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Introduction Concurrent quality control (QC) testing was performed
to assure proper test conditions and procedures.

Susceptibility percentages and validation of QC

- (Ceftaroline was very potent against B-hemolytic Table 2.

Activity of Ceftaroline and Comparator Agents when Tested
Against Bacterial Organisms Associated with Skin and Skin

Structure Infections from Latin American Medical Centers (2010).

Abstract Conclusions

Ceftaroline, the active metabolite of the prodrug ceftaroline streptococci. S. pyogenes strains (MIC5, and MIGC,,

Background: Ceftaroline is a new cephalosporin with activity fosamil, is a cephalosporin with in vitro bactericidal activity

<0.008 pg/ml) were slightly more susceptible to » Ceftaroline was active against S. aureus, with

Organism/antimicrobial agent MIC (ug/ml) %S / %R? _ o _
against Gram-positive cocci, including methicillin-resistant against Gram-positive organisms, including methicillin- . . . (no. tested) MIC;, MICy, R CLS EUCAST considerably greater activity compared with other
° " ° S : > ° results were based on CLS| documents (M100-522) ceftaroline than S. agalactiae strains (MIC,, and Staphylococcus aureus (125) - y9 y comp
S MRSA) and Enterobacteri es. Th susceptible (MS) and —resistant (MR) Staphylococcus aureus | | o Ceftaroline 025 2 006-2 85.7° /- /- 3-lactams against MRSA (all inhibited at =2 ug/ml).
- aureus ( ) and Enterobacteriaceae species. The - i ( - and EUCAST (2012). USA-FDA interpretive criteria for | i Oxacillin 05 2  <0.25->2 55.0 / 45.0 55.0 / 45.0
d ft I f I . d b th USA FDA (SA), B-hemOIytIC StreptOCOCCI (InCIUdlng StfeptOCOCCUS | p MICQO, 0015 “g/ml), and the hlgheSt CeftarO“ne MIC Ceftriaxone 4 >8 ;0:06—z8 55:0/45:0 55:0/45:0 Ceftar()llne WaS 16'f0|d mOre aCt|Ve than CeftrlaXOne
roaruqg, certaroiline 1osamii IS approve e - ; e : : {RHF : : i . > <0.25 — > . . . .
prodrug PP y pyogenes and S. agalactiae), viridans group streptococci, ceftaroline susceptibility were used. among B-hemolytic streptococci was only 0.03 ug/ml Gindamytin 025 2 02-22  e17/381 6147383 against MSSA.
for treatment of ABSSSI. Streptococcus pneumoniae (including multidrug-resistant [MDR] (Tables 1 and 2) Vancomyoi 1 082 100000 1000/00
. . . . . INezoll . . — . . . .
StralnS), as well as Ceftrlaxone-susceptlble Enterobacteriaceae. Results Le;ree:;lygillnnee S006265 o125 fggg:gi :9(1)(5)9(;07/2 1900620//%45 Ceftaroline was h|gh|y active aga|nSt B'hemOIyt|C
Methods: 15 sites (5 countries) in 2010 contributed | L » . . . Levofloxacin <05 >4  <05->4  608/384  60.8/384 - -
S ( | ) o | Ceftaroline demonstrated clinical (integrated clinical success Ceftarol " ot S MIC E. coli isolates were generally susceptible to ceftaroline TUPISX 05 05 05> %753 %7129 streptococci (MIC,,, <0.008-0.015 pg/ml) and its
clinical isolates which were susceptibility tested using rate of 92.7% in the microbiologically evaluable population) eftaroline was very active against S. aureus (MICs,, (MIC., 012 ug/ml). Among non-ESBL strains, 95.9% VSOA (@83 08 =00 or ore activity against Enterobacteriaceae was similar to
