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susceptible). Resistance to vancomycin did not
adversely affect daptomycin activity against this
population of enterococci (Table 1).

AMENDED ABSTRACT RESULTS

Background: Daptomycin is a cyclic lipopeptide approved for °
use by the United States (US) Food and Drug Administration (FDA)
and the European Medicines Agency (EMEA) for the treatment of
complicated skin and skin structure infections. We evaluated the
In vitro activity of daptomycin and many comparator agents tested
against recent clinical isolates collected in Europe.

Daptomycin was highly active against S. aureus
(MIC,,, 0.25 mg/L and MIC,,, 0.5 mg/L; >99.9%
susceptible) with only two non-susceptible o
strains observed in 4 years of survelillance
program testing, both with a daptomycin MIC

at 2 mg/L (susceptible breakpoint at 1 mg/L).
Resistance to oxacillin did not adversely affect
daptomycin activity (Table 1).

Vancomycin-resistant E. faecium showed high
rates of resistance to most antimicrobials,
including teicoplanin (82.4%), gentamicin (high-
level, 56.9%) and quinupristin/dalfopristin
(12.2%, only 79.7% susceptible). However,
daptomycin was active against 99.2% and
linezolid was active against all isolates at
published susceptible breakpoints.

Methods: A total of 9,517 strains from 31 medical centers located
In 12 European countries, Turkey and Israel were evaluated. The
bacterial isolates were consecutively collected during the 2002-
2005 period from patients with documented infections. Susceptibility
(S) testing was performed by reference broth microdilution methods
according to CLSI (formerly NCCLS) guidelines and interpretative °
criteria against daptomycin and >20 comparators. Mueller-Hinton
broth was supplemented to a 50 mg/L Ca** concentration for
testing daptomycin.

Oxacillin-resistant S. aureus showed high rates

of co-resistance with levofloxacin (88.6%),
erythromycin (74.0%) and clindamycin (48.7%).
None of the antimicrobials tested was active
against all S. aureus strains.

MRSA rates varied from only 1.2% in Sweden
to 46.2% in Ireland, 43.9% in Israel, 43.2% in
Greece, 42.5% in the UK, and 41.0% in Belgium
(Table 2).

Results: Rates of oxacillin-resistant S. aureus (ORSA) varied from
1.2% in Sweden to >40% in Belgium, Greece, Ireland and the UK;
while the highest rates of vancomycin (VAN)-resistant (R) E. faecium
were observed in Ireland (56.5%) and the UK (42.5%). Daptomycin

O ' '
and selected comparator activities are summarized in the table: Daptomycm was the most active Compound

tested against E. faecalis (MIC,,, 0.5 mg/L and
MIC,,, 1 mg/L; 100.0% susceptible) followed
by linezolid (MIC,,, 1 mg/L and MIC,,, 2 mg/L,;

MICg, (mg/L)/% S
Daptomycin Linezolid Synercid Teicoplanin VAN
0.5/99.9 <2/>99.9 1/>99.9

e VRE rates were generally low (0.0-1.5%) among
E. faecalis in nine of the countries evaluated,

Levofloxacin
<0.5/93.5

Organism (no.)
Oxacillin-S S. aureus (5,148) 0.5/>99.9 2/100

ORSA (2,021) 0.5/>99.9 2/>99.9 1/98.8  <2/99.6  1/100 ~4/8.6 : : : :
VAN-S E. faecalis (1,645) 1/100 2100  >2/1.9  <2/100  2/100  >4/69.8 0 : but I’ela’tlvely h|gh in Greece (1 04%), Russia
VAN-R E. faecalis (40) 1/100 2/100  >2/0.0  >16/15.0 >16/0.0  >4/20.0 >99.9% Susceptlble). o o

VAN-S E. faecium (540) 4/99.6 2/100  >2/69.8  <2/100  1/100 >4/25.2 (1 33 A)) and the UK (1 46 A), Tab|e 2) |n Contl’ast,
VAN-R E. faecium (123) 4/99.2 2/100  >2/79.7 >16/23.6 >16/0.0  >4/12.2

among E. faecium, VRE rates varied from 0.0%
in Switzerland and Russia to as high as 56.5%
in Ireland and 42.5% in the UK with an overall
rate of 18.5%.

