Activity of cefepime-zidebactam (1:1) and comparator
- T yu ) , comp ) _ P e Il E. coli (MIC 0.12/0.12 ua/mL) and Citrobact Sidebactam 5 897 1379 109 23 4 5 4 0 1 6 6 54 i1 oo Cefepime-zidebactam 1:1 <0.03 0.12 - ; . . : .
Surveillance Program and susceptibility (S) tested by a uncomplicated skin and skin structure infections, as well as empiric verall, E. coli (MICsp9, O. 44 Hgim ) and Litrobacter ! _(02%) (62%) (G1.5%) (65.9%) (68%) (67.0%) (67.2%) (67.3%) (67.3%) (67.4%) (67.6%) (67.8%) (1000% ' Cefepime 0.06 16 84.2 11.7 antimicrobial agents when tested against 5,946 isolates of
reference broth microdilution method against FEP-ZID therapy for febrile neutropenic patients. spp. (MICs5¢90, 0.12/0.5 pg/mL) lsolate§ ex_h_lblt_ed low N b L e L) . . . . [ 0.25 16 85.7 12.4 Enterobacteriaceae and stratified by geographic region.
(1:1 and 2:1 ratios) and comparator agents zidebactam MIC values, whereas P. mirabilis, indole-positive Cefepime-zidebactam 1:1 (0.0%) (429%) (T14%) (T1.4%) (714%) (100.0%) 025 - Ceftriaxone <0.06 >8 81.0 18.8 % Susceptible? (o)
- - - : - : . - _ 0 3 2 0 0 2 Piperacillin-tazob 2 8 : . : :
Cefepime clinical breakpoints have recently (2014) been revised by the Proteeae and S. marcescens showed much higher Cefepime-zidebactam 2:1 (0.0%) (42.9%) (714%) (714%) (71.4%) (100.0%) 05 - Mlsre;s;lenmtazo aclam <0.015 0.03 333 32 Antimicropial agent USA EU APACE  China LA~ Allregions
o . . su. . . : ntimicrobial agen
Results: FEP-ZID was the most active compound with Clinical and Laboratory Standards Institute (CLSI) based on results from Z|debf_;1ctam MIC results (MIC5, >64 pug/mL). Among Cefepime (0_8%) (14_13%) (28_16%) (28_06%) (28_06%) (28_06%) (1oo‘rfo%) 64 - Levofloxacin =il = 69.6 21.2 Cefepime-zidebictam 11 (10%26}17530)c (>é§’3§‘3’4)c (103653394)c (1053?1‘20 oF (105)4(3;390)0 (>$’§/:g)e)c
MICgp9o Of £0.03/0.12 and 0.06/0.25 pyg/mL, and >99.9% clinical and pharmacokinetic/pharmacodynamics (PK-PD) studies and Klebsiella spp. (MICxq0, 0.5/>64 pg/mL) and Enterobacter Zidebactam (08/) (4239/) (712;”) (71%/) (71%/) (8517/) (10010/) 025 - feqiamicm S; >48 gg'i 105'22 Cefepime BT 821 87.8 613 641 84.3
! ' . . . . . H H 0% .9% 4% 4% 4% 1% 0% ) mikacin . . -
inhibited at <4 (1:1 ratio) and <8 pyg/mL (2:1). Amikacin contemporary MIC distributions. According to the current CLSI breakpoint SPP. (MICsp/0, 0.12/>64 pg/ml) isolates zidebactam MIC Klebsiella spp. (1,517) Colistin 0.12 0.25 99.5 0.5 Ceftazidime 88.0 o7 84.9 703 06.8 82.2
(MIC 2/4 pgimL: 98.0% S) and meropenem (MEM: criteria for Enterobacteriaceae published in the M100-S26 document, val_ues ranged frpm_S_0.0S to >64 pg/mL, a}nd 66.3 and 83.4% Cofepime-idebactam 1: (5221%) (7f_10§%) (8(1).466%) (8;.28‘1%) (92?5%) (9652%) (9835%) (gﬁ%) (9949%) (9909%) (9909%) (10010%) <003 05 Klebsiella spp. (1,517) gﬁ)fgr'z:ﬁ}?niazobactam ggg ;2; 212 252 ?Z; ;;(73
