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We report the in vitro activity of ceftaroline combined with avibactam » Ceftaroline/avibactam was also active against S. pneumoniae
(CPA,; fixed concentration of 4 ug/mL) against bacterial organisms
isolated in USA medical centers in 2010 as part of a worldwide

Table 1. Summary of Ceftaroline/Avibactam (previously ceftaroline/NXL104) Activity Tested Against the Main Pathogen Groups Isolated

Abstract Conclusions

strains with penicillin MIC of 28 ug/mL (12 isolates tested; MIC
range, 0.06 - 0.5 ug/mL). These isolates were categorized as

in USA Hospitals in 2010

No. of isolates (cumulative %) inhibited at ceftaroline/avibactam MIC (ng/mL)

. . . 0 i . ; _ ®) ism/sub (n) <0.03 0.06 0.12 0.25 0.5 1 2 4 8 16 MIC<, MICqyq . . .
Background: Ceftaroline (CPT), the active form of CPT fosamil, is a surveillance program nonsusceptible for other B-lactam agents tested, except for 1 S aureus (2146) 100 503) 5930 92479 703(806) 365076 BL(000) : : : 05 T « Ceftaroline/avibactam and ceftaroline were the most potent
l;;c;i?vzpzﬁ]cglrlljg:n gﬁzlgeéﬁlgihcr?q%ﬁ]t?éﬁjgc;régi:\gme[ s]ggm;rt] gjrr?qrgr-“ae Isolate (8.3%) that was susceptible only to ceftriaxone (Table 2) mfgﬁ (ég;;)) 3288 8288 509&1)) 94112 gz;?) 2411 2(1(222; — — : : : 06.255 0.125 B-lactam agents tested against staphylococci and
- - _ _ _ _ _ _ CONS (486) 12 (2.5) 79 (18.7) 100 (39.3) 144 (68.9) 135 (96.7) 11 (99.0) 5 (100.0) - - - 0.25 0.5 - ' - -

[SPN]) and common Gram-negative organisms. Avibactam (previously M Et h O d S « Ceftaroline/avibactam was active against Haemophilus influenzae, MSCONS (188) 12 (6.4) 78 (47.9) 81 (91.0) 17 (100.0) ) i i i i i 012 012 streptococci collected from hospitals in the United States

: N - : - MRCONS (298) 0(0.0) 1(0.3) 19 (6.7) 127 (49.3) 135 (94.6) 11 (98.3) 5 (100.0) - - - 0.5 0.5
NXL104 [AVI]) is a novel non-B-lactam B-lactamase Inhll.Z)IFOI‘ of Ambler . _ - . Haemophilus parainfluenzae, and .Moraxella catarrhalis (MIC;, and E. faccalis (195) 0(0.0) 0(0.0) 0(0.0) 1(05) 3(2.1) 25 (14.9) 110 (71.3) 27 (85.1) 20 (95.4) 9 (100.0) 2 8 » When breakpoints established by the USA-FDA for
class A, C, and some D enzymes. We evaluated the activity and Organisms collection: A total of 8434 bacterial isolates were tested. Sixty- MICgy,, =0.03 pg/mL for all 3 organisms; Tables 1 and 2) S. pneumoniae (1200) 810 (67.5) 102 (76.0) 139 (87.6) 135 (98.8) 14.(100.0) - - - - - <0.03 025 ftaroli lied. MRSA and icill stant S
potency of CPT/AVI (CPA) against recent clinical isolates. five medical centers distributed across all 9 USA Census Regions (5 to 10 iER:ﬁé@éﬁ) ‘222 5222 ;1(?8%% 22(1(8823 1(100.0) : 28282 _09'1023 cetiaro m.e were app Ie. ’ an p.emc' n-resistant >.

