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Amended” Abstract Introduction Results Conclusions
Background: Ceftaroline is the bioactive metabolite of Ceftaroline is a broad-spectrum cephalosporin in phase Ceftaroline demonstrated excellent potency against MRSA Ceftaroline had similar activity against vancomycin-resistant Table 2. Activity of ceftaroline and comparator agents tested against S. aureus, E. faecalis and Streptococcus spp., including Ceftaroline showed high activity (MIC range,
ceftaroline fosamil, a N-phosphonoamino water-soluble 3 development with activities that include resistant Isolates with all isolates inhibited by <2 pg/mL (minimum E. faecalis compared with vancomycin-susceptible strains resistant phenotypes. 0.015-1 yg/mL) against many common gram-positive
T soce s RS o g oomen e s MSSA b £ over |
oxacillin-resistant Staphylococcus aureus (MRSA) and is phy . J P ' . ® [-hemolytic streptococci were highly susceptible to Antimicrobial agent 50% 90% Range % susceptible® % resistant ® (Ceftaroline activity was noted to be 28-fold that of
under evaluation for treatment of SSSI in clinical trials (MDR) Streptococcus pneumoniae, as well as many ceftaroline MIC values (MIC, , 0.25 pg/mL) compared with toroline (MIG. 0.015 ua/mL). Ceftarol 4-5old . st th " h
. _ ' common gram-negative pathogens. Ceftaroline is currently the MRSA strains (Table 1) CeTaroline ( gor 2+ 19 UG ). Ceftaroline was 1od S. aureus CEILraxone against he common gram-posiiive pathogens
We assessed the activity of ceftaroline and comparator - - - more active than penicillin (MIC,, 0.06 ug/mL) against this Oxacillin-susceptible (1,554) associated with cSSSI
_ in development for the treatment of complicated skin and o  Ceftarol  least 32-fold r st MRSA £ nath Table 2 %0 Ceftaroline 0.25 0.25 <0.008-1 b i
agents tested against SSSI pathogens. skin structure infections (cSSSI). A successful phase 2 —onaroline was at feast 52-107d more active agains group of pathogens (Table 2) Ceftriaxone 4 4 1-32 99.7 0.0 e All MRSA isolates were inhibited by <2 pug/mL of ceftaroline
clinical trial of ceftaroline fosamil (formerly PPI—0903) Isolates than ceftriaxone and 2-fold more active than o  Ceftaroline had potent activit et virid Erythromycin =0.25 2 =0.25->2 73.1 26.1
Methods: Nonduplicate clinically significant strains of - - - linezolid (Table 2). Against MSSA, ceftaroline was 16-fold Sraroln® nac porer’ activity agails® virddns 91oup Levofioxacin 05 %5 bk 014 79 ® The potent activities of ceftaroline demonstrated here
_ y T for the treatment of patients with cSSSI was reported in tant th e streptococci, with a |\/||C90 value of 0.06 ug/mL (Table 2) Gentamicin < < <8 99, 08 _ _ - _
S. aureus (2791), E. faecalis (613), viridians group 2007 (Talbot et al, 2007). Phase 3 trials (CANVAS 1 and more potent than cettriaxone - | Tetracycline < < <958 95.4 38 against a large collection of recent gram-positive skin
streptococci (VGS, 190), and B-hemolytic streptococci 2) for cSSSI were recently completed. S. aureus and e  Ceftaroline was the most active compound ®  Isolates of viridans group streptococci that were Linasolig - tamethoxazole =5 5" 0250 100.0 00 infection isolates, including MRSA and drug-resistant
(BHS; 596) were consecutively collected from 49 medical Streptococcus pyogenes are considered the most important (MIC. . 0.25 ug/mL and MIC, ., 1 ug/mL) tested against nonsusceptible to penicillin had higher csftaroline MIC,, Vancomycin 1 1 0.25-2 100.0 0.0 p-hemolytic streptococci, support the continued
. o th iated with cSSS|. Ceftaroline d trat 20 0 . . 0 . values of 0.5 pg/mL. Ceftaroline retained good activity xacillin-resistant (1,237) development of ceftaroline for treatment of cSSSI.
