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. » Ceftaroline was highly active against Gram-negative respiratory pathogens Table 2. Comparison of In Vitro Activity of Ceftaroline and Selected Antimicrobial Agents Tested Against Gram-positive Organisms Table 5. Comparison of In Vitro Activity of Ceftaroline and
A b S t I aCt M at e rl al S an d M et h O d S H. influenzae (including B-lactamase positive isolates and B-lactamase- - o susceptnlel o o suscoptblel m— Selected Antimicrobial Agents Tested Against Neisseria spp.
negative ampicillin-resistant [BLNAR] H. influenzae strains), Haemophllus Antimicrobial agent MIC,, MIC,, Range resistanta Antimicrobial agent MIC;, MICy, Range resistanta Antimicrobial agent MIC;,  MICy, Range resistanta
. . - - - imi i 0 i i a
parainfluenzae, and Moraxella catarrhalis (MICy,, 0.015-0.12 pg/mL; S. aureus S. haemolyticus (102) Levofloxacin-nonsusceptible (53) ﬁntlmlc'rob'ltﬂ.ag(zgt) MICs0 MICq Range % susceptible/resistant

: i i i i . . . . . i - -/ - i <0. —0. /- . meningitidis

Background: Ceftaroline (CPT) is a novel parenteral cephalosporin with Organism Collection: The organisms tested were collected from patients in the Table 3) '\gft’;gi?i) 025 025 00305 / gzgf}g;”nee 5 >§2 2‘03;3; 1 7j61 o gs;:zg;nnee 2'00;: > ? 28 22 35 - 7// Lo Ceftaroline <0.008 <0.008 <0.008 /-
- - - . . . . - . = = - . . =\U. =U. - . . 9 S ) S ) S ] _ _
broad-spectrum activity that includes MRSA. USAin 2007 and 2008. Isolates from the bloodstream, skin and soft tissue, _ _ _ _ _ Ceftriaxone 4 4  1-8  1000/00  Cefepime >16  >16  025->16  363/539  Amoxicilin/clavulanate <1 4 <1->8 83.0/9.4 ggfer%oe”e 2 2 02 -
and respiratory tract were included. Isolates of unusual/rare species or » Ceftaroline was very active against Enterobacteriaceae not expressing Cefepime 2 4  05-4 1000/00  Oxacilin > 2 <025->2  11.8/882  Levofloxacin >4 >4 4->4 0.0/84.9 penicilln <003 0.06 <0.03-0.12 95.0/0.0
Methods: 4,723 isolates from 38 species/groups and various resistance (R) organism resistance phenotypes were included, and may have been isolated broad-spectrum B-lactamase activity (extended-spectrum B-lactamase MRSA (105) S. capitis (101) Muttidrug-resistantd (127) N. gonorrhoeae
subsets were collected from patients in the USA mostly in 2008. earlier than 2007 and/or from other geographic areas. [ESBL] or AmpC-derepressed), with MICgy, values ranging from 0.25 to Ceftaroline 05 1 05-2 -I- Ceftaroline 0.06 05 0.015-2 /- Ceftaroline 012 025  <0.008-05 /- Penicillin-susceptible (8)

: , . 2 ua/mL. excent for some indole-positive Proteae for which MIC.- values Ceftriaxone 32 >32 8->32 0.0/1000 Ceftriaxone 2 >32 <0.5->32 78.2/11.9 Ceftriaxone 1 4 <0.25-8 54.3/15.0 Ceftaroline 0.015 - 0.004 - 0.06 -/ -
Enterobacteriaceae strains with an ESBL phenotype or AmpC hyperproducers . _ _ . . pg/mL, P posit \ 90 | : Cefepime 16 >16 4->16 00/1000  Cefepime 05 16 <012 —>16 89.1/8.9 Amoxicilin/clavulanate 8 >8 <1_>8 346/55.1 Ceftriaxone <0.001 - <0.001 - 0.002 100.0/ -