. _ _ medical centers per region) contributed clinical isolates for this » Using the USA-FDA breakpoint for ceftaroline susceptibility (0.5 v PEN-R E256) - 35?8(07-2)8 75 (g% 12026 gl12-52) 11374 8:155) 1&(1;805) - <%2053 8?2 pneumqnlae Were particularly susceptible to
Methods: Isolates were consecutively collected in 2010 from 65 USA surveillance program in 2010. Organisms were consecutively collected ng/mL), ceftaroline/avibactam was among the most active agents B hacmaic st (1201} ey 19669 1uooo) 49 %59 (%00 <0.03 <0.03 ceftaroline/avibactam
medical centers from all 9 CDC Census Regions (5-10/region). from clinical infections and target numbers of strains for each of the tested against Enterobacteriaceae (Table 2) Croup (222 asen sy 10000 : : =0.3 =0.3 o | | |
Susceptibility (S) testing for CPA (AVI at fixed 4 pg/mL), CPT and requested bacterial species/genus were predetermined in the study E. coli (657) 146(679)  178(950)  25(98.8) 7(99.8) 1(100.0) <003 0.06 « Ceftaroline/ a\_”baCtam was .aISO h'ghly active against
SOMIPEFE e TS [emeiee (o3 CL=i) laeiin mieiee! e E E4es; rotocol. Isolates were sent to the coordinator laboratory (JMI * All Escherichia coli isolates were susceptible to non ESBL (579) M9(724)  140(96.5) - 17(995) 3(100.0) : <0.03 0.0 Enterobacteriaceae, including strains producing KPC,
strains P _ : _y_ _ _ ) . ESBL phenotype® (78) 27 (34.6) 38 (83.3) 8 (93.6) 4(98.7) 1(100.0) - - - - - 0.06 0.12 _ _
' Laboratories, North Liberty, lowa) for reference susceptibility testing. Only ceftaroline/avibactam (MICg, <0.03 and MICg,, 0.06 ng/mL) when KIebsieIIaEng.L(S(a;Jgi) ggg ggg 3421? gg% 132 gé% 4213 883 41162 1(838 10 (99.8) 1(99.9) 1(100.0) . . 882 815 various ESBL types, and AmpC (chromosomal- or plasmid-
H H H H H H H H 1 1 1 non . . . . . - - - - - . . o
Results: For MSSA and MRSA, all strains were inhibited at <0.5 and 1 strain per patient-infection episode was included in the surveillance. brea_kpomts established by th(_e USA_'FDA for CefFa_rOI'ne were ESBL phenotype (112) 12 (10.7) 19 (27.7) 35 (58.9) 22 (78.6) 12 (89.3) 10 (98.2) 1(99.1) 1 (100.0) - - 0.12 1 medlated) enzymes
<2 ug/mL of CPA, respectively (Table 1), and CPT MICs were not o _ o applied. Furthermore, ceftaroline/avibactam exhibited potent Meropenem-non-S (29) 2(6.9) 1(10.3) 4(24.1) 4(37.9) 8 (65.5) 9 (96.6) 1(100.0) - - - 0.5 1
impacted by the addition of AVI. Penicillin (PEN)-R (MICyye0, 0.25/0.25 f:ff;fopl_tr'g'/gv fi‘tg?n ':sgaii; "F‘;erztt;s;e‘i;‘t’r Z“Srceefgg’r']'gé’ ;[Jc;oth activity against E. coli strains with an ESBL phenotype (MICs, 0.06 C Dyi00a Z50) 932 109808 29(324) | 14GBO) 88 1098 0698 10000 : ; ooe 01 . Ceftaroline/avibactam represents a potential therapeutic
- | Vi gents by - M. morganii (116) 49 (42.2) 43 (79.3) 17 (94.0) 5 (98.3) 2 (100.0) - - - - - 0.06 0.12 - - - - -
ug/mL) and levofloxacin-non-S (MICSO/QP, S0.03/0.25.ug/mL) SP.N were -~ erodilution methods as described by Glinical and Laboratorv Standards and MICgy,, 0.12 ng/mL; Tables 1 and 2) e 7o0) S o ; : : — —_— option for infections caused by resistant organisms.
CPA-S. CPA was 8- to 16-fold more active than ceftriaxone against ) y i : y B-lactamase-negative (556) 555 (99.8) 1(100.0) <0.03 <0.03
MSSA and PEN-R SPN:; the highest CPA MIC value was only 0.5 Institute (CLSI) M07-A8 (2009) and CLSI interpretations were based on « Ceftaroline/avibactam was active against Klebsiella spp., including ’ B-I-a(f:ltamase-(p6083)itive (214) 35 1(338 1 (100.0) f88§ f88§
o - _ _ : ) _ . . . . . . . parainfluenzae . - - <0. <0.