MIC 50/90 / 1 / L. 7 2(y . bI I 1 Cefeplme Susceptlble and reSIStant breakpoints are SZ and 216 “g/mL’ Of ISOIateS Were |nh|b|t9d a.t S8 ng/mL Of Zldebactam, Cefepime-zidebactam 21 783:) 2070 1150 1370 1170 600 45o 360 140 20 00 1 . <0.03 1 Cefep?me-zidebactam 1:1 <0.03 0.5 = = Meropenem 08.3 97.1 08.1 97.4 89.9 97.2
s50/90» 0-03/0.06 pg/mL; 97.2% S; Table) were also respectivelv. and Enterobacteriaceae isolates with cefepime MIC of 4 and respectively (Table 2). (51.6%) (65.3%) (72.8%) (81.9%) (89.6%) (93.5%) (96.5%) (98.9%) (99.8%) (99.9%) (99.9%) (100.0%) Cefepime 0.06 >64 74.6 22.2 Levofloxacin 818 76.2 84.6 65.1 68.7 78.4
very active. FEP-ZID was active against individual ENT P Y « : prme Cefepime 05 (16%) (1% (05%) (22%) (34%) (4G (15%%) (178% (09%) (44%) (80%) (000 0% rm— S e e e Gentamicin 9.1 85.8 8a.8 64.3 67.5 85.8
_ p > _ _ 8 ug/mL should be reported as “susceptible-dose dependent” (SDD). The « Amikacin (MICsy0, 2/4 ug/mL; 98.0% susceptible) and | o as ass e 109 ea ar o or g T e o Ceftriaxone <0.06 >8 718 21.7 Amikacin 99.2 97.2 99.3 96.5 95.3 98.0
species (MICsgpqp, <0.03-0.06/=0.03-0.5 pg/mL [1:1 ratio]) SDD interpretative criteria essentially provides three susceptible meropenem (MICqyq0, 0.03/0.06 ug/mL; 97.2% susceptible) Adebactam (00%) (25% (336%) (48.6%) (559%) (601%) (626%) (64.4%) (66.3%) (66.0%) (714%) (164%) (100.0%) ©5 84 Piperacillin-tazobactam 2 >64 795 14.8 Colistin 50.7 620 676 611 767 819
. - . ) ) . . ) : 0/907 - ' o he meropenem-non-susceptible K. pneumoniae (MIC, = 2 pg/mL) (134) Meropenem 0.03 0.5 91.0 7.9 . Criteri blished by CLSI [2016], t for colistin, for which EUCAST [2016] criteri lied.
and retained potent activity against MEM-non-S K. breakpoints for cefepime according to the dosage, i.e. <2 ug/mL for 1g of were also very active overall, whereas cefepime (MICxq0, Cefepime-zidebactam 1 o St a W s 4 0 0 . Levofloxacin <0.12 >4 79.2 189 b Excnting Chine Ly reepreotsin forude coreleneranas sppie
pneumoniae (KPN; MICgy00, 1/4 pg/mL; 99.3% inhibited cefepime 12 hours (low-dosage), <4 ug/mL for 1g q 8 hours or 2g q12 0.06/16 pg/mL) and gentamicin (MICgyq0, <1/>8 pHg/mL) (0.0%) (7.8@ ( 1.3/0) (51.8/0) (622.(7)/0) (85?;; %) (96?;‘31/0) (991.‘31/0) (99.23/0) (9963/0) (1001.%) Gentamicin <1 >8 81.7 17.2 c. % nhibited at <8/<2 yg/mL for comparison purpose only.
at <8/8 pg/mL [1:1]) and ceftazidime-non-S Enterobacter hours, and <8 pg/mL for 2g g8 hours (high-dosage). where active against 84.3% and 85.8% of Cefepime-zidebactam 2.1 (00%) (9.7%) (23.1%) (38.01%) (61.19%) (87.23%) (97.38%) (99.93%) (991.8%) (1o?f%) , 2 8 éz:::g'” 0112 045 gg-; g-g
spp. (MICgyg0, 0.12/0.5 pg/mL; highest MIC, 4/4 ug/mL Zideb bined with cefei < under clinical Enterobacteriaceae isolates at the respective susceptible S EIE 0% (07%) (2% (45%) (11.2%) (187%) (29.1%) (100.0%) o4 %4 K. pneumoniae meropenem-non-susceptible (134) CO e I us | ons
iy ) ; . 0 4 13 12 18 18 12 1 2 5 5 42 o .
