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Background: CXA-101 (CXA), anovel cephalosporin with potent aciivity agaist P. aeruginosa (PA),is under development as monotherapy and in

- L . - P : " P ® CXA-101 IN COMBINATION WITH TAZOBACTAM (Tables 34, Figure 2)
ﬂ“ﬂggg&ﬁg:ﬁ:m (TAZ). This study evaluates the activity of CXA, and CXAITAZ relative to ceftazidime (CTZ) against target pathogens, Table 1. Comparison of the activity of CXA-101 with that of other antibiotics against recent US surveillance isolates (2008-2009) "Atthe various concentrations of tazobactam evauated in combination with CXA-L0L, there was lite impact on overal aciviy profle against P. aerugnosa and the evaluated Gram-posiive

organisms based on MIC distibuton (Table 3).
Methods: CXA, CXATTAZ (TAZ atvaried wncentrancns) and CTZ e tested by broth microdiluion (CLSIM7-Ag) against 2,51 (EN:
includig extended-spectum flacemase [ESBL] E. K. preumoniae [KP: 2], and P. mirabis 5): PA (314): Acnetobacter spp. (AC: 238) RS SEEGETE e e U Wi BT B W o . Aga';nst Enterobacteriaceae, there was an overal trend towards lower CXA-101MICs when combined with tazobactam compared with CXA-101 alone based on cumulatve MIC distibutons
e : Acnicbacer s 238 BI>@  R/>18 28/ >8/58 161518 2@ 172 o 8150 (Table 3).
H. influenzae (HI; 95); S. pneumoniae (SP; 276, 59 mumamg res\stant[MDR]) and f-hemolytic streptococe (60). e o pm . @A ABmelm 68 1 252 2 D e Hied ( )
K. pneuttonize 7 025/l  025/64  003/32  006/>8  003/8  025/1 051 006/564 4152 ;
Results: By MICssMICss (igimL), CXA (0.5/2) s several-fold more pofent than CTZ (2/32) against PA, regardiess of TAZ combination. Against AC, CXA P. mirabilis 3% 025/05  006/012 <0015/003 006/>8  003/012  1/2 14 5003/5003 <118 * The decrease inMICs observed with CXA-101:tazobactam (fxed 4 pgimL) relative to CXA-101 alone was particularly apparent among the ESBL-producing subpopulaton of E. coliand K-
MICz/MICs; was 8/>32 compared to 32/>128 for CTZ CXA had a lowMICz/MICoo against non-ESBL EC (0.1210.25) and KP (0.25/05), with an £ cloxae EL T T T TV M KT ] 202 prieumoniae hased on MIC disirbuton (Figure 2).
MICsoMICco of >16/>32 against ESBL isolates. CXA combined with 4 pg/mL fixed TAZ, dropped inMICsoMIC o 0.5/1 against ESBL EC, and 2/532 S st 2% o om0 v s o e 012/05 FIE . R
against ESBL KP. Against Citobacter spp. (CS) and E. cloacae (EL), CXA was 4-fold more potent than CTZ, and the CXATTAZ MiCx, (16 and 32, H. influenzae 95  012/025 <006/0.2  ND 0015/003 ND 05/1 11 ND 0572 . Ba;‘ﬂd on M'CE;JM 1Cco, using fixed 4 pgimL of tazobactam CXA-101:tazobactam was more potent than both and against
respectvely) dropped 2-8 fold. CXA was potent against HI (MICso/MICo of 0.1210.25). CXAMICsyMICso Was 0.5/0.5 against S. agalactiae and 0.12/0.12 Grampositive spcies pathogens (Table 4).
against S. pyogenes, comparable o CTZ. Against SP, the CXA MICsyMICoo was elevated against MDR (458) relaive to non-MDR isolates (0.1210.5). CXA s am conia 0258 ND  >32/>%  ND  <00I5/05 0015/003  ND ND
agmyag:"y';?; . H,"ﬁ,mpmww :"ggspm"ctmmd WTA’;_ “ () ( ) i Y obor oo No Dern o D Coms eoos ND o +In general, based on MIC distributons, the aciivity of CXA-101 was mproved by the addiion of tazobactam. The aciivity of CXA-101 with the aditon of azobactam ata 2:1 ratio was
A " S.agalaciae 18 0505 os/05 ND 051 ND. ND_ omsions D o comparable o the fixed 4 gL concentaton. Atfixed 8 pgiL, slighty lover MICs were observed compared to the other evaluated concentraions of azobactai (Table 3).
ND, Not Done
Conclusion: CXA and CTZ had comparable activiy against the evaluated pathogens excluding PA, EL, and CS. against which CXA was several-fod more T i . .
\EL, . B " N N able 4. Activity profile of CXA-101 relative to
potent than CTZ. CXA when combined vith TAZ was more potent than CXA alone against ESBL isolates, EL, and CS, indicating the pofential benefi of Table 3. Activity of CXA-101 in combination with varied tazobactam P I
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Table 2. Cumulative CXA-101 distributions against non-susceptible [Gram-regatve ecies
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CXA-101 is a novel broad spectrum with potent activity against aeruginosa. CXA-101 is curently under [Phenotype T (v=168) CXATabc 494 722 791 8L 854 918 %56 %87 10 Ko’ €580 92 . - 2 -2 fr B
monotherapy and in combination with tazobactam for the treatment of serious bacterial infections in hospitalized patients. As partof its deve\cpmem, itis CefmzidimeNs 162 00 206 608 907 044 969 081 100 o I R R S T VI Pt = 0z 05 <06 <06 : :
important to understand the in vitro aciiviy profie against farget pathogens collected recently and fo determine the appropriate n viro testing conditions of \migenem NS 199 2 256 578 808 @ 955 975 985 100 TG T4 s s s ris  7a4 w05 s 100 S 5 o P . o s =
the combination (fixed concentration of tazobactam or a fixed ratio of tazobactam to CXA-101). This study evaluated the activity of CXA-101, CXA- (Cefepime NS 140 29 229 657 @ 9% 979 986 100 (N=266) ﬁiﬂﬁ ::5 g; 3:: :? :; :: :157 9;77 :: feracer 22 = 5 B 2 o2 o ®
101:tazobactam relative to cefiazidime and other comparators against target pathogens, including resisant solates. Doriperem NS 160 175 50 769 919 944 969 981 100 — <
P gainstiarget pamoger 9 Astreonam NS~ 285 07 246 558 811 954 975 986 989 100 e . m o [ o 3 o "o
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|Amikacin NS 16 6.3 25 375 625 813 875 938 100 CXATaz2:l 523 872 921 945 968 993 99.9 100 - | Abbervistisns: ESL= Extended-spectmn lacmess; ND = Net dana:
NS, non-< bl K oneumonias XA 373 718 827 858 868 878 886 901 100 Ji s
CXA-101, CXA- (tazobacta at varied ceftazidime, and other comparators vere tested by broth microdiuion (CLSIM7-AB) (NS non-susceptble R LN O - —_ Figure 2. Activity profile of CXA-101 with and without againet ESBLs
against recent surveilance (2008-2009) cinical isolates of imporiant Gram-positve and Gram-negative pathogens. Overall esting volumes are shown in CxaTausc 401 128 w3 9 s4 W M2 e 100 -
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Isolates were collected fom all nine United States Bureau of Census regions from a total of 124 hospitals. ESBL phenotypes among E. col, K. pneumoniae, . . X CXATaw 4 s w2 w1 w0 — o Bo o B digm) o ' Bex 1011020 et 4 gl
and P. mirabils vere confimed according to CLSIM 100-S19 critera. Muli-drug resistance (MDR) among S. pneumoniae vas defined as fesistance to 2 2 Figure 1. Cumulative susceptibility of P. aeruginosa to CXA-101 T 2 s1 ow e aw o o o o HE £2 (e voim)
agents (macrolide, cefuroxime, penicilln, trimethoprim-sulfamethoxazole, and teracyciine). and comparator B-lactams (=256) CxaTwa 08 22 @3 ®m8 w3 w1 — s 10 g w0 g @
CXATazBe 16 371 816 957 98 — 984 988 100 5 %0 5%
OxaTazt s 75e o w3 es o o g s
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ACTIVITY PROFILE OF CXA10L (Tables 1-2, Figure 1.2) £ T T S T S T R A e g e g
+ CXA-101 was the most pofent agent evaluated agaist P. aeruginosa with an MICsoMICs; (gL of 0512, several fold more potent than that of 70 e f= CxATatc 181 218 277 36 08 462 &5 765 100