ng/mL for both organisms. Against H. influenzae, the highest CPA MIC M100-S21 and M45-A breakpoints. Ceftaroline was combined with strains with an ESBL phenotype (MICs, 0.12 ug/mL and MIC,,, 1 M. catarrhalis (200) 198 (99.0) 1(99.5) 1(100.0) <0.03 <0.03
value was 0.06 Mg/ml_ (MngO, <0.03 Mg/ml_) B-haem()lytic and avibactam at a fixed concentration of 4 ug/mL S. pneumoniae isolates ug/mL) and those with reduced Suscept|b|||ty to Carbapenems E Eisolbgzg:ﬁtggﬁ_isnii(;?;?cs)gzafé]e_sn;vri]tissncg/lplii:b\llglst?a?;:%h/“gcuzl’rnzl_zfsg;:rslf_t;zidime or ceftriaxone or aztreonam [CLSI, 2011]. Ref e r e n C eS

were tested in Mueller-Hinton broth supplemented with 3-5% lysed horse
blood, and Haemophilus influenzae isolates were tested in Haemophilus
Test Media, whereas S. aureus isolates were tested in cation-adjusted
Mueller-Hinton broth. Concurrent testing of quality control (QC) strains

CoNS = coagulase-negative staphylococci; ESBL = extended-spectrum B-lactamase; MIC = minimum inhibitory concentration; MRCoNS = methicillin (oxacillin)-resistant coagulase negative staphylococci; MRSA = methicillin (oxacillin)-resistant S. aureus; MSCoNS = methicillin (oxacillin)-
susceptible coagulase negative staphylococci; MSSA = methicillin (oxacillin)-susceptible S. aureus; PEN-I = penicillin-intermediate; PEN-R = penicillin-resistant; PEN-S = penicillin-susceptible; S = susceptible.

viridans group streptococci were CPA-S with MICy,s of 0.015 and 0.12
ug/mL, respectively. All E. coli, including ESBL-producing strains, were
inhibited at CPA MIC values of <0.5ug/mL. CPA was also active
against H. influenzae (MICy, =0.03 png/mL), Klebsiella spp. (MIC,,

(MICg,, 0.5 pg/mL and MICgy,, 1 png/mL; Table 1).

1. File TM Jr, Low DE, Eckburg PB, et al. Integrated analysis of FOCUS 1 and
FOCUS 2: randomized, double-blinded, multicenter phase 3 trials of the efficacy

Table 2. Activity of Ceftaroline/Avibactam (CPA; previously ceftaroline/NXL104) and Comparator Agents Tested Against Bacterial Isolates Collected in USA Hospitals in 2010

) ) assured proper test conditions Antimicrobial agent M/Cso MICqo Range CLSIa EUCAST \ iicrobial agent  M/Cso MICao Range CLSIa EUCAST )\ iicrobial agent  MICso  MICa Range CLSla EUCAST \ imicrobial agent  MICso  MICqo Range CLSla EUCAST and safety of ceftaroline fosamil versus ceftriaxone in patients with community-

0.12 ng/mL), including ESBL-phenotype and meropenem-non-S prop : (ug/mb) (ug/ml)  (ug/ml) %S /%R %S/%R (ug/mbL) (ug/ml)  (ug/ml) %S /%R %S/%R (ug/mb) (ug/mb)  (ug/mL) %S /%R %S/ %R (ug/mL) (ug/mL)  (ug/mL) %S /%R %S /%R acquired pneumonia. Clin Infect Dis 2010:51:1395-1405.

i A S. aureus (2146 S. pneumoniae (1200 Viridans gr. streptococci (492)f ESBL phenotype (112)! . ' .
strains (MICgy,, 1 ng/mL for both subsets) and M. morganii (MICy, 0.12 e (2140) N . 6 . iy R (1200) <003 025  <0.03—05 . . Cpa O SR Sé_03) G0 s . . opalTOVP (112) 0.12 1 <0.03—4 . . 2. Corey GR, Wilcox M, Talbot GH, et al. Integrated analysis of CANVAS 1 and 2:
ug/mL). Oxacillin 2 >2 <0.25->2  50.0/50.0 50.0/50.0 Penicillind <0.03 4 <0.03->4  85.4/1.0 -/ - Penicillin 0.06 1 <0.03 - >4 74.6/4.3 83.3/4.3 Ceftazidime 16 >32 012->32  357/58.0 17.0/64.3 phase 3, multicenter, randomized, double-blind studies to evaluate the safety and

. . CeftriaxoneP 8 >8 <0.06 — >8 49.2/50.0 50.0/50.0 AIC <1 8 <1->8 83.1/14.1 -/- Ceftriaxone 0.12 1 <0.06 -8 92.9/4.1 88.0/12.0 Pip/Taz 64 >64 1->64 39.3/50.0 25.0/60.7 . . . . ; A