centers in the USA and Europe (EU) and susceptibility pathogens assoclated with ¢ . Lellaroline aemonstrates CoNS (74.7% oxacillin-resistant). Ceftaroline was 4-fold _ _ Ceftaroline 1 1 0.25-2 - i
tested by the CLSI broth microdilution methods (M7-A7: excellent in vitro activity against both of these species, more active than linezolid (MIC,,, 1 ug/mL), 8-fold more against this group and was 16-fold more potent than Erythromycin 5 &5 07552 oy oy
M100-S18) against ceftaroline and >20 antimicrobials | including MRSA and penicillin-resistant streptococci (Sader active than vancomycin (MIC,, 2 ug/mL), and 64-fold ceftriaxone (Table 2). (LJIindﬁ\myci_n 30'4?5 >421 SO(5255->42 ggg %g
- . .y . evorioxacin > > <0.9-> . .
f 1able for SSS| treat t et al, 2005). Enterococci and viridans group streptococci are more active than ceftriaxone (MIC, , 16 ug/mL) against this Gentamicin <2 <2 <2->8 05.8 3.9
currently avaliable 10r reatment. also considered to be relevant pathogens associated with pathogen (Table 2) ﬁ%aei{g;)”nem e ulfamethoxarol Sf)25 525 Sff;fz gg-g g-g
_ o . some types of cSSSI. Ceftaroline provides excellent in vitro o | | Linezolid 2 2 0.25-2 100.0 0.0
Results: 44.3% of S. aureus isolates were MRSA. Over activity against these gram-positive pathogens, including O E. faecalis isolates had the highest ceftaroline MIC values Vancomycin 1 1 0.25-2 100.0 0.0
60% of S. aureus strains were from community origin MDR strains compared with other cSSSI pathogens tested in this study, Coagulase-negative staphylococci (641)
and showed MRSA rate similar to health-care associated - | o with MIC,; and MIC values of 2 and 8 pg/mL, respectively genaroline 0.2 3 e 25 3 a7
S. aureus. Ceftaroline was very active against oxacillin- ®  The objective of this study was 1o generate susceptibliity (Table 2) Oxacillin >2 >2 0.25->2 25.2 747 Se I eCtEd REfe rences
susceptible S. aureus (MIC, . 0.25 pg/mL) and MRSA testing data for ceftaroline and ceftriaxone (as a class E%Q;?n”%ﬁ]” o5k & S0 on5 o o
P ' _ 00’ ©-49 MY _ comparator agent), and the susceptibility profiles of Levofloxacin 4 >4 <0.5->4 43.4 54.9
(MICQO, 1 “g/ml—) AgaInSt OxaC|”|n-SUSCept|b|e S aureus, several drug classes against S. aureus (inc|uding MRSA), .?eetp;i%ﬁr']ne zg zg zg:zg 247121 %gg Clinical and Laboratory Standards Institute. M7-A7, Methods for
ceftaroline was 16- and 4-fold more potent than Ent fracali d B-hemolvtic and virid Trimethoprim/sulfamethoxazole <0.5 >2 <0.5->2 61.3 38.7 dilution antimicrobial susceptibility tests for bacteria that grow
nterococcus faecalis, and 3-hemolytic and viridans group . : : : : : : : : rimetn P y g
ceftriaxone and vancomycin, respectively. 92.5% and streptococci. This multicenter study would establish the Table 1. Activity of Ceftaroline Tested Against 4190 Bacterial Pathogens Associated With Skin and Skin-Structure Infections \L/gﬁczgmilcm ; ; e 22 00 aerobically; approved standard - seventh edition. Wayne, PA: CLSI:
99.9% of oxacillin-susceptible S. aureus were inhibited current susceptibility profiles of these important pathogens Cumulative % inhibited at MIC (ua/mL R 2006.