; : . - ! J /0 i . . .06 — 0°/- - /- : AT
validated broth microdilution panels. Species associated and microbiological efficacy (inhibiting 96.8% of all isolates at 0.25 pg/ml and MICg,, 2 pg/ml). When tested against 4 308 5oL of strai Nhibited at ceftaroli Coftnone e 4 o068 1000/, 1000700 that of ceftriaxone and ceftazidime.
. : : _ an _ of strains were Innibited at cettaroline Erythromyci <025 >4  <025->4 811 /16.0 811 /175
with ABSSSI included S. aureus (1,259), B_hemo|ytic d C?eftarO“n? MIC of <2 Hg/ml) In two Phase_S acute baCte”.aI MSSA (MIC5O and MICQO, 0.25 I..lg/ml), 97.5% of strains 7 CTiS;\d;cr)nT/&c/:?nn <025 <025 =<0.25->2 971 /27 96.5/2.9 : _
skin and skin structure infection (ABSSSI) trials conducted in L . MIC of <0.5 and <1 ug/ml, respectively (Tables 1 vancomycin 1 oo e e i In summary, ceftaroline demonstrated potent in
i . - - . were inhibited at a ceftaroline MIC of only <0.25 pg/mi ’ Linezolic 2 052 1000/0.0 1000700
streptococci (BHS; 199), E. coli (699) and Klebsiella spp. Europe and the United States (USA); CANVAS 1 and CANVAS y sU.eo HY - Tetracycline <0.25 8  <0.25->8 89.3 /9.1 88.7 / 111 vitro activity against USA-FDA indicated species
. . ’ and 2). An ESBL—phenotype was observed in 27.8% of Tigecycline 0.06 025 =<0.03-05 100.0°/ - 100.0 /0.0
(509). CLSI, EUCAST and USA-FDA susceptibility criteria 2, registration numbers NCT00424190 and NCT00423657, and (Table 1). o , Levofloxacr 05 05 <05->4  970/23 70/23 associated with ABSSSI collected from Latin
were applied was shown to be non-inferior to vancomycin plus aztreonam. E. coli strains, and ESBL-phenotype strains were less Daptomycir 025 05 <006 1 1000/- 1000/ 0.0 American hospitals in 2010
' Ceftaroline fosamil is approved by the USA Food and Drug Against MRSA, ceftaroline MIC values ranged from susceptible to ceftaroline (MIC;,,q, 32/>32 ug/ml) and MRCSG/;SS;),G 1 5 095 _ o 683 - .
Administration (FDA) for community-acquired bacterial . . Sl >4 >4 =0.25->4 12.7 /86,6 12.7 /871
Results: S. aureus ceftaroline MIC, o, were 0.25/2 ug/ml. Sneumonia (CABP) and ABSSS!. We evaluated ceftaroline 0.25 to 2 pg/ml (MICs,, 1 ug/ml and MICg,, 2 pg/ml) and all other cephalosporins tested such as ceftriaxone and il 2 R S0esT=e Be o o e Acknowledgements
. . L . . o ' inhibi ' T Linezoll 25 — 0/0. 0/0.
Ceftaroline (MIC,,, 0.25 pg/ml) was 16-fold more active than and comparator antimicrobial agents tested against 2,666 68.3% of strains were inhibited at a ceftaroline MIC of ceftazidime (data not shown). Tetracycine 025 1 <025-8 951149 021 /51
ceftriaxone (MIC.., 4 pg/mi) and 8-fold more active than pathogens associated with ABSSSI collected from patients <1 pg/ml (Table 1). Ceftaroline activity against MRSA Lovalloxatin e 4 054 168825 66825 This study at JMI Laboratories was supported by an Educational/Research
’ in Latin American medical centers during 2010 as part of the _ _ Hiah rates of ESBL-phenotvpes were observed amon TMP/SMX’ <05 <05 <0.5->4 94.2 /5.8 94.2 /5.3 Grant from AstraZeneca, and JMI received compensation fees for
- - - T - | | I _ _ was comparable to that of linezolid (MIC., and MIC,,, 9 P ypP 9 Daptomycin 025 05  012-1 100.0 /- 100.0/0.0 e - - -