Conclusions: CPA and CPT were the most potent 3-lactam agents Clindamycin <025 >2  <025->2 828/17.1 822/17.2  Ceftriaxone <006 2 <006-8  89.8/17  789/17  Clindamycin <025 05  <025->2 89.0/10.0 90.0/100  Ceftriaxone > >  012->8  89/893  89/893 skin-structure infection. Clin Infect Dis 2010;51:641-650. .
tested against staphylococci and streptococci collected from USA _ _ Vancomycin 1 1 0.25-2 100.0/0.0  100.0/0.0 Cefuroxime <0.12 8 <0.12->16 72.8/23.4 715/27.2 Linezolid 1 1 <0.12-2 100.0/ - yE Gentamicin <1 >8 <1->8 67.9/19.6 62.5/32.1 3. Clinical and Laboratory Standards Institute (2009). M0O7-A8. Methods for dilution

- : - Linezoli 1 1 <0.12-4 100.0/ 0. 100.0/ 0. T l . <0.25 - 74.6/254  74.6/25.4 Levofloxaci 1 2 <0.5->4 21/71 i Levofloxaci 4 4 <05->4  46.4/49.1 . : i i i i :

hospitals. MRSA and PEN-R-SPN were particularly S to CPA and CPT ) Ceﬂam“ne/aVIbaCtam. (MIC5O and MICqo, 0.25 g/mL) was 16-fold Lg\?ozf?ofacin <0.5 >4 s8.5_>4 6828 /33.2 68213 /33.2 T(I\e/flr:’a/%yl\(/:l)l(n ) 20?5 ii 500.55_ >>48 66.3;22.0 71.8;22.0 Dz\ﬁo(r)nx;ic(i;:\n 0.25 0.5 sg.ge —> 4 999.6/ /- ; Me(;/r(())pz);aecrl: <0.12 zs 500.152 —>>8 72.1?23.3 ?33;?38 antlmlcroblql susceppblllty tests for bacteria that grow aerobically; approved
(data not shown). CPA was also highly active against more active than ceftriaxone (MIC.,and MICy,, 4 ng/mL) and 4-fold TMP/SMX <05 <05  <05->4  981/19  98.1/17 Clindamycin <025  >1 <025->1 77.4/222 77.8/22.2  B-haemolytic streptococci (1201)9 M. morganii (116) standard: eighth edition. Wayne, PA: CLSI.
. : : . . . Daptomycin 0.25 0.5 <0.06 — 2 99.9/- 99.9/0.1 Erythromycin <0.06 >8 <0.06->8 583/41.2 58.3/41.2 CPA <0.03 <0.03 <0.03-0.12 - /- - /- CPA 0.06 0.12 <0.03-0.5 ~ = -/- 4. Clinical and Laboratory Standards Institute (2011). M100-S21. Performance
(chromosomal or plasmid mediated) enzymes. CPA represents a against methicillin- (oxac||||n)-suscept|b|e S. aureus (MSSA). The CPA 0.25 0.25 <0.03-0.5 -/- -/- Linezolid 1 1 <0.12-4 99.9/- 100.0/0.0 Cefuroxime <025 <025 <0.25->1 -1- 100.0/0.0 Amp/Sulb 16 32 1->32 18.1/48.3 -181.9 Wayne, PA: CLSI
- - - - - . : : : Cefuroxime 1 4 <0.25->16  91.5/7.4  100.0/0.0  PEN-S (MIC, <0.06 ug/mL; 678) Ceftriaxone <0.06 0.12  <0.06-0.5 100.0/ - 100.0/0.0 Pip/Taz <0.5 2 <0.5—>64 95.7/1.7  95.7/4.3 » FA -
pOtenF'al therapeutic option for infections caused by these R highest ceftaroline/avibactam MIC value among MSSA strains was Ceftriaxoneb 4 4 <0.06->8  98.0/0.2  100.0/00  CPA <0.03 <003 <0.03-0.12 /- /- Erythromycin <025 >4  <025->4 682/309 682/309  Ceftriaxone <006 2 <0.06->8  836/7.8  83.6/7.8 5. Clinical and Laboratory Standards Institute (2006). M45-A. Methods for
organisms. 0 ; ; i Clindamycin <0.25 <0.25 <0.25->2 94.1/5.5 93.6/5.9 A/C <1 <1 <1-2 100.0/0.0 -/ - Clindamycin <0.25 >2 <0.25->2 84.3/15.0 85.0/15.0 Gentamicin <1 >8 <1->8 86.2/12.1 83.6/13.8 antimicrobial dilution and disk suscenptibility testina of infreauentlv isolated or
g 0.5 Mg/ml‘ and 94.3% of strains were inhibited at a Vancomycin 1 1 0.25-2 100.0/0.0 100.0/0.0 Ceftriaxone <0.06  <0.06 <0.06 - 0.5 100.0/0.0 100.0/0.0 Linezolid 1 1 <0.12-2 100.0/- 100.0/0.0 Levofloxacin <0.5 >4 <0.5->4 80.2/155 74.1/19.8 fastidi b . d quid I'p y 9 ] . y
ceftaroline/avibactam MIC of <0.25 pug/mL (Tables 1 and 2) Linezolid 1 1 <042-2  100.0/0.0 100.0/0.0  Cefuroxime <012 <012  <012-1  100.0/00 99.6/0.0  Tetracycline >8 >8  <025->8 46.3/518 456/537  Meropenem <012 =012 <012-025 100.0/0.0 100.0/0.0 astidious bacteria; approved guideline. Wayne, PA: CLSI.
Levofloxacin <0.5 4 <0.5->4 88.4/11.0 88.4/11.0 Tetracycline 0.5 0.5 <0.25->8 96.8/3.2 96.8/3.2 Levofloxacin <0.5 1 <0.5->4 99.3/0.7 96.2/0.7 H. influenzae (770) 6. EUCAST (2011). Breakpoint tables for interpretation of MICs and zone
_ _ _ TMP/SMX <05 <05 <0.5->4 98.8/1.2 98.8/1.2 Clindamycin <025 <025 <0.25->1 97.2/25 97.5/25 Daptomycin 012 025  <0.06—05 100.0/ - 100.0/0.0 CPA <0.03 <0.03 <0.03-0.06 -/- -/- diameters. Version 1.3, January 2011.
. o Agamst MRSA, ceftaroline/avibactam MIC values ranged from 0.25 Daspto(mc))/cizr; 0.25 0.5 <0.06 — 1 100.0/ - 100.0/0.0 Erythfrlomycin <0.06 4 300.056—>8 896543//103.0 896543//103.0 E. colié6572 . é/? ;106 ;106 ;2)&4 108600/?0 ggs;gg hitp://www.eucast.org/clinical_breakpoints/. Accessed March 18, 2011
MRSA (107 Levofloxacin 1 1 <0.5->4 . 7 . i Non-ESBL (57 eftriaxone <0. <0. <0.06 -1 100.0/ - .1/0. : : : — . 1 :
I n t 'O d u Ctl on to 2 ug/mL (MICsq, 0.5 ug/mL and MICgy,, 1 ug/mL). 95.2% and CPA 0.5 1 0.25-2 - - Linezolid 1 1 <0.12-4 99.9/-  1000/0.0  CPA <003 006  <0.03-0.25 - - Cefuroxime 0.5 2 <012-8  995/00  79.7/3.4 7. Rocephin (ceftriaxone sodium) prescribing information. South San Francisco,