cefiazidime (2/32) (Table 1; Figure 1).

+ CXA-101 maintained potency agaist P. aeruginosa that were non-susceptble to other ants-pseudomonial agents. >94% of beta-lactam non-susceptble
isolates remain susceptible to CXA-101 at an equivalent cephalosporin breakpoint of 8 pgimL (Table 2).
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+ CXA-101 with or vithout tazobactam was the most potent agent evaluated against P. aeruginosa, wih only 19 of isolates having an MIC greater than 8

Cumulative % inhibited
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+ All non-suscepible P. aeruginosa, with the exception of amikacin non-susceptble isolates show CXA-101 MICs of <8 pgimL (Table 2). 10 (=2rr) CXATAZc 645 T8 62 704 852 895 982 100  —
o . Cunazk ©3 me 73 m4 sz me ms w0 — + CXA-101 s exceedingly potent against P. aeruginosa isolates nor-suscepible fo currently uilized antpseudomonal agents.
+ Against Enterobacteriaceae, CXA-101 was similar to ceftazidime against E. coliand S. marcescens (MICsyMICss at or within one-doubling diluton), was ©2 05 1 2 4 8 16 32 x84 Sagaadie  OxA 4SS s 0 —
more potent than ceftazidime against K. pneumoniae, E. cloacae, and Citrobacter spp. by MICso, and was comparatively less potent than ceftazidime MC (uginl) (-18) CxwmAzc a4 w4 0 —  —  —  _—  _ + CXA-101 was several-fold more potent than ceftazidime against P. aeruginosa, E. cloacae, and Citrobacter spp. and had comparable actvity to
against P. mirabilis (Table 1). S ——————— cefiazidime against other evaluated pathogens.
rTE——TY 2y T o o o - o
« Against Acinetobacter spp., CXA-101 MICssMICso (g/mL) was 8/>32 compared to 32/>128 for cefiazidime (Table 1). (=22) e e e = ——— + CXA-101 actvity against P. aeruginosa, H. influenzae, beta-hemolyic streptococei, and S. pneumoniae was not aflected when combined with tazobactam.
+ CXA-101 had similar potency based on MICsyMICss (g/mL) relative to cefiazidime against the evaluated pneumococei (<0.12/4), and B-hemolytic [ o ST o o ” mi‘l'imm T T + CXA-101 and cefazidime combined with tazobactam were more pofent than clinically used piperacilln-tazobactam combination.

streptococc (0.1210.12 for S. pyogenes, 0.5/0.5 for S. agalactiae) (Table 1).

+ CXA-101, when combined vith tazobactam, was more potent than CXA-101 alone against ESBL isolates, E. cloacae, and Citrobacter spp., indicating the
potental beneft of combining CXA-101 and tazobactam.