were not evaluated. Susceptibility (S) of CPT and comparators were Susceptibility Testing: The isolates were tested for susceptibility to ceftaroline were ?16 ng/mL (Morganella morganii, Proteus vulgaris, and Providencia Reduced vancomycin susceptibility? (47) Oxacillin <0.25 >2 <0.25->2 63.4/36.6  B-Haemolytic streptococci Penéc;lfl’lg;g;[ﬁ;medlate (61) 0.25 05 0.008 — 1 /
determined by CLSI broth microdilution and agar dilution methods. and many comparator agents by reference broth microdilution or agar dilution stuartii; Table 4) Ceftaroline 1 2 025-2 - Linezolid-nonsusceptible CONS (51) Group A (S. pyogenes; 102) Ceftriaxone 0.015 0.06 0.004—0.12 100.0/ -

(Neisseria gonorrhoeae only) tests followed by confirmatory techniques that ge;t”a}xone >ié >ié i— >ig ij-g ; :?i gegéfo“”e 0325 ;2 ‘1-06 —3 22 , 8'//9'2 , gezéfo“"e 526028 SS-OogS S0-0030—50-015 - /0'/ Penicillin-resistant (38)
: . . : : i - iteri i ' -Hi » Ceftaroline was active against Pasteurella multocida strains (MICy, efepime > > g 2769, eftriaxone > = S 792, eltriaxone =Y. = =9 D7 Ceftaroline 0.5 1 0.03-1 -1-
Results: CPT was very active against staphylococci, including strains R to included CLSI M100 8_19 criteria. S. pneumoniae was tested in Mueller Hinton [ g d limited in vi . : .( b9° Vancomycin 4 >16 1->16  36.2/14.9 Cefepime 8 >16 0.25->16 7.8/92.2 Cefepime <0.12 <0.12 <0.12-0.25 100.0/ - Ceftriaxone 0.03 0.12 0.004 - 0.12 100.0/ -
Oxacmln (OXA) VancomyC|n (VAN) mup|r0C|n or ||nezolld Agalnst broth Supplemented with 3-5% Iysed horse bIOOd’ and Haemophllus 0.03 “g/mL)’bUt exhibited limited in vitro aCtIVIty agaInSt Acinetobacter Spp Linezolid nonsusceptible (13) Oxacillin >2 >2 <0.25->2 7.8/92.2 Group B (S. agalactiae;104) Ciprofloxacin-susceptible (44)
A S o influenzae was tested in Haemophilus Test Media while S. aureus was tested and P. aeruginosa (MICs,, >16 pg/mL; Table 4) Ceftaroline 1 2 05-2 - E. faecalis Ceftaroline 0015 003  <0.008-0.03 - Ceftaroline 0.06 0.5 0.004 - 1 =1l
streptococci, including 40 S. pneumoniae with a penicillin MIC of >8 ug/mL in cation-adjusted Mueller-Hinton broth Ceftriaxone 532  >32 16->32 0.0/1000  Vancomycin-susceptible (102) Ceftriaxone <05 <05 <0.5 1000/ - Ceftriaxone Y 08 =00 ey

i i ) . . T T . - . enicillin . . -> . .
(highest CPT MIC, 0.5 pg/mL) and other R subsets, CPT was highly potent. - All Neisseria meningitidis isolates (20) were inhibited at <0.008 pg/mL of Cefepime >16 >16 4->16 0.0/100.0  Ceftaroline 2 4 0.25-16 ; OCEfepBlrrr]]e | so.12( 5)0.12 <0.12 100.0/ - Ciprofioxacin-intermediate (20)

i - . . . . . : : : : Linezolid >8 >8 8->8 0.0/- Ceftriaxone >32 >32 >32 -/- ther B-haemolytic streptococcie (104 ; _ e
T.he highest CPT MlC.fQI‘ MRS.A was 2 ug/mL (MICSO/QO’ 0.5/1 ug/m L). VAN-R PCR screens with mechanism-specific primer sets were performed on certain ceftaroline. Ceftaroll_ne Wa_S also very aCtIV_e against N_' gonorrhqeae . Quinupristin/dalfopristin nonsusceptible (12) Cefepime >16 >16 16 — >16 -/- Ceftaroline <0.008 0.015 =<0.008 -0.06 =/ = gggzg:;nr?e 00656 00i52 0 86%6_ 0112 100/0/_