[1:1]). FEP-ZID activity was consistent among Idebactam combined with cetepime (WC.K 5.222) I.S under clinica breakpoints (Table 3). Zidebactam (00%) (3.0%) (129%) (22.0%) (35.6%) (49.2%) (58.3%) (59.1%) (60.6%) (644%) (68.2%) (1000%) + 8 Selchlineeetdebaci el 1 4 : -
geographic regions and only 1 isolate, a KPN from development for treatment of Gram-negative infections (NCT02707107 _ _ _ _ o colistin-non-susceptible K. pneumoniae (MIC, = 4 pg/mL) (54) Cefepime >64 >64 0.7 95.5 feni ideb .
_ ’ and NCT02674347; www.clinicaltrials.gov). We evaluated the in vitro * Cefepime-zidebactam was active against individual Cofepime-zidebactam 110 o 20\ 7 20\ (a0 (oaoser (de o (me sy (ar o (ahan (1o 4 Ceftazidime >3 >3 08 %85 Cetepime-zidebactam (WCK 5222) was very active
: ) (37%) (74%) (148%) (29.6%) (48.1%) (68.5%) (87.0%) (96.3%) (100.0%) ft
Turkey with a MIC of 64 ug/mL, showed MIC values of tivity of cefepi bined with zideb : | Idwid Enterobacteriaceae species (MICgy99, <0.03-0.06/<0.03-0.5 E p 0 ) o g T SRR Ceftriaxone >8 >8 0.0 1000 against this worldwide collection of Enterobacteriaceae,
) activity of cefepime combined with zidebactam against a large worldwide i - 50/90 o i Cefepime-zidebactam 21 1 ot (0300 (939 (13.0%) (29.6%) (537%) (66.7%) (88.9%) (96.9%) (100.0°¢ 2 8 Piperacillin-tazobactam >64 >64 2.3 94.0 . . . .
>8 pg/mL (1:1 ratIO)- S rates for MEM among KPN Were Collectlon Of Contemporary Cllnlcal Isolates of Enterobacterlaceae. IJg/mL [1:1 ratIO]) and retalned potent aCtIVIty agalnst ( 2 o) ( 2 0) ( 1 0) ( 0 0) ( 0 0) ( 0 0) ( 0 0) ( 0 0) ( 0 0) ( 0 0) 8 6 35 Meropenem 32 >32 0.0 88.1 InCIUdIng ISOIateS reSIStant to broad-speCtrum
lower in Latin America (70.9%) compared to the other meropenem-non-susceptible K. pneumoniae (MICgq,qo, 1/4 Cefepime (B7%) (74%) (93%) (93%) (93%) (93%) (93%) (93%) (93%) (93%) (24.1%) (36.2%) (1000%) O+ %4 Levofioxacin >4 >4 7.5 89.5 cephalosporins and/or carbapenems and/or colistin.
_ _ o > . 0 1 1 4 9 4 7 2 1 0 2 1 20 Gentamici >8 >8 39.8 54.1
regions (87.6-94.7%). ug/mL; 99 .3% inhibited at <8/8 ug/mL) and ceftazidime-non- Zidebactam (00%) (1.9%) (3.8%) (11.5%) (28.8%) (36.5%) (50.0%) (53.8%) (55.8%) (55.8%) (50.6%) (61.5%) (100.0%) + 04 e o 7 A - :
g Amikacin 16 >32 54.1 28.6 Zidebactam demonstrated potent in vitro activity against
M et h 0) d S susceptible Enterobacter spp. (MICsgi0, 0.12/0.5 pg/mL; ot ——— e Colistin 0.25 >8 .4 286 many Enterobacteriaceae species, independent of §3-
- . - i . Cefepime-zidebactam 1:1 006  0.12 Canili ’
Conclusion: FEP-ZID (WCK 5222) was very active highest MIC, 4/4 yg/mL; Table 1). (37.6%) (85.1%) (96.1%) (99.5%) (100.0%) Proteus mirabilis (383) lactamase broduction. Oraanisms with elevated
against this worldwide collection of ENT, including Susceptibility testing: MIC values were determined using Clinical and . Cefepime-zidebactam (1:1 and 2:1 ratios) activity was Cetepime-zidebzcam 21 (5" (7513 (s0.0%) (95.%) (96.5%) (1000% 006 0% EZIZSZEZ’Z“’eb"""“"‘m o 006 Yy 914 50 zidebactampMIC values W(gere susceptible to cefepime.