100.0% Of MRSA Strains were |nh|b|ted at Ceftaronne/aVibaCtam Pen|C|II|r.1 >4 >4 0.06 —>4 0.0/100.0 0.0/100.0 PEN-I (MIC, 0.12-1 pg/mL; 266) Ceftazidime 0.12 0.25 0.03-1 100.0/0.0 100.0/0.0 Meropengm <0.12 <0.12 <0.12-0.5 100.0/ - 100.0/0.0 CA: Genentech USA, Inc., 2010.
] o _ _ _ ’ i Cefuroxime >16 >16 <0.25->16 0.0/100.0 0.0/100.0 CPA <0.03 0.12 <0.03-0.25 -/ - -/ - Amp/Sulb 4 32 0.5->32 63.2/18.1 -/36.8 Tetracycline 0.5 1 <0.25->8 98.7/1.2 98.4/1.3 L . - .
Ceftaroline fosamil is the prodrug form of ceftaroline, a cephalosporin with MIC values of <1 ng/mL and <2 pg/mL, respectively (Tables 1 and Ceftriaxone -8 >8 4->8 0.0/100.0 00/1000  A/C <1 <1 <1-4 99.2/0.0 - Pip/Taz 2 4  <05->64 981/10 967/19  Azithromycin 1 > <025->4 986/ 0.3/1.4 8. Endimiani A, Choudhary Y, Bonomo RA (2009). In vitro activity of NXL104 in
o . f line h icidal . . . o . o Clindamycin <0.25 >2 <025->2  71.4/286 70.9/28.6 Ceftriaxone 0.12 0.5 <0.06 — 4 99.6/0.4 94.4/0.4 Ceftriaxone <0.06  0.12 <0.06 — 1 100.0/0.0  100.0/0.0 Clarithromycin 8 16 <0.25->32  78.7/3.1 1.2/0.7 combination with beta-lactams against Klebsiella pneumoniae isolates producing
broad-spectrum in vitro activity. Ceftaroline has demonstrated bactericida 2). Ceftaroline and ceftaroline/avibactam exhibited similar activities Vancomycin 1 1 025-2  1000/00 1000/00  Cefuroxime 05 4 <012-4  737/102 688/263  Gentamicin <t 2 <1->8  915/7.9  910/85 Levofloxacin <05 <05  <05-1 1000/  100.0/0.0 KPC carbapenemases. Antimicrob Agents Chemother 53: 3599-3601.
activity against oraanisms most frequentlv responsible for communitv- ; ; Linezolid 1 1 <0.12-4 100.0/0.0 100.0/0.0 Tetracycline 0.5 >8 <0.25->8 60.8/38.9 60.8/39.2 Levofloxacin <0.5 >4 <0.5->4 77.7122.1 77.7122.3 H. parainfluenzae (68) . . . .
Y ad o' . R y resp L y against MRSA strains (data not shown) Levofloxacin 4 >4 <05->4  324/655 324/655  Clindamycin <025 >1  <025->1 688/305 69.5/305  Meropenem <012 <012 =<012-025 1000/00 1000/00  CPA <003 <003  <0.03 - - 9. Jacobs MR, Good CE, Windau AR, et al (2010). Activity of ceftaroline against
acquired bacterial pneumonia (CABP) and acute bacterial skin and skin TMP/SMX <05 <05  <05->4  975/25  97.5/22 Erythromycin 4 >8  <0.06->8 342/654 34.2/654  ESBL phenotype (78) AIC <1 <1 <1-2 100.0/0.0 /- recent emerging serotypes of Streptococcus pneumoniae in the United States.
_ N T _ CoNS (486)¢ Linezolid 1 1 <0.12-1 100.0/ - 100.0/0.0 Ceftazidime 8 32 025->32 359/46.2 7.7/64.1 Cefuroxime 0.25 1 <0.12-4 100.0/0.0 -/- - ) . -
pneumoniae, methicillin (oxacillin)-resistant Staphylococcus aureus streptococci, with the MIC,, at <0.03 ug/mL for all subsets CPA 0.25 0.5 <0.03 -2 .- .- PEN-R (MIC, 22 pg/mL; 256) Amp/Sulb 32 >32 4->32 16.7/59.0 -183.3 Tetracycline 0.5 1 <0.25->8  97.1/15 [l 10. Mushtaq S, Warner M, Williams G, Critchley I, Livermore DM (2010). Activity of
: : ) ) ) Oxacillin 1 >2 <0.25->2  38.7/61.3 38.7/61.3 CPA 0.25 0.25 0.06 - 0.5 = [l - [l Pip/Taz 4 64 1->64 744177  62.8/256 Azithromycin 1 2 <0.25 - >8 98.5/ - -/- chequerboard combinations of ceftaroline and NXL104 versus beta-lactamase-
(MRSA), an_d most Enterobacteriaceae SPECIes, as We_” as common evaluated. The highest ceftaroline/avibactam MIC among - Penicillin 2 >4 <003->4  19.3/80.7 193/807  AIC 8 8 <1->8 21.6/66.3 -1- Ceftriaxone >8 >8 012->8  9.0/885  9.0/885 Clarithromycin 8 16 <025->32  76.5/2.9 -1- producing Enterobacteriaceae. J Antimicrob Chemother 65: 1428-1432.
gram-negative pathogens. In 2 phase 3 trials, ceftaroline fosamil was haemolytic streptococci was 0.12 ug/mL (Tables 1 and 2) Cefuroxime 2 16 <0.25->16 387/613 38.7/613  Ceftriaxone 1 2 0.25-8 52.7/74  7.0/74 Gentamicin <1 >8 <1->8  73.1/269 731/269  Levofloxacin <05 <05  <05->4 97.1/- /- 11. Wiskirchen DE, Crandon JL, Furtado GH, Williams G, Nicolau DP (2011). In vivo
. . . . . ) Ceftriaxone 8 >8 0.25->8 38.7/61.3 38.7/61.3 Cefuroxime 8 16 2->16 0.0/99.2 0.0/100.0 Levofloxacin >4 >4 <0.5->4 20.5/78.2 20.5/79.5 M. catarrhalis (200) . J J J ! :
shown to be noninferior to ceftriaxone for the treatment of patients with Clindamycin <025  >2 <025->2  71.0/253 68.7/29.0  Tetracycline >8 >8 <025->8  30.1/69.9 30.1/69.9 Meropenem <012 <012 <012-025 100.0/00 100.0/00  CPA <003 <0.03 <0.03-0.12 -/- -/- efficacy of a human-simulated regimen of ceftaroline combined with NXL104
CABP requiring hospitalization. Similarly, noninferiority of ceftaroline i i < Vancomycin 1 2 0.25-4 100.0/0.0 99.8/0.2 Clindamycin >1 >1 <0.25->1 34.0/65.6  34.4/65.6 Klebsiella spp. (903) A/C <1 <1 <1 100.0/0.0  100.0/0.0 against extended-spectrum B-lactamase (ESBL)-producing and non-ESBL-