did not affect CPT activity against E. faecalis (MICgq/q0, 2/8 pg/mL). CPT was strains with unusual resistance patterns. Concurrent testing of quality control (MICqg, 0.5 ug/mL), including penicillin-resistant and ciprofloxacin-resistant Ceftaroline 05 1  006-1 /- Ampicillin 2 = <2-4 100.0/0.0  Ceftriaxone <05 <05 <05 100.0/ - Penicillin 2 >4 1->4 0.0/80.0
very active against non-ESBL, non-AmpC hyperproducer Enterobacteriaceae (QC) strains determined that proper test conditions were applied. These QC strains (Table 5) Ceftriaxone 32  >32 2->32 41.7/583  Vancomycin-resistant (108) Cefepime <0.12 05 <0.12-1 99.0/- Ciprofloxacin-resistant (43)
(MICsq0, 0.12/2 ng/mL). E. coli, Klebsiella spp., Enterobacter spp., strains included S. aureus ATCC 29213, Enterococcus faecalis ATCC 29212, Cef-ezn:f 2 >;6 o >>126 43'3;289;3 Seﬁ"’?m"”e a2 >§2 fés l@i ; chea;::gltlrigs o <0.008 0.015  <0.008 - 0.03 / Cetrimone 003 006 0004012 1000/-

: : T : _ . . - .0/8. eftriaxone - -/ - [ <0. : <0.008 - 0. -/ - : : . : :
Citrobacter spp. P. mirabilis, Salmonella spp. and Shigella spp. were S to CPT Escherichia coli ATCC 25922 and 35218, Pseudomonas aeruginosa ATCC Table 1. Ceftaroline MIC Distributions of Gram-positive and ,ﬁ”p';:oc"’i‘nf’resistam ) Cofopime e o1s 1o o16 N o w5 so0s 05 1000/ 0. Penicilin 1 >4 0.25—>4 0.0/41.9
(MICg,, 0.25-0.5 pg/mL), while indole-positive Proteae and Serratia spp. 27853, S. pneumoniae ATCC 49619, and H. influenzae ATCC 49247 and G | Ve O : Collected in USA M P dical Cent Ceftaroline 0.5 1 0.25-2 /- Ampicillin <2 <2 <24 100.0/0.0 Cefepime <012 <012  <0.12-0.25 100.0/0.0 Al Séreé}'t';fo(“lnoe? ) 0.95 05 0.004—1 -
exhibited slightly higher CPT MIC values. CPT was very active against H. 49766. ram-negative Organisms Collected in edical Lenters Ceftriaxone 32  >32 1->32 152/848  S.pneumoniae Viridans group streptococci Ceftriaxone 0.015 0.12 <0.001 - 0.12 100.0/ -

. . 0 o __ome . i — icillin- i : i illeri f icilli —
influenzae, including 104 ampicillin-R (B-lactamase[BL]-producing and [5L- Cumulative % inhibited at ceftaroline MIC (ug/mL) of: ::/Iif;[r)(l)r:li >2856 >>21566 2>2;<156 15'2— ; ?4'8 Pg;tcalllrlg:u:: seeptble (M|c,<§odgg ug/(r)n 85102)<0 008 — 0.06 _l- Sc:fgzﬁ::s e groupo(cl)i? 003  <0.008-0.12 -/- CPZ‘iepr:It;:;llgzacin 0.125 Zi 506901058 —>>44 471'?,1//3456?2
negative [BLNAR; MICq,, 0.12 pug/mL) strains. MICy, for H. parainfluenzae (24 Organism (no. tested) <006 012 025 05 1 2 4 8 16 S. epidermidis Ceftriaxone <025 <025 <025-05  1000/00  Ceftriaxone <05 <05 <0.5-1 100.0/0.0 a.  Criteria as published by the CLSI [2009].
strains), M. catarrhalis (101), Pasteurella multocida (51) and N. meningitidis itaphy'ococcuss“lre“s (?(255’;5) 300-96 33573 Zi-;‘ 22: gj-i 1909050 oo . - Oxacillin-susceptible (100) Amoxicillin/clavulanate <1 <1 <1-2 1000/00  Cefepime 025 05 <0.12-1 100.0/0.0
: 0ag.-neg. staphylococci : : : : : : : - - Ceftaroline 0.06 0.12 <0.008-1 - Penicillin-intermediate (MIC, 0.12 — 1 pg/mL; 102) Penicillin 006  0.12 <0.015-2 95.1/0.0
20) were 0. .12, 0. nd <O. mL, r ively. CPT showed : - S » O HgmL, : : : S .