linezolid (MIC,, 2 ug/ml) against methicillin-susceptible Assessing Worldwide Antimicrobial Resistance Evaluation P | ( 50 90 K. pneumoniae (55.3%) and K. oxytoca (32.4%). Non-ESBL S. pyogenes rfgs) e e . / zes::;(:ze:nchlatlon to preparing the abstract/poster, which was funded by
) ) . . . . . O . . Ol. - | <V. <V. <V. — U. . - -/ - .
S. aureus (MSSA). The highest ceftaroline MIC among MSSA (AWARE) Program, a global ceftaroline surveillance study. 1 pg/ml) and vancomycin (MIC5, and MICg, 1 ug/mi; penicilin <003 <003 =003 1000 /- 100.0/0.0
. . . : : i . TREE Ceftriax <0.06 <0.06 <0.06 100.0 /- 100.0 / 0.0
train niv 1 ua/ml with val ing f 0.25 to 2 ua/ Table 2). Cllndamycm (81.30/0 and 81.5% resistant by strains of these two SPECIES exhibited similar SUSCepthlllty EreytL?or(r)l;ce:in <0.25 =025 =<0.25->4 95.6 / 4.4 95.6 / 4.4 Ref
strains was only 1 pug/mi with values ranging from . Oz Mg Materials and Methods , _ _ Clindamycin <025 <025 =<0.25->2 95.6 / 4.4 95.6 / 4.4 ererences
CLSI and EUCAST criteria, respectively), erythromycin to ceftaroline (MIC,, 0.25 g/mil), while ESBL-producing Vancomycin 025 05  025-05 100.0 / - 100.0 /0.0
Ml (MICsq00, 1/2 pg/ml) among MRSA. S. pyogenes (MICs, Linezolid o1 025-2 1000/ - 100.0/0.0 1. Biek D, Critchley 1A, Riccobene TA, Thye DA (2010). Ceftaroline fosamil: A novel
i i ! i i . " i i Tetracycline <0.25 >8 <0.25 - >8 80.9 /191 80.9 / 19.1 ' ’ yIA, ’ ye ( ). Gettaroline fosamil: A nove
<0.008 pg/ml) were slightly more susceptible to ceftaroline Orgamsm collection: A total of 2,666 isolates of bacterial (86.6% and 87.1% resistant) and levofloxacin (82.5% strains had ceftaroline MICSO of >32 pg/mi (Tables 1 and 2). Tigecycline <003 <003 <0.03—0.06 100.0° / - 100.0 / 0.0 broad-spectrum cephalosporin with expanded anti-Gram-positive activity. J
e ' ' ' _ L o o _ _ ( ers Levofloxaci <0.5 1 <0.5-4 98.5/0.0 92.6/1.5 mi * ivO-iv16.
: : SPECIES associated with ABSSSI were evaluated. The resistant) exhibited limited activitv against MRSA strains Decreased SUSCGpthI“’[Y to meropenem (|V||C, T:/ng/solvla)lg’n <05 <05 <0.5 e 100.0 / 0.0 Antimicrob Chemother 65 Suppl 4: Iv9-Iv16
than S. agalactiae (MIC,,, 0.015 ug/ml). E. coli were generall - PR - y ag ’ -
- ag 90y V- Mg ) = g y organism collection included S. aureus (1,259), B-hem()ly’uc Hil s id g _ qt i 5 /mI) W hserved in 19.3% of ESBL-phenot o 3522222?1“31) <0.06 =<0.06 =<0.06-0.12 100.0 /- 100.0 /0.0 2. Clinical and Laboratory Standards Institute (2012). M07-A9. Methods for dilution
susceptible to ceftaroline (MICyyq, 0.12/>32 pg/ml) and the streptococci (199), E. coli (699) and Klebsiella spp. (509). while vancomycin, linezolid, daptomycin and tigecycline =< M9 €4S ODSCIVEQHIN 10 70 0 phenotype etarolne 0015 0015 <0008-003  1000°/- " antimicrobial susceptibility tests for bacteria that grow aerobically; approved
’ _ _ _ h d mplete coverage (1 00.0% suscenbtibilit ) K pneumoniae but none of the ESBL-bhenotvpe Penicillin <0.03 006 =<0.03-0.06 100.0 /- 100.0 /0.0 standard. ninth edition. Wayne, PA: CLSI.
