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Ceftaroline demonstrates excellent in vitro activity
against S. aureus and 3-haemolytic streptococci
(Streptococcus pyogenes), which are considered the
most important pathogens associated with SSSI.
Coagulase-negative staphylococci (CoNS),
enterococcl and viridans group streptococci are also
considered to be relevant pathogens associated with
some types of SSSI. Ceftaroline provides additional In
vitro activity against these Gram-positive pathogens,
Including strains resistant to other drug classes and
multidrug-resistant (MDR) isolates. In the present
study we evaluate the antimicrobial activity and
spectrum of ceftaroline and comparator agents tested
against clinical bacterial isolates related to SSSI
collected in European medical centres in 2008.

Materials and Methods

e Ceftaroline (MIC;, and MICgy,, 0.25 mg/L) was 16-
fold more potent than ceftriaxone (MIC., and MIC,
4 mg/L), eight-fold more potent than linezolid (MIC,,
and MICy,, 2 mg/L) and four-fold more potent than
vancomycin (MIC., and MIC,,, 1 mg/L) when tested
against MSSA (Table 2).

e Ceftaroline (MICg,, 1 mg/L and MICg,, 2 mg/L),
vancomycin (MIC., and MIC,,, 1 mg/L) and linezolid
(MICg;,, 1 mg/L and MIC,, 2 mg/L) were very active
against MRSA. MRSA showed high rates of
resistance to levofloxacin (84.4%), erythromycin
(64.1%) and clindamycin (14.9%; Table 2)

» Ceftaroline was the most active compound (MIC.,,
0.5 mg/L and MIC,, 1 mg/L) tested against CoONS.
Ceftaroline was two- to four-fold more active than
linezolid (MIC;, and MICy,, 1 mg/L) and
vancomycin (MICg,, 1 mg/L and MIC,,, 2 mg/L),
and 232-fold more active than ceftriaxone (MIC.,,
16 mg/L and MIC,,, >32 mg/L) against this
pathogen (Table 2).

Amended Abstract*

Objectives: To assess the activity of ceftaroline and comparator
agents tested against SSSI pathogens. Ceftaroline is the bioactive
metabolite of ceftaroline fosamil, a N-phosphonoamino water-
soluble cephalosporin prodrug. Ceftaroline is active against
methicillin-resistant S. aureus (MRSA) and other resistant
pathogens and is under evaluation for treatment of skin and skin-
structure infections (SSSI) in clinical trials.

Methods: Unigue (1 per patient) clinically significant isolates of S.
aureus (2168), beta-haemolytic streptococci (BHS; 172), viridans
group streptococci (VGS; 86), and E. faecalis (409) were
consecutively collected from 24 medical centers in 10 European
(EU) countries, Turkey and Israel in 2008. The strains were tested
for susceptibility (S) by the CLSI broth microdilution method (MO7-
A8; M100-S19) against ceftaroline and numerous antimicrobials
currently available for SSSI treatment.

Results: 25.4% of S. aureus isolates were MRSA. Ceftaroline was
very active against methicillin-susceptible S. aureus (MSSA; MICg,,
0.25 mg/L) and MRSA (MICg,, 2 mg/L). Against MSSA, ceftaroline
was 16-, eight- and four-fold more potent than ceftriaxone (CRO),
linezolid (LZD) and vancomycin (VAN), respectively. The highest
ceftaroline MIC among MSSA was 1 mg/L, and 90.9 and 99.8% of

* Resistance to oxacillin (MRSA) was observed in
25.4% of S. aureus isolates and ceftaroline was very
active against these organisms (MIC.,, 1 mg/L and
MICq,, 2 mg/L; Table 2). All MRSA strains, except for
four isolates from a unique medical center In
Greece, were inhibited at <2 mg/L of ceftaroline.
Molecular typing results revealed that these four
strains were clonally related.

e Ceftaroline exhibited excellent activity (MIC,,
<0.008 mg/L and MIC,,, 0.015 mg/L) against the [3-
haemolytic streptococci (Table 2). Ceftaroline was
four-fold more active than penicillin (MIC,,, 0.06
mg/L) against these common pathogens, and
100.0% of strains were inhibited at <0.06 mg/L of

ceftaroline (Table 1). « Viridans group streptococci exhibited low ceftaroline
MIC values with a MIC, value of only 0.015 mg/L
and MIC, of 0.25 mg/L. Furthermore, only 79.1 and
90.7% of strains were susceptible to penicillin and
ceftriaxone, respectively (Table 2).

 More than 90% of E. faecalis, including all
vancomycin-resistant isolates (VRE) were inhibited
by =<8 mg/L of ceftaroline (MIC.,, 2 mg/L; Table 2).
Four of 5 VRE were from Greece.

Table 1. Frequency of occurrence of ceftaroline MIC values for all organisms tested.

No. (cumulative %) of isolates inhibited at ceftaroline MIC (mg/L) of:
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b. - = No breakpoint has been established by CLSI or US-FDA. : :

Abbreviations: TMP/SMX = trimethoprim/sulfamethoxazole; CoNS = coagulate-negative staphylococci; HL = high level resistance. This StUdy was SUpported by Forest Laboratories, Inc.
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