(. O.) ere .0.06’ 0 ! 0 03? e SOOI gfiail’y [Efplee: ey CPT sho _ _ _ o _ Strept. pneumoniae (455) e R U - - - - Ceftriaxone 1 2 <05-16 98.0/0.0 Ceftaroline 003 006  <0.008-0.12 -1- S. mitis groups(104)
limited activity against Acinetobacter spp. and P. aeruginosa. « Ceftaroline was active against S. aureus (325 strains) including MSSA, B-haemolytic streptococci (310) 1000 - - - - - - - - Cefepime 05 1 s<012-4 1000/00  Ceftriaxone <025 1 <0.25 - 2 99.0/00  Ceftaroline 0015 012  <0.008-1 /- onciuasions
MRSA, and strains with decreased susceptibility to vancomycin (hVISA, Enterococcus faecalis (210) 0.0 0.0 0.5 3.3 224 614 857 986 100.0 Oxacillin-resistant (100) Amoxicillin/clavulanate <1 <1 <1-2 100.0/0.0 Ceftriaxone <0.5 1 <0.5-16 90.4/3.8
i inhibi i : - - - ot ot i i b 7 817 885 962 990 1000 - - - ftaroline 0.5 05 012-1 -/- Penicillin-resistant (MIC, >2 pug/mL; 100) Cefepime <0.12 1 <0.12-8 90.4/3.8
Cumulative % inhibited at ceftaroline MIC (ug/mL) of: VISA, and VRSA), linezolid (MIC, >8 pg/mL), quinupristin/dalfopristin (MIC Citrobacter koseri (104) 33 Ceftaro enicilin-resistant (MIC, >2 ng/mL; P : : : : : : :
Organism (no. tested) 006 012 o025  o0s 1 5 . 5 16 o) ’/ L d/ ) o ( MI C >2“596 /) CII_ T bpl 1 and 2p ( ’ Citrobacter freundii (107)P 37 365 776 907 944 963 972 991 99.1 Ceftriaxone 16  >32 2->32 25.0/23.0 Ceftaroline 0.12  0.25 0.03-0.5 -/ - Penicillin 0.12 2 <0.015-32 66.3/6.7 » Ceftaroline was highly active against S. aureus, including MRSA (highest
9 : — : : : >2 pg/mL), and/or mupirocin ( , ng/mL; Tables 1 and 2) Enterobacter cloacae (103)° 155 388 757 913 981 1000 - - - Cefepime 4 >16 05->16 74.0/17.0  Ceftriaxone 1 2 <0.25-8 69.0/7.0  S.mutans group" (76) MIC, 2 pug/mL). Furthermore, resistance to vancomycin, linezolid,
S. aureus (325) 09 37 354 634 939 1000 - - - _ _ — _ Enterobacter aerogenes (103)°  37.9 71.8 884 932 942 952 961 981 99.0 S. hominis (101) Penicilline 2 4 2->4 53.0/3.0 Ceftaroline <0.008 0.03  <0.008-0.25 -/- : e ot L
CoNS (555) 306 393 548 823 941 998 1000 - ]  Against MRSA, all isolates were inhibited at a ceftaroline MIC of <2 ug/mL Escherichia coli (102)P 471 745 922 951 971  99.0 99.0 1000 - Ceftaroline 0.5 1 003-1 -/- Amoxicillin/clavulanate 8 8 <1->8 28.0/51.0 Ceftriaxone <05 <05 <0.5-4 94.7/1.3 quil._?upT.IStm/dta.'lf.?p”Stlr.]r; otrénuplﬁocm el OTEEpfpISRIr D GBI ETE e
oS S | | | | (MICspg0, 0.5/1 pg/mL). Ceftaroline MIC results varied from 0.25 to 2 ug/mL Klebsiella peumoniae (102 50.0 735 882 951 1000 - - - - Ceftriaxone 16 32 <05->32 47.5/50 High-level penicilin-resistant (MIC, 28 ug/mL; 40) Cefepime <012 025  <0.12-8  961/13 cettaroline activity against . aureus
S. pneumoniae (455) 552 79.6 95.0 100.0 - - - - - for the hVISA/VISA/VRSA subset (MICy60, 1/2 pg/mL), from 0.5 to 2 pg/mL Klebsiella oxytoca (102)P 206 51.0 833 941 990 99.0 990 100.0 . Cefepime 4 8 025->16 94.1/4.0 Ceftgroline 0.25 0.5 0.06-0.5 -/- Penic_:illin_ . <0.015 0.12 <0.015-4 92.1/1.3 . Ceftaroline showed potent activity against S. pneumoniae and
E. faecalis (210) 00 00 05 33 224 614 857 986 100.0 among the linezolid-resistant subset (MIC,, 1/2 ug/mL), from 0.06 to Indole-positive Proteae (408)° ~ 27.0 387 468 544 657 748 801 850 897 Oxacillin >2 »2 =025>2  32.7/673 Ceftriaxone 4 8 1-16 5.0/725 S salvarius group' (114) : : : : . DA
- faeca : : : : : : : : : : Sla L \Vil-50, HY/TiL ), OIS . b ) ) i i Amoxicillin/clavulanate  >8 >8 2->8 2.5/97.5 Ceftaroline <0.008 0.03  <0.008 - 0.06 -/ - H. influenzae, including strains with various resistance phenotypes such
1 pug/mL among quinupristin/dalfopristin nonsusceptible strains (MIC Proteus mirabilis (105) 438 771 943 962 100.0 — : -
B-haemolytic strep. (310) 1000 - - - - - - - - Hg g guinup P puble. . 50 Serratia marcescens (106)° 00 00 76 425 793 925 953 972 991 a. Criteria as published by the CLSI [2009]. . Ceftriaxone <05 <05 <05-1 100.0/0.0 as MDRSP
0.5/1 pg/mL), and from 0.25 to 2 ug/mL among mupirocin-resistant strains b. Includes: hVISA (17 strains), VISA (23 strains), and VRSA (7 strains). Cefenime <012 028 <0121 100.0/0.0
Enterobacteriaceae (1,550) 264 532 71.0 80.2 88.1 92.0 93.8 956 97.1 ' Salmonella spp. (104)° 183 808 914 942 981 99.0 990 99.0 100.0 c. Criteria as published by CLSI [2009] for penicillin parental (nonmeningitidis). P = ' = S . . .