ceftaroline MIC,, was 0.5 ug/ml for non-ESBL strains The isolates were collected in 2010 from 15 medical snoweda comp 9 .U70 SUSCEP y - P P yp Erythromycin <0.25 <0.25 <0.25->4 901 /8.4 901 /8.4 N |
90 ' ' : . . . . _ _ _ Clindamycin <025 <025 =<0.25->2 94.7/5.3 947 /5.3 3. Clinical and Laboratory Standards Institute (2012). M100-S22. Performance
K. pneumoniae and K. oxytoca exhibited similar susceptibility .Center.s ocated 5 five Latin American (.)OU!‘]’[I‘IGS, against this organism (Table 2). K. oxytoca (data not shown). Lozl TN el 1000 1000700 standards for antimicrobial susceptibilily testing: 22nd informational supplement.
including Argentina (two centers), Brazil (six centers), Tetracyciine >3 8 025->8  176/824 176 /824 Wayne, PA: CLSI.
' - ' . . : igecycline <0. <0. <0.03 - 0. 100.0°/ - 100.0/0.0 _ _ _
to ceftaroline among non-ESBL strains (MICy, 0.25 pg/ml). Chile (two centers), Colombia (one center) and Mexico Table 1. Summary of Ceftaroline Activity Tested Against Pathogens Associated with ABSSSI from Latin American Medical Centers (2010). Levoflsoxacin <05 1 <0.5 >4 98.5 /1.5 96.2 /15 4. Corey GR, Wilcox MH, Talbot GH (2010). CANVAS 1: The first Phase lll, randomized,
i - - - _ — _ TMP/SMX s =02 =012 U g gme double-blind study evaluating ceftaroline fosamil for the treatment of patients with
ESBL pI‘OdUCIng EnterObaCtenaceae had Cef’[aI’OlIne (fOUF Centers) No. of No. of isolates (%) inhibited at ceftaroline MIC value (ug/ml) of: Escfl?earf)ctsir;l)é(;; 699) 0.12 0.25 0.12-0.5 100.0 / - 100.0 /0.0 Complicated skin and skin structure infections. J Antimicrob Chemother 65 Suppl 4:
MIC., of >32 ug/ml Organism lsolates  <0.008  0.015 0.03 0.06 0.12 0.25 0.5 1 2 4 8 16 32 >32 MICs, MICsq . S MmO een 60.4° / 98 6 s \/41-51
50 : " . . I _ . . . . .
. S. 1259 .- .- - 2 (0.2 73 (6.0) 610 (54.5) 132 (65.0) 262 (85.8) 180 (100.0 0.25 2 Ceftriaxone <0.06 >8 <0.06 —>8 72.7 126.9 72.7/26.9
SUSCG(S)’[IbI“LV testlné:;. methoﬁs.cl?rqth ImIC:jOE”LtJ)tIOn tests J;’;GZS " ) ) i ) EO 3; . ((108)) o ((975; . (;9 8)) 1 (1((30 0)) (100.0 0ot 005 Ceftazidime 025 32  003->32 791 /17.3 74.5/20.9 5. European Committee on Antimicrobial Susceptibility Testing (2012). Breakpoint
- - - ' ' ' ' Ampicillin/sulbactam 16 >16 <2 —>16 38.0/38.4 -162.0 : - : -
Conclusions: Ceftaroline was active against S. aureus, with conducte aCC_Or ing to the Clinical an aboratory MRSA 567 = = = = = 10 (1.8) 116 (22.3) 261 (68.3) 180 (100.0) 1 2 Pipepracillin/tazobactam 2 16 <0.5—>64 911 /3.0 83.4/8.9 tablgs for interpretation of MICs ana £one dlameterg. Version 2.0, January 2012.
9 ’ i | c Available at: http:/ t.org/cl |_break ts/. A dJ 1, 2012
| - Standards Institute (CLSI) methods were performed B-hemolytic streptococci 199 72 (36.2) 115 (94.0) 12 (100.0) 0015 0015 L ole s 0s = o e o p e valiable dt. TR SUEASL OIS, DTEathOIIS: AECessed Jantaty 1 ’
conS|derany greater activity compared to other 3-lactams to determine antimicrobial susceptibility of ceftaroline S. pyogenes 68  65(95.6) 3 (100.0) <0.008  <0.008 k/levofloxacin S(;):|52 34112 s(()).?z— >f ?868 O/ /33_3 513368 0/ /4(1).3 6. Jones-RN, Mfendes RE, Sader HS (2010?. Ceftarolinc_e actiyity against pathogens