. d g p . y y Ceftaroline/avibactam (MIC50’ <0.03 Hg/ml‘ and MIC90’ 0.25 “g/mL) Linezolid 0.5 1 <0.12->8 97.9/2.1 97.9/2.1 Erythromycin >8 >8 <0.06 — >8 9.0/90.6 9.0/90.6 Non-ESBL (791)h Ceftriaxone 0.25 0.5 <0.06 - 2 100.0/ - 99.0/0.0 9 duci b P . B .. é ) pCh gh :3920-322
fosamil compared with vancomycin plus aztreonam for the treatment of and ceftaroline (data not shown) were the most potent B-lactams Levo;loxacin 58.5 >4 58.5—>4 50.8;47.3 50.8;47.3 LgvofI(T?c(jacin 1 1 <0.5->4 98.8/(3.8 98.8//1.2 CPfA ) 006 012  <0.03-05 -/; -/; Cefuroxi:pe 012 2 sg.;z—s 99.5//0.0 74.5//2.5 producing Enterobacteriaceae. Antimicrob Agents Chemother 55: -3225.
ABSSSI requirina hospitalization was demonstrated in 2 phase 3 trials. . . . . . TMP/SMX <0.5 >4 <0.5->4 64.8/35.2 64.8/18.1 Linezoli 0.5 1 0.25-2 100.0/ - 100.0/0.0 Ceftazidime 0.12 0.25 0.03-1 100.0/0.0 100.0/0.0 Tetracycline <0.25 0.5 <0.25-1 100.0/0.0 100.0/0.0