' (M|C5O, 0.5/1 Hg/ml—; Table 2) Shigella spp. (104)P 19.2 57.7 90.4 96.2 99.0 100.0 . o o d. Include strains resistant to at least 2 of the following antimicrobial agents: penicillin (MIC 28ug/mL), cefuroxime (MIC 24 ug/mL), erythromycin (MIC 21 pug/mL), Penicillin 0.06 0.5 <0.015-2 78.1/0.0 * Wlld'type strains of Enterobacteriaceae (non-ESBL-producers and non-
i ) ) ) R - - R - _ b _ ) ) ) B _ tetracycline (MIC 28 ng/mL), trimethoprim/sulfamethoxazole (MIC 24/76 pg/mL), and levofloxacin (MIC =8 pg/mL). - rs) wer nerall ibl roline. with th
H. influenzae (315) 86.7 9.7 1000 . . . Ha.emor.Jhllus influenzae (315) 86.7 98.7 1000 e. Includes: Streptococcus dysgalactiae (9 strains), Streptococcus equi (1 strain), Streptococcus equisimilis (1 strain), Group C Streptococcus (29 strains), Group F Streptococcus (11 strains), and Group G Streptococcus (53 strains). AmpC _hyperprOduge S) S _g_e =iellby SUSCGpt-b € to ceftaro €, HAthe
- - - - « Ceftaroline (M|C50/901 0.25 Hg/ml—) was 16-fold more active than ceftriaxone Neisseria gonorrhoeae (107) 252 402 69.2 953 100.0 - - - . f.  Includes: Streptococcus anginosus (30 strains), Streptococcus constellatus (19 strains), Streptococcus intermedius (17 strains), and Streptococcus milleri (37 strains). exception of some lndole—posmve Proteae species
N. gonorrhoeae (107) 25.2 40.2 69.2 95.3 100.0 ) > . S ! : . €p . . .
(MICgq90, 4 ng/mL) and 8- to 16-fold more active than cefepime (MICgq0, a. Proposed susceptible breakpoint based on pharmacokinetic/pharmacodynamic and clinical data. E :“C:U3933 g:rep:ococcus gortdonu((7455t:a|ns)), Stréepsttocoi:cus mitis (655 .stral?f),tSt.re)ptIOC(l)ctcus Orl?hst(% St”il'.”S){hStrez%ggoccgls paratlszngﬁgf (12 st.rallns(}, ;‘f‘d tlSqt.reptococcus sanguinis (14 strains).
i = I i . . . . E i isol ith ESBL ph Al Ch d ftazidi MIC, =16 /mL t . ncludes: streptococcus mutans strains) an reptococcus sonrinus strain). Isolates collected earlier than ana/or outsiae were Incluaed In this group. 1Ni 1 _
a. CoNS cgagulase negative staphylococci R 214 Hg/m I—) agamSt MSSA. The hlgheSt ceftaroline MIC value was Only ° i nltedroggcttinactee(\je isolates wit Phenotype or AmpC hyperprodticar (ceftazidime hg/mL) were nio i. Includes: Streptococcus salivarius (114 strains). Isolates collected earlier than 2007 and/or outside USA were included in this group. * Favorable res_ul_ts fro.m the C_:SSSI and CABP C|In|C-a| trlals and the_ t_)road
b. Isolates with ESBL phenotype or AmpC hyperproducer (ceftazidime MIC, 216 pug/mL) were excluded. 0.5 ug/mL (Table 2) meludecin fhe stay. spectrum antimicrobial profile of ceftaroline establish it as a promising and
Table 3. Comparison of In Vitro Activity of Ceftaroline and Table 4. Comparison of In Vitro Activity of Ceftaroline and Selected Antimicrobial Agents Tested Against Enterobacteriaceae and potentially effective therapeutic option in the treatment of various types of
Conclusions: CPT showed potent activity against streptococci, staphylococci : : : : : : .. : : ) - . : "r it i T i i i