at <0.25 and <0.5 pg/mL, respectively (highest and determine the comparative activity of ceftaroline umuftative 7o Inhibited a (hg/mL) All isolates (613) . |
ceftaroline MIC was 1 pg/mL). The percentages of tested against nearly 5000 isolates collected from medical Organism (no.) =0.008 0.015 003 0.06 012 0.25 0.5 1 2 4 8 216 Cottinxons 5 5 1250 : : Clinical and Laboratory Standards Institute. M100-318,
ine . . nstitutions geographically dispersed throughout the United Ampicillin < 5 <1.8 100.0 0.0 Performance standards for antimicrobial susceptibility testing, 18th
MRSA inhibited at 1 and 2 ug/mL of ceftaroline were . Staphylococcus aureus Erythromycin >2 >2 <0.25->2 6.2 65.6 informational supplement. Wayne, PA: CLSI; 2008.
o o . . States (USA) and Europe in 2008. o | Levofloxacin 1 >4 <0.5->4 67.4 32.5
95.3% and 100.0%, respectively. BHS (all strains Oxacillin-susceptible (1554) 0.1 0.1 0.2 1.2 56 92.5° 99.9 100.0 - : : : Tetracycline >8 >8 <1->8 25.0 75.0 _
inhibited at <0.06 pg/mL) and VGS (MIC. ., 0.06 ug/mL) . , Gentamicin (HL)° <500 >1000 <500->1000 71.1 28.9 Talbot GH, Thye D, Das A, et al. Phase 2 study of ceftaroline versus
inni =U.Uo g 90 Y-YUO Hg Oxacillin-resistant (1237) 0.0 0.0 0.0 0.0 0.0 1.3 419 953 100.0 - - - Linezolid 1 2 0.25-2 100.0 0.0 standard theraov in the treatment of comolicated skin and skin
tible to ceftaroline. More than 97% of Vancomycin 1 2 0.5->16 95.6 4.1 nerapy _ P
were very suscep : : Vancomycin-resistant (25) structure infections. Antimicrob Agents Chemother 2007;51:3612-6.
o _ ’ eftriaxone >32 >32 16->32 : : _ _ _
were inhibited by <8 pg/ml. of ceftaroline. Materials and Methods Enterococcus faecalis (613) 00 00 00 00 03 08 26 292 713 852 97.2 1000 Eryinromycin > 5 09552 40 8.0 age MG, S e, haactams in development. Gurr Opin
Levofloxacin >4 >4 1->4 4.0 96.0 Pharmacol 2006;6:450-5.
MIC,, (ug/mL)/ % S . o B-hemolytic streptococci (596) 56.4 92.3 99.7 100.0 - - - - - - - - Tetracycline >8 >8 <2->8 16.0 84.0
Organism (no.) Ceftaroline Ceftriaxone Clindamycin Levofloxacin Co-trimoxazole Vancomycin The isolates tested in this StUdy were collected from SentaTéC|n (HL)e >1(1)OO >’IgOO S508-5>12000 1209620 700-08 Sader HS, Fritsche TR, Kaniga K! et al. Antimicrobial aCtiVity and
. :ureus ' hospitalized patients in USA and European medical centers Viridans group streptococci (190) 21.1 453 8563 916 926 94.7 99.0 100.0 - - - - T'er}gg&;nin 16 >16 16 24.0 76.0 spectrum of PPI-0903M (T-91825), a novel cephalosporin, tested
. a ) ) ) during early 2008. Twenty-seven medical centers in the -hemolytic streptocos (596) against a worldwide collection of clinical strains. Antimicrob Agents
Goanyoose DRRAT ARSI SRR =hABRT ShaREe ERO USA and 22 sites from 12 European countries contributed "MIC,, values in bold. Coftaroling <0.008 0.015 <0.008-0.06 - - Chemother 2005:49:3501-12.