e Daptomycin was also very active against
vancomycin-susceptible and -resistant
E. faecium (MIC,,, 2 mg/L and MIC,,, 4 mg/L).
Only three daptomycin non-susceptible
E. faecium isolates were observed (99.5%

Daptomycin was highly active against the most clinically important
Gram-positive organisms causing nhosocomial infections in European
medical centers with MIC,, varying from 0.5 mg/L for S. aureus to
4 mg/L for E. faecium. Daptomycin and linezolid showed the
broadest spectrum of activity (>99% S) among the antimicrobial
agents tested.

Table 2. Frequency (%) of important resistance phenotypes by
Conclusions: Resistance to other compounds did not adversely — _ u . country.
influence the high daptomycin activity against staphylococci, Table 1. Antimicrobial activity of daptomycin and comparator —— —— ——
enterococci or streptococci Daptomycin showed high potency agents against S. aureus and enterococci isolated in % Oxacillin-resistant % Vancomycin-resistant % Vancomycin-resistant
_ ] 7 _ 7 Europe (2002_2005) Country S. aureus E. faecalis E. faecium
and broad spectrum against recent clinical isolates of Gram-positive P - o 0 00 -
coc?cti isi)latebd i? European medical centers, including multi-drug MIC (mg/L) Fégl:uem 29.6 0.0 43
resistant Supsets. : . . , : Germany 12.1 1.5 13.2
Organism (no. tested)/antimicrobial 50% 90% % Susceptible % Resistant Greece 43.9 104 308
S. aureus Ireland 46.2 1.3 96.5
Oxacillin-susceptible (5,148) Israel 43.9 6.3 31.6
INTRODUCTION Daptomycin 025 0.5 >99.9° -° ltaly 35.5 5.1 28.9
Levofloxacin <0.5 <0.5 93.5 5.7 Poland 30.3 0.0 6.1
Erythromycin <025 >2 85.2 14.0 Russia 33.3 13.3 0.0
Daptomycin is a cyclic lipopeptide approved by the United States ?',i”d?;nycin P | ig-?’ §8-§5 g;-g 5-573 gpaig 21121 8-8 19(543
. . . rimetnoprim/suifametnoxazolie <SU. <SU. . . wedaen . . .
Food and Drug Administration (US-FDA) in September 2003 for the Quinupristin/dalfopristin <025 05 99.9 0.1 Switzerland 17.5 0.0 0.0
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Daptomycin has also been recently approved by the European Daptomycin | 025 05 >99 9° _
Medicines Agency (EMEA) for the treatment of cSSSI in Europe. In Levofloxacin >4 >4 8.6 88.6
addition, the European Committee for Antimicrobial Susceptibility ERpTEIT L 2 2 ZAeS fadl CONCLUSIONS
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staphylococci and streptococci, which are <1 mg/L for susceptible Quinupristin/dalfopristin 0.5 1 08.8 1.0 e Daptomvcin demonstrated excellent in
(similar to CLSI and US-FDA breakpoints) and >2 mg/L for resistance. \T/eicop'a”") Sf ff 188-8 8-8 _ P y _ e _
i ; ; e : vitro activity against recent clinical isolates
Daptomycin is active against a wide range of multidrug-resistant (MDR) 3 :
. . . . E. faecali i
strains for which there are very few therapeutic alternatives, such as ij(fjrfycm_suscepﬁble (1,645) of S gur egs and enterococci isolated In
methicillin-resistant S. aureus (MRSA) and vancomycin-resistant Daptomycin 0.5 1 100.0 - hOSpIt&lS in Eu rope, Tu rkey and Israel.
enterococci (VRE). Daptomycin acts on the cytoplasmic membrane ﬁmp'ff'”'” | Sf fi 28-5 28-2
. . . . . . . evorioxacin > . .
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Teicoplanin < = 100.0 0.0 MRSA, e.g. Greece, Ireland, Israel, Italy
o _ Linezolid 1 2 >99.9° 0.0
In the present study, we evaluated the activity of daptomycin and Vancomycin-resistant (40) and the UK, also showed elevated rates
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