aaainst MRSA (all inhibited at <2 ua/ml). Ceftaroline .. : S. agalactiae 131 7(5.3) 112(90.8) 12 (100.0) -- -- -- -- - . . — = = - 0.015 0.015 I.empe”e;n =vie =5 =Uiem e e _assoma_ted with CO_mP“CatGd skin and.sklln structure infections: Result.s from an
J ( Mg/mi) anc_l comparator antimicrobials used to treat ABSSSI. Escherichia coli 699 -- 1(01) 46 (67) 175(317) 157 (54.2) 67 (63.8) 39(69.4) 14(71.4) 10(72.8) 6(737) 14(757) 7(767) 6(776) 157 (100.0)  0.12 >32 K/eb(SDeeflterzﬁge o 16 >32 <0.008 —>32 44.6° | 54.4 /- international surveillance study. J Antimicrob Chemother 65 Suppl 4: IV17-v31.
was highly active against BHS and its activity against }I_/ﬁ“dateg_ |\:|]|C garlelf.f\./velie m?nufac’;ur_le_g E)}; N X non ESBL 505 - 1(02)  46(9.3) 175(440) 157 (751) 67 (88.4) 38(959) 13(985) 6(997) 1(999) 1(1000) - - - 012 0.5 Zonnaxone Sy on e oot 7. Teflaro® Prescribing Information (2012). Available at http://www.frx.com/pi/Teflaro_
. . . ermorisner ocientric, Inc., iormerily 1agNOSUCS ESBL phenotype 194 1(0.5) 1(1.0) 4 (3.1) 5(7) 13(124) 7(16.0) 6(191) 157(100.0) >32 >32 Ampicillin/sulbactam >16  >16  =0.25->16 40.3/54.8 - /597 pi.pdf. Accessed June 2012.
Enterobacteriaceae was similar to those of ceftazidime and CI | d Oh U S A The isol i test d : Klebsiella pneumoniae 468 1(0.2) 2 (0.6) 9(25) 111(26.2) 43(35.4) 24(405) 10(42.6) 5(437) 5(448 4(457) 10(478) 7(49.3) 5(50.4) 232 (100.0) 35 >30 Piperacillin/tazobactam 4 >64  <0.5->64 63.1/27.9 57.0 / 36.9 .
_ _ .. . ( evelana, 10, ) e 1Solales were eslea in Tigecycline 0.25 1 0.06 — 4 98.6°/0.0 95.3/1.4 8. Tygacil” Prescribing Information (2011). Available at www.tygacil.com. Accessed
catlon-adjusted Mueller-Hinton broth (CA'MHB)- E. coli ESBL phenotype 259 104 0(04 004 212 220 10(8) 785  5(104) 232(100.0) >32 >32 Levofloxacin <05 >4  <05->4 61.3 /37,5 58.7 / 38.7 June 2012.
against USA-FDA indicated species associated with ABSSSI and Klebsiella spp. isolates for which ceftriaxone or Klebsiella oxytoca 37 -- -- 2(54) 10(32.4) 8(540) 4(648) 1(675) 0675 0(675) 1(70.2) 1(72.9) 1(756) 1(78.3) 8(100.0)  0.12 >32 Moropenenm =0l =1 —>8 20.2784 210 (0.9 9. Wilcox MH, Corey GR, Talbot GH (2010). CANVAS 2: The second Phase I,
g pp = ( ) ( ) ( ) ( ) ( ) a. Criteria as published by the CLSI [2012] and EUCAST [2012], B-Iactam su[sceptlblllty should be directed by the o>]<aC|II|n test results. randomized double bllnd Study evaluating Ceftarollne fosamll for the treatment Of
: : - To[ ' non 23 - - 280 10880 8800 4060 101000 - - - - - - - 0.12 0.25 S D AT B e, Vo et e et AT 55 DI s I Srion, 21 )
from Latin America Hospltals. ceftazidime MIC were 22 “g/ml were considered to be ESBL phenotype 12 - - - - - - - - - 1(8.3) 1(166) 1(249) 1(33.2) 8 (100.0) >32 >32 E TMP/SMX = trimethoprim/sulfamethoxazole. [ | patients with complicated skin and skin structure infections. J Antimicrob Chemother

Includes: Klebsiella oxytoca (37 strains), K. ozaenae (2 strains), K. pneumoniae (468 strains), K. terrigena (1 strain), and unspeciated Klebsiella (1 strain).

65: Iv53-1v65.

phenotype-positive for ESBL production (CLSI, 2012).
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