ot ‘€d potent activity ag P apny - Ceftaroline was slightly more active against coagulase-negative Selected Antimicrobial Agents Tested Against Haemophilus Selected Nonfermentative Gram-negative Bacilli community-acquired and hospital-associated infections
and Haemophilus, including strains with various R phenotypes. Wild-type staphylococci (CoNS) compared to S. aureus. Against oxacillin-susceptible :
Enterobacteriaceae were aenerall uite S to CPT . . ) ) . SPP. and M. catarrhalis Antimicrobial MIC MIC Range % susceptible/  Antimicrobial MIC MIC Range % susceptible/  Antimicrobial MIC MIC Range % susceptible/
g yq : Staphylococcus epidermidis (MICgj,qo, 0.06/0.12 ug/mL), ceftaroline was pET— - - . ma—— agent 50 % g resistants agent 50 % g resistants agent 50 % 9 resistanta
16-fold more active than ceftriaxone and 8-fold more active than cefepime namicrobla’ agen 50 % ange o suscept ' C. koseri (104) K. oxytoca (102) S. marcescens (106) R f
; ; H. influenzae Ceftaroline 0.12 0.5 0.015-2 -/ - Ceftaroline 0.12 0.5 0.03-8 -/ - Ceftaroline 1 2 0.25->16 -/ - e e r e n C eS
(MICs060, 1/2 1 g/mL_fpr ceftriaxone and 0.5/1 ug/ml for cefepime). . B-Lactamase-negative (110) Ceftriaxone <0.25 <0.25 <0.25-05  100.0/0.0 Ceftriaxone <0.25 <0.25 <0.25-0.5  100.0/0.0 Ceftriaxone <0.25 1 <0.25-8 100.0/0.0
Staphylococcus capitis (MICsq,0, 0.06/0.5 ug/mL), Staphylococcus hominis Ceftaroline <0.008 0.015 <0.008 — 0.25 /- Ceftazidime <2 <2 <2 100.0/0.0 Ceftazidime <2 <2 <2 1000/0.0  Ceftazidime <2 <2 <2 100.0/0.0
= H . ' ) Iy ) i <0. <0. <0.12-0. . . i <0. <0. <0.12-0. . . i <0. 0.25 <0.12-0.5 100.0/ 0.0 1. Andes D, Craig WA (2006). Pharmacodynamics of a new cephalosporin, PPI-0903 (TAK-599), active against methicillin-resistant
I n t r O d u C t I O n (M|C5O/90, 0.5/1 ug/m L), StaphyIOCOCCUS haemOIyUCUS (M|C5O/90, 1/2 Ceftriaxone <0.25 <0.25 <0.25-1 100.0/ - CcferfeeuFI)‘:(TiieﬂO?) Sl S =0.12-05 100.0/0.0 Mcz]fifg]gr?ll (101) 0.12 0.12 0.12-0.5 100.070.0 SZI?]:?)FI’)]Q: spp (104)0 12 Staphylococcus aureus in murine thigh and lung infection models: identification of an in vivo pharmacokinetic-pharmacodynamic
i i ihili i i icilli < <1 <1 100. . ) . : . . ’ target. Antimicrob Agents Chemother 50: 1376-1383.
“g/m L)1 as We" as CONS Stralns haVIng re(.juced Suscept.:lblllty tO IIneZOIId Amp|(:.|II.|r? <1 < = 00.070.0 Ceftaroline 0.25 0.5 0.06 —>16 -1- Ceftaroline 0.12 >16 0.03->16 -1- Ceftaroline 0.12 0.25 0.06-16 -1- 2. Clinical and Laboratory Standards Institute (2009). M07-A8. Methods for dilution antimicrobial susceptibility tests for bacteria that
(M|C5O/90, 0.5/1 ug/m L), were very Susceptlble to ceftaroline (Table 2) AmOXICIIIm/CIa_V_UIanate <2 <2 s2-4 100.0/0.0 Ceftriaxone <0.25 0.5 <0.25-2 100.0/0.0 Ceftriaxone <0.25 0.5 <0.25-4 100.0/0.0 Ceftriaxone <0.25 <0.25 <0.25 100.0/0.0 grow aerobically; approved standard - eighth edition. Wayne, PA: CLSI.
B-Lactamase-positive (101) Ceftazidime <2 <2 <2-8 100.0/ 0.0 Ceftazidime <2 4 <2-8 100.0/0.0 Ceftazidime <2 <2 <2 100.0/0.0 3. _leinicaltgnd Il_aboralltory Sttébr\}dards Igititg:_es(IZOOQ). M100-S19. Performance standards for antimicrobial susceptibility testing. 19th
H H H H H _ H H _ H _ Informational supplement. ayne, : .