. . - . . o ! - - ) : 73 211 38 6 7 8 7 8 6 7 4 1 7 L ' ' '
isolates resistant to broad-spectrum cephalosporins Laboratory Standards Institute (CLSI) broth microdilution methodology as consistent among geographic regions with >99.9 to 100.0% Cefepime (19.1%) (74.2%) (84.1%) (85.6%) (67.5%) (89.6%) (91.4%) (935%) (95.0%) (96.9%) (97.9%) (98.2%) (100.0%) OO0 2 Ceftazidime 0.06 0.5 9.3 3.4 . S
described in CLSI document M0O7-A10 (2015). The combination of i inhibi 0 | o I Mmoo 482 0 1 0 4 4 Cefriaxone =000 8 875 PN > UGS RIS O3 1S At gfeitioln Slgptelas U LS
and/or carbapenems. These results support the further - Inati of isolates inhibited at <8/8 yg/mL and 99.0 to 100.0% Zidebactam (00%) (18%) (6.3%) (73%) (81%) (8.6%) (86%) (8.9%) (8.9%) (99%) (11.0%) (1000%) o4 B4 Piperacillin-tazobactam <0.5 1 99.7 0.0 ini
: ) _ : : _ _ oo _ P clinical development of WCK 5222.
clinical development of WCK 5222. cefepime-zidebactam (WCK 5222; two ratio concentrations, 1:1 and 2:1), inhibited at <2/2 ug/mL (1:1 ratio; Tables 1 and 4). Enterobacterspp.(752) ; , Meropenem 0.06 0.12 99.7 0.0
both compounds alone, and various comparator agents were tested in 96- _ _ o _ Cefepime-zidebactam 1:1 ooty 745 (@8.2%) (96.0%) (96.7%) (99.3%) (90.1%) (100.0% <003 025 Levofloxacin <0.12 >4 75.2 20.4
well, frozen-form panels produced by JMI Laboratories (North Liberty, Table 1. Summary of cefepime-zidebactam (1:1) activity against Cefepime-zidebactam 2 200, 203 BT - 91 L AT M et oo 006 025 eriamEn =L - = =
MIC4/MICa, (% susceptible?) | USA lit trol (OC) isolat tested dailv and th Enterobacteriaceae isolates included in this study. A Amikacin 2 4 %82 L3
.Owa’l d)' Ql.{[al y con ro.t(Q d)t;SO ales were tes © c ally an de MIC (igimD) o Cefepime (35.9%) (60.5%) (69.8%) (75.8%) (79.1%) (83.6%) (87.2%) (90.7%) (92.0%) (94.1%) (96.8%) (984%) (100.0%) O06 4 Enti?gzt;r;terspp 75 >8 >8 0.3 9.7 AC Nnowile g emen tS
5 ) (1) .
Organism (n) FEP-ZID (1:1) FEP PIP-TAZ®  Meropenem !ntOCU urp en§t| y_w?s rtY;]OHI ore thO ony counds. Q rangesball_nh " Organisms N Range = S0 at 2818 pglmLa Zidebactarm (0.1%) (97631%) (5?23%) (71?31%) (795.8%) (811.2%) (8#9%) (83%%) (83.34%) (8473%) " ;g%) " 71.1%) (1081)%) 012 >64 ——————] 0.03 005 ] ] _ _
. <0.030.12  0.06/16 2132 0.03/0.06 Interpretive criteria tor the comparator compounads were as publisned In Enterobacteriaceae 5,946 <0.03 to 64 <003 012 599.9 Worganella morganii (117) Cefepime 0.06 4 87.2 8.0 This study was sponsored by Wockhardt Bio AG.
