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treatment of complicated skin and skin structure infections (cSSSI) using a dose of
ABSTRACT 4 mg/kg every 24 hours. More recently, daptomycin was approved by the USA-FDA RESULTS
PURPOSE: T uate th i arobial fibilit tt £ G for treatment of S. aureus bacteremia and right-sided endocarditis at a higher dose o _ o o
positive org.anci)s?;/sa gaauesingeiﬁpe::r’:i]é)cr:: iéaczzcszgff);tilelnﬁspﬁo:;?tzI?zedriimL]SA of & mg/kg every 24 hours. Qg’;[ilgltcsr(\)/\lljelileS\/ljesrflesﬁ::lljillgtytgattrwesszfiic.)IZilerzL;foSr:\raclgr?tI:)(Iﬂs:icelrﬁgr?Tgslnng; Table 2. Antimicrobial activity of daptomycin and selected comparator Table 3. Distribution of isolates according to MBC/MIC ratios for
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and European medical centers. We also evaluated the bactericidal activity of As part of the Daptomycin Surveillance Program, we evaluated the antimicrobial Oxacillin resistance rates were 34.0% amond isolates from cancer patients and agents t.ested against bacterial strains isolated from cancer patients in daptomycin, vancomycin and linezolid among 72 selected MRSA strains
Qo " . L - - - - J P comparison to those from a cancer-free control group.®
daptomycin, vancomycin and linezolid against methicillin-resistant S. aureus susceptibility patterns of Gram-positive organisms causing infections in patients with 39.8% among isolates from non-cancer patients (Table 2). ' No. of isolates {%):
(MRSA). cancer. c Non ; MBC/MIC ratio Daptomycin Vancomycin Linezolid
. PR - m Daptomycin and linezolid, both with a MIC, of 2 ug/ml and 99.8% susceptibility, Oraanism/antimicrobial agent e e 1 o9 (76.4) 30 (41.7)
METHODS: 3,590 Gram-positive isolates were collected (one per patient) from _ ) _ g g MIC., (a/ml) % susceptible MIC., (g/ml) % susceptible , i (22.2) . 20.8)
- - - : - - - were the most active compounds tested against Enterococcus spp. Resistance (no. tested)
infections in cancer patients at 63 medical centers (33 in the USA and 30 in MATERIALS AND METHODS e il 7o) oely iy 2. 17 0% . \ 1 1 i T _
Europe [13 countries]) in 2002-2006. Strains were susceptibility tested by the — rates 1o vancomyC|n D VS. 4.0 0, res.pec Ively), ampiciiiin ' YS' 0 S. aureus (1,335) (10,362) 3 ] 8 (11.1) 1 (1.4)
reference broth microdilution method with appropriate broth Ca** content (50 o | | and levofloxacin (64.8 vs. 49.7%) were higher among enterococcal isolates from S otoru . 1000 . 906 >16° ] 11 (15.3) 21 (98.6)
ma/L) for testing daptomycin. Susceptibility patterns of strains from patients Bacterial isolates: As part of the Daptomycin Surveillance Program, a total of 3,590 patients having cancer when compared to those from the control group (Table _ap O"_WC'” | | | | T BOIIC 516 e MBG S16
with cancer were compared to those from bloodstream infections (BSI) of non- Gram-positive organisms were collected from infections in cancer patients at 63 