. d g_ P . X tested against S. pneumoniae. The highest ceftaroline/avibactam Daptomycin 0.25 0.5 <0.06 - 1 100.0/-  100.0/0.0  PEN-R (high-level; MIC, 28 ug/mL: 12) Amp/Sulb 4 16 0.5 - >32 85.2/4.3 -/14.8 Erythromycin 012 025 <0.06 — 4 99.5/ - 92.0/0.5
Ceftaroline fosamil was approved by the United States Food and Drug MIC value observed was 0.5 ug/mL (14 strains [1.2%]; Tables 1 E. faecalis (195) CPA 0.25 0.5 0.06 - 0.5 -1- -1- Pip/Taz 2 4 <05->64  98.7/0.8  95.7/13 Levofloxacin <05 <05 <0.5-1 100.0/- __ 100.0/0.0 ACkn OWl ed g ments

ini i - ' ) ! CPA 2 8 0.25-16 -/- -/- A/IC >8 >8 8->8 0.0/100.0 -/- Ceftriaxone <0.06 0.12 <0.06 -1 100.0/0.0 100.0/0.0 g. Includes: Streptococcus dysgalactiae (12 strains), S. equisimilis (1 strain), Group A Streptococcus
Administration (USA FDA) for CABP and ABSSSI. and 2) Ampicillin <1 2 <1-4 100.0/0.0 100.0/0.0 Ceftriaxone 2 8 05-8 8.3/41.7 8.3/41.7 Gentamicin <1 <1 <1->8 99.0/0.9 99.0/1.0 (422 strains), Group B Streptococcus (576 strains), Group C Streptococcus (67 strains), Group F
Ceftriaxone >8 >8 2->8 -/- -/- Cefuroxime 16 >16 4->16 0.0/100.0 0.0/100.0 Levofloxacin <0.5 <0.5 <0.5->4 98.6/0.9 97.6/1.4 Streptococcus (21 strains), and Group G Streptococcus (102 strains). - .-