Ceftaroline is a novel, parenteraL broad-spectrum Cepha|osp0r|n exh|b|t|ng « Ceftaroline exhibited moderate in vitro activity against vancomycin— Ceftgrolme <0.008 0.03 <0.008 - 0.12 -1/ Cefepime <0.12 <0.12 <0.12-0.25 100.0/0.0 Cefepime <0.12 <0.12 <0.12-1 100.0/0.0 Cefepime <0.12 <0.12 <0.12-0.25 100.0/0.0 4. Corey R, Wilcox M, Talbot GH (2008). CANVAS-1: randomized, double-blinded phase 3 study (P903-06) of the efficacy and safety
. . . . : : : Ceftriaxone <0.25 <0.25 <0.25-0.5 100.0/ - E. cloacae (103) P. vulgaris (100) Shigella spp. (104) i i i i i i infecti -1515a. 48th ICAAC
b d | tivit t G t | d . . . of ceftaroline vs vancomycin plus aztreonam in complicated skin and skin structure infections (cSSSI). Abstr. L-151 ,
actericidal activity against Gram-positive organisms, including suscephble (|\/||C50/90, 2/4 ug/mL) and vancomycin-resistant (|\/||C50,90, 4/8 Ampicillin >4 >4 2_>4 0.0/97.0 Ceftaroline 0.25 0.5 0.015-2 -/- Ceftaroline 1 >16 0.06 — >16 -/- Ceftaroline 0.12 0.25 0.03-2 -/- October 25-28, 2008, Washington DC, USA.
icilli illin)- i i - . ITT . . - i <0. . <0.25 - . . i <0. <0.25 - . . i <0. <0.25 <0.25-0.5 100.0/0.0 5. Eckburg P, Friedland HD, Lee J, Lllorens L, Critchley IA, Thye D (2009). FOCUS 1 and 2: Randomized, double-blinded, multicenter
mei[hICI|||n(0xaCI||ln) resistant StaphyIOCOCCUS aureus (MRSA) and mUItldrUg pg/m L) strains of am pICIIIIn-Suscepthle E. faecalis (Table 2) Amoxicillin/clavulanate <2 <2 2-4 100.0/0.0 g:ggg:((j?r?]ee <(;225 225 <2225_ 84 1888 ; 83 g:gg%?;ee (;225 S42 0 252 4 1888 ; 88 g:gg%?;i (;225 <2 <2 100.0/ 0.0 phase 3 trials of the efficacy and safety of ceftaroline (CPT) vs ceftriaxone (CRO) in community-acquired pneumonia (CAP) Abstr.
resistant Streptococcus pneumoniae (MDRSP), as well as common Gram- B-Lactamase-negative, ampicillin-resistant (BLNAR; 104) Cefepime <0.12 025  <012-05 1000/0.0  Cefepime <0.12 0.25 <012-1  1000/0.0  Cefepime <0.12 0.25 <012-05  100.0/0.0 Ee e ey o 0 activi e aal
. . . L . . . . R Ceft l 0.06 0.12 <0.008 — 0.25 / p p k p : 6. Fenoll A, Aguilar L, Robledo O, Gimenez MJ, Granizo JJ, Biek D, Tarrago D (2008). In vitro activity of ceftaroline against
negative pathogens. Ceftaroline is Currently in phase Il clinical dEVEIOpment. e Ceftaroline was 8- to 16-fold more active than ceftriaxone against pen|C||||n— e B:I‘O = ' ' = - o E. aerogenes (103) P. rettgeri (102) P. multoc!da (51) Streptococcus pneumoniae isolates exhibiting resistance to penicillin, amoxicillin, and cefotaxime. Antimicrob Agents Chemother
. intermediate. penicillin-resistant. levofloxacin-nonsuscentible. and Ceftriaxone <0.25 <0.25 <0.25-0.5 100.0/- Ceftaroline 0.12 0.5 0.03->16 -/ - Ceftaroline 0.06 1 0.03->16 -/- Ceftaroline <0.008 0.03 <0.008 - 0.12 -/- 52: 4200-4210. _ o - o
Favorable results have been reported from phase Il and Ill trials (CANVAS 1 _ P _ ’ : ceptible, Ampicillin 2 4 2->4 0.0/46.2 Ceftriaxone <0.25 05 <025-8  100.0/00  Cefiaxone  <0.25 <025  <025-2  100.0/0.0 Ceftriaxone <025 <025  <025-05 - 7. Kanafani ZA, Coray GR (2005). Ceftarline: 2 cephelosporin with exparided Gram-positve actiy. Futre Microbiol & 2533, in
and 2) on the efﬁcacy and Safety prOfile of ceftaroline for treatment of mUltldrUg-rGS|Stant strains of S. pneumoniae (Ceftar()“ne MICQO’ 0.06-0.25 Amoxicillin/clavulanate 4 8 <2->8 59.6 /40.4 Ceftazidime <2 <2 s2-8 100.0 ; 0.0 Ce]ttaZidime 3212 5?12 3212_ 4 100.0 ; 0.0 Ce?aZidime 3212 325 (?212_ 42 - ; '8 against clinical isolates of Streptoc‘occus pneu,moniae collected from across Canada between 2003 and 2008. J Antimicrob
. . . . . - i i i i i i Cefepime <0.12 <0.12 <0.12-0.25 100.0/0.0 Cefepime <0. <0. <0.12-2 100.0/0.0 Cefepime <0. . <0.12 - -/ - Chemother 64: 659-660.