Oxacillin-res. 1/NA >32/0.0 >2/68.1 >4/28.2 <0.5/98.8 1/100.0 isolates for analysis. A total of 4831 isolates, including gs&iﬂ?}ﬁﬁ”e :00'02155 S000265 <0 3(1)52(5) 12 1888 :
(1237) S. aureus (2791 strains), coagulase-negative staphylococci Amoxicillin-clavulanate <1 <1 <1 100.0 :
E. faecalis (613) 8/NA >32/NA >2/NA >4/67.4 >2/NA 2/95.6 (CoNS) (641 Strains), E. faecalis (613 Strains), B-hemo]ytic (E)%tg;?nn;/%?r;n 28%2 55_225 28%2:;5 ggg 290-'45
BHS (596) 0.015/NA*  <0.25/100  <0.25/90.3 1/99.3 <0.5/NA 0.5/100.0 streptococci (596 strains), and viridans group streptococci lf':’:/rgg?/)éﬁriien 5225 >18 Sgé?ja‘l 238 40473
e D0BNA 05087  <095016 21996 JNA 051000 (190 strains) were tested against ceftaroline and comparator Linezolid 1 1 0.5-2 100.0 -
agents. Nearly one third of the isolates in this collection Vancomycin 0.5 0.5 0.25-1 100.0
A= notassigned were isolated from cSSSI, while the remaining strains were viridans group streptococcl
from other significant sources, including blood (45%) and Algg?tgtg”snggo) 0.03 0.06 <0.008-1 - -
. . . respiratory tract cultures (7%) Sftriaxone D o Do 10 23 5
Conclusions: Ceftaroline showed high potency. (MIC,, | o N Bl e 0 ! =0.01% e 42
range, 0.015-1 ug/mL) and broad spectrum against the ® Broth microdilution methods that followed the Clinical and Erythromycin <0.25 >2 <0.25->2 55.8 41.1
contemporary (2008) most common SSSI gram-positive Laboratory Standards Institute (CLSI) documents were Levofioxacin = =57 Py 026 53
pathogens, including MRSA and fluoroquinolones- used t_o dete_rmme ’Fhe antimicrobial susceptibility of each [Ierf(reazcoxlflcc:}me s12 >18 5225>82 17026% 22.1
. . . . organism using validated panels manufactured by TREK Vancomycin 05 05 0.25-1 100.0
resistant BHS, isolated in USA and EU medical centers. . . . Penicillin-non-susceptible (42)
_ Diagnostics (Cleveland, OH). S. aureus and E. faecalis were Al 0.03 05 <0 008.1 ] ]
Baseq .on these results, ceftaroline appear§ to be a _ tested in Mueller-Hinton (MH) broth and Streptococcus spp. Ceftriaxone <0.25 8 <0.25-16 71.4 19.0
g'gg:'smg agent for the treatment of organisms causing were tested in MH broth supplemented with 3% to 5% lysed f\fn”cf('i'(';'iﬂin_davu,anate 025 186 0521?]166 8j8 138
- i i Eryth i 2 >2 <0.25->2 14.3 85.7
: horse blood (_M7 A7, 2000). Qoncurrent testing of qualllt_y 4tk d;?nn%fr']n FoE o5k G o o
control (QC) isolates determined that proper test conditions Levofloxacin 1 1 <0.5->4 90.5 9.5
*Abstract was amended to update the number of strains tested. and procedures were used. These strains included American Iier;[;az%);i(ziline 325 >18 %2;? 17016.40 23_-8
Type Culture Col_lection (ATCC) strains, S. aureus ATCC Vancomycin 0.5 0.5 0.25-0.5 100.0 Acknowledgments
29213, E. faecalis ATCC 29212, and S. pneumoniae ATCC — | Supported by Forest Laboratories, Inc
49619 Susceptibility percentages and validation of QC a. SESCGp’[IbIhty grlterlg of the CLSI (M100-S18, 2008) were used where available. ’ -
_ _ b. - =no breakpoint criteria have been recommended by the CLSI.
results were based on the CLSI guidelines (M100-S18, c. HL = High level.
2008).