Avibactam (previously, NXL104) is a new non-p-lactam p-lactamase Against penicillin-resistant (MIC, 22 ug/mL) pneumococci \?/D ' >14 >24 305'5_12 8654{ ? ‘312 8654{ /7 22 gtrgcycnn'e >§ >§ >§ 88; 1888 88; 1888 Ve spenem 0.2 5012 S0.12-025 _1000/00 1000100 . " e Kebila o 52 s and K preumoias (0 i) This studywas supportedty CLe;E)é?étlgﬁésa .VX'SO"V ouned subsidiary of Fores!
RIT . . . . i - , = , ancomycin D0 —> . . . . Indamycin > > > . . . . d. Criteria as published by the CLSI [2011] for 'Penicillin parenteral (non-meningitis)'. ~ o _ I _ o ! )
inhibitor currently in clinical development. Avibactam has very limited cegftarolirl?e Javibactam (MIC.. and MILClIg 0 22 /mL) was 4- to 8 Teicoplanin <1 <1 <1->8 969/31  969/31  Erythromycin >8 >8 >8 0.0/1000  0.0/1000 e Citeriaas pubished by the CLS! 011 for Penicilin ol peniciin V).~ © st O ot e el O Sbttaro ol abentom: £SBL — oencio Cerexa, Inc., was involved in the study design and in the decision to present these
. . . . . .. .. - - i i i . : Strept t , S. t , S. t , S, ’ N ' - . . [ N . . . . . .
intrinsic antibacterial activity, but efficiently protects B-lactams from _ °50 90» U.20 1g Linezolid 1 1 05->8  995/05  995/05  Levotoxacn 1 1 <05-2  100.0/00 100.0/0.0 coneteliatus (51 Staine), &, oiste (1 straim. 3. Galloytcus (3 straine, 3. gordonil 3 straine), S spectrum f-lactamase; EUCAST = European Committee on Antimicrobial Suscepibilty Testing; MIC = results. Cerexa, Inc., had no involvement in the analysis, collection, and interpretation of

. . . . fOId more active than Ceftnaxone (M IC 1 g/mL and M IC 2 Levo oxacin 1 >4 <0.5->4 69.7/29.2 -/- Linezolid 0.5 1 05-1 100.0/ - 100.0/0.0 infantarius (2 strains), S. intermedius (12 strains), S. milleri (5 strains), S. mitis (56 strains), S. mutans  Minimum inhibitory concentration; MRSA = methicillin (oxacillin)-resistant Staphylococcus aureus; MSSA = dat
hyd r0|ySIS by a Varlety Of Stralns prOdUCIng Ambler ClaSS A and ClaSS C 501 M - . 90 . Daptomycin 1 1 <0.06 -2 100.0/- i c. Includes: Staphylococcus auricularis (3 strains), S. capitis (5 strains), S. epidermidis (93 strains), S. (3 strains), S. oralis (5 strains), S. parasanguinis (9 strains), S. salivarius (9 strains), S. sanguinis (13 ng'gnﬂn (ox_aﬁll_ll|n)-susccet!)l)tllb!ep_s./?ur‘ius_; PENTIII_zli)emElIIlrtl-lnt.err?gd_late;_ PEN'tR. 7dpc|3fn|C|!I|?-r§;|sfant; ata.
enzymes, including extended-spectrum (-lactamase (ESBL) and KPC hg/mL) and 32-fold more potent than amoxicillin/clavulanic acid " rened i iy o oo 1 EUOASTIED Blecam suscepi sou e ey e (e, ot 1 S o o (St S vron (5 o oo o gy 10 2SOV SUSDOCTEL SN SNSRI 1o 3 ucopii THPISHX - imaropmistametnoaile, Scientific Therapeutics Information, Inc, provided editorial coordination, which was funded
enzymes (Carbapenemases), as We” as some CIaSS D B_lactamases_ (M|C5O and MICQO, 8 Mg/ml_, Table 2) b. USA-FDA breakpoints were applied when available [Rocephin Product Insert, 2010]. :::Zzzzi,Staphylococcus xylosus (1 strain), and unspeciated coagulase-negative staphylococci (331 by Forest Research Instltute, Inc.
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