Compllcated skin and skin structure infections (CSSSl) and from phase Il “g/mL, Table 2) (:.eftarOIIne WaS' a:ISO hlghly >aCtlve agalns.ths .hpnhe.urr?onlae " paéZIfrt]z:JOel:]Zeae @4 0.015 0.06 <0.008 — 0.06 / E. coli (102) P. stuartii (105) A. baumannii (101) 9. Sader HS, Fritsche TR, Jones RN (2008). Antimicrobial activities of Ceftaroline and ME1036 tested against clinical strains of
_ _ _ _ : ) _ _ <0.008 - 0. /- ) _ _ o O enaro! e e o
community-acquired bacterial pneumonia (CABP) trials (FOCUS 1 and 2). with high-level resistance to penicillin (MIC, 28 ug/mL), with the highest Ceftriaxone <0.25 <0.25 <0.25 100.0/- Ceftaroline pee 0% BO-E e el 2 15 g~ >1e =4 Ceiizralime . . 2 20 10, Talbot G, Thye D, Dao A, Ge ¥ (2007). Phase2 sty of cefiaroline versus standard therapy inthe treatment of complicated skin
ceftaroline MIC value of 0.5 ug/mL (Table 2) o 1 aoa 675 /8.3 Ceftriaxone <0.25 <0.25 <0.25 100.0/0.0 Ceftriaxone <0.25 <0.25 <0.25-1 100.0/0.0 Ceftriaxone >32 >32 4->32 21.8/57.4 and skin structure infections, Antimicrob Agents Chemother 51 3612-3616.
Ampicillin = 2 sh==> = 1o Ceftazidime <2 <2 <2 100.0/0.0 Ceftazidime <2 <2 <2-8 100.0/0.0 Ceftazidime >16 >16 <2->16 36.6/59.4 11. Wilcox M, Corey R, Talbot GH, Baculik T, Thye D (2009). CANVAS-2: Randomized, double-blinded phase 3 study (P903-07) of the
i i i imi i i . ) Amoxicillin/clavulanate <2 <2 2-4 100.0/0.0 i <0. <0. <0.12 - 0. ) ) i <0. i <0.12 - 0. i i i 5— i i ffi d safety of ceftaroline vs vancomycin plus aztreonam in complicated skin and skin structure infections (cSSSI). Abstr. P-
The objective of thls_ study was to evaluate the antlmlcroblfal actl.\/lty and . . B-haemolytic streptococci and Streptococcus gallolyticus (formerly V. catarmmats (100 K.C:;Z?;msniae 102 <0.12 <012  <0.12-0.25  100.0/0.0 pcrif.f:érﬂ].g - <0.12 0.25 <0.12-0.5  100.0/0.0 Pcaeéfsg:; S— 16 >16 0.5->16 34.7/485 efficacy and safety of seftaroine vs vancomycin pus azt
spectrum of ceftaroline and comparator agents tested against clinical bacterial Streptococcus bovis) were markedly susceptible to ceftaroline (MICq, Ceftaroline 0.06 0.12 <0.008 - 0.5 - Ceftaroline 0.06 0.5 0.015-1 - Ceftaroline 0.12 0.25 0.03-1 - Ceftaroline >16 >16 4->16 -
isolates, including common resistance phenotypes, recently collected in _ ; ; ; Ceftri 0.25 il <0.008 — 2 100.0/0.0 Ceftriaxone <0.25 <0.25 <0.25-0.5 100.0/0.0 Ceftriaxone <0.25 <0.25 <0.25 100.0/0.0 Ceftriaxone >32 >32 16 —>32 0.0/78.2
'S . . o . 9 . . P yp y . SO'O_OB 0.03 HQ/ITIL_) B Ceftaroline was also Ve_ry active against almost 400 A;pr;;ﬁi?]ne 1 >4 <05->4 /- Ceftazidime <2 <2 <2 100.0/0.0 Ceftazidime <2 <2 <2 100.0/0.0 Ceftazidime 4 >16 <2->16 74.3/21.8 AC k n OWl ed g e m en t
medical institutions geographically dispersed throughout the United States strains of various viridans group streptococci (4 groups; MICg,, 0.03-0.12 i o Cefepime <0.12 0.25 <012-1  100.0/00  Cefepime <0.12 <012  <012-05  100.0/0.0  Cefepime 4 >16 1->16 76.2/10.9 _
(USA) ug/mL; Table 2) Amoxicillin/clavulanate 0.12 0.25 <0.06 - 0.5 100.0/ - & Criteria a5 published by the CLS! [2009] Supported by Forest Laboratories, Inc.
' ! a. Criteria as published by the CLSI [2009]. ' '
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