Enterobacteriaceae (5,946) . . . . :
(99.6/>99.9)° (84.3) (88.7) (97.2) CLSI M100-S26 (2016). The sponsor provided available MIC information E. coli 2,494 <0.03 to 2 <0.03 0.12 100.0 Cefepime-zidebactam 11 90~ 18~ 6 = 3 <003 0.06 Ceftazidime 0.25 >32 70.4 28.1
E. coli (2,494) SOkt el 2k =ULR 0 for cefepime-zidebactam and zidebactam alone tested against the listed MEM-NS* ! 0.121t02 0.25 g 1000 (o O BT oo, Ceftriaxone 0.25 >8 66.7 326
. , (200.0/100.0)¢ (84.2) (93.6) (99.7) ) . ) g . Klebsiella spp. 1,517 <0.03 to 64 <0.03 0.5 99.9 Cefepime-zidebactam 2:1 (71.8%) (915%) (95.7%) (98.3%) (100.0%) <0.03  0.06 Piperacillin-tazobactam 2 64 79.1 6.4 R f
debsiola spp. (Lo17) 003005  006/>64  2/64 0.03/0.5 QC organisms. The tested QC strains included the following: Escherichia K. pneumoniae 1,275 <0.03 to 64 <0.03 05 99.9 e R -1 ; . . . . I Meropenem 003 005 o - efterences
S (98.7/99.9)°  (74.6) (79.5) (91.0) coli ATCC 25922, ATCC 35218 and NCTC 13353, Klebsiella pneumoniae MEM-NS® 134 0.12to 64 1 4 99.3 elepime (67.5%) (87.02%) (8325 (940%) (65.7%) (97.;%) (97.;%) (97.;%) (10060%) . 1 o ' Levofloxacin <0.12 1 93.1 4.8
1/4 >64/>64  >64/>64 32/>32 _ : sl e e SRy 1 = Z000 Zidebactam . . . . . \ \ \ \ \ \ ooo>64 >64 Gentamicin <1 <1 92,5 6.1 1.  Clinical and Laboratory Standards Institute (2015). M07-A10. Methods for
MEM-NS KPN (134) T g 29) 00) ATCC 700603 and ATCC BAA-1705 and Pseudomonas aeruginosa ATCC K. oxytoca 234 <0.03 fo 1 <003 006 100.0 . (0.0%) (1.7%) (26%) (34%) (34%) (34%) (34%) (34%) (34%) (4.3%) (5.1%) (100.0%) et . ) oot o dilution antimicrobial susceptibility tests for bacteria that grow aerobically:
L Citrobacter spp. (259)
14 >64/>64  >64/>64 16/>32 217853. P. mirabilis 383 <0.03t0 0.5 0.06 0.12 100.0 o 200 28 19 8 3 1 Colistin 0.12 >8 84.6 15.4 approved standard- tenth edition. Wayne, PA: CLSI.
COL-NS KPN (54) < < Cefepime-zidebactam 1:1 <0.03 0.12
(87.0/100.0)° 9.3) (22.2) (31.5) EnltEerolbacter Spp. ;Z; ;g-gg :0;1 _006063 8-32 188-8 P " (77.2%) (88.0%) (95.4%) (98.5%) (99.6%) (100.0%) e ' Serratia marcescens (282) 2. Clinical and Laboratory Standards Institute (2016). M100-S26. Performance
: . . : : . cloacae <0.03 to . : . o _ 184 32 23 12 7 1 _ _ ’ L . o . . .
Enterobacter spp. (752) so.o3/0.25c 0.06/4 2/64 0.03/0.06 Organism collection: A total of 5,946 Enterobacteriaceae isolates CAZ.NSH 160 003104 012 05 100.0 Cefepime-zidebactam 21 74000 (e3.40%) (92.3%) (96.9%) (99.6%) (100.0%) 003 0.2 Cefepime-zidebactam 1:1 0.06 0.12 - - \s/\t/andardps A]:-OE: igtllmlcroblal susceptibility testing: 26th informational supplement.
(99.71000  (872)  (79.1) (97.9) collected as part of a global surveillance program were tested. All isolates M. morgani 117 00310025 <003  0.06 100.0 Corent 59 40 49 7T A3 A1 3 2 < Cefepime 0.06 025 95.7 25 ayne, 7% LS . . .
5. mirabilis (383 0.06/0.12 0.06/2 <0.5/1 0.06/0.12 : : : : Citrobacter s 259 <0.03 to 1 <0.03 0.12 100.0 SIS (61.4%) (76.8%) (82.2%) (85.7%) (88.4%) (93.4%) (97.7%) (98.8%) (99.6%) (100.0%) 0031 Ceftazidime 0.12 05 95.4 4.6 3. EUCAST (2016). Breakpoint tables for interpretation of MICs and zone
' (383) (100.0/100.0)°  (91.4) (99.7) (99.7) were collected in 2015, except those from China (194 isolates), which —— o e : ' i 2 4 1139 A1 0 1 0 1 2 3 1 14 Ceftriaxone 0.25 2 88.3 8.2 diameters. Version 6.0, January 2016. Available at:
: : C. koseri 101 <0.03t00.06 ~ <0.03  <0.03 100.0 Zidebactam 0.8%) (20.3%) (72.2%) (87.3%) (91.5%) (915%) (91.9%) (91.9%) (92.3%) (93.1%) (94.2%) (94.6%) (1000%) °12 09 . -
0.06/0.12  0.06/0.25 2/8 0.06/0.06 were collected in 2013. Isolates were consecutively collected from 134 C. freundii 147 <0.03 to 1 <0.03 0.12 00.0 , (0.8%) (293%) (122%) (87.3%) (91.5%) (91.5%) (919%) (919%) (92.3%) (931%) (942%) (94.6%) (100.0%) Piperacillin-tazobactam 2 8 96.4 2.8 http://www.eucast.org/clinical _breakpoints/. Accessed January 2016.
S. marcescens (282) (100.0/100.0°  (95.7) (96.4) (97.9) ical instituti o : : — e 01 o = —ut Serratia marcescens (282) s 5 0 Meropenem 0.06 0.06 97.9 2.1 4. Maxipime Package Insert (2012). Available at
.0/100. : - - - s. 282 <0.03t 0.06 0.12 100.0 — . ' ' ' ' ' '
Y — med|ca_ Institutions WO”FIW'de’ including !EurOpe _(EU' 2,485 isolates ﬁtom b \TJ?;:;C%S 34 <0.03 to%.12 0.06 0.06 100.0 Cefepime-zidebactam 1:1 (5 700)  (53.2%) (90.4%) (96.5%) (98.6%) (100.0%) ey o Levofloxacin <0.12 1 96.1 18 http://www.accessdata.fda.gov/drugsatfda_docs/label/2012/050679s036lbl.pdf.
b, PIP-TAZ = piperacilin-tazobaciam. 38 medical centers), United States (USA; 2,172 isolates from 64 medical Providencia spp. = B T TG Celepime-idebactam 21 14, (M1 08 B 6 0o 012 025 Gentamicin <1 <1 96.8 14 Accessed February 18, 2016. N N
c. % inhibited at <2/<8 ug/mL (for comparison purposes only). centers), Latin America (LA; 407 isolates from elght medical centers), Other species 52 <0.03 to 0.25 <0.03 0.12 100.0 Cefen '140 1'320 83 ’ 30 ’ 7 ’ 2 ’ 2 ° 1 4 9 1 0 4 006 025 Amikacin 2 4 98.9 11 5. Nguyen HM, Shier KL, Graber CJ (2014). Determining a clinical framework for
- - : : . : a.For comparison purpose only, clepime (5.0%) (51.8%) (81.2%) (91.8%) (94.3%) (95.0%) (95.7%) (96.1%) (97.5%) (98.2%) (98.6%) (98.6%) (100.0%) ™ : Colistin >8 >8 5.3 94.7 use of cefepime and beta-lactam/beta-lactamase inhibitors in the treatment of
* Abstract has been updated with results of additional isolates tested after its submission. ASIa. West Pacific (APAC) region (.eXCIUdmg China, 688 isolates from 14 2_‘ I(\:/Iglriggﬁ?neonr::Qggézgfiglegtll\?lll%sI\ggl\}/}l;;ﬁﬂ;(I\éIIUCéing)g.;/mL. Zidebactam 0 4 3 1 0 0 0 0 2 1 271 64 64 a. Criteria as published by CLSI [2016], except for colistin, for which EUCAST [2016] criteria were infections caused by extended-spectrum-beta-lactamase-producing
medical centers), and China (194 isolates from 10 medical centers). d Ceftazidime-non-stsceptible (CAZ-NS); MIC, =8 ug/mL. (00%) (14%) (2.5%) (2.8%) (28%) (28%) (2.8%) (2.8%) (35%) (3.9%) (100.0%) applied. Enterobacteriaceae. J Antimicrob Chemother 69: 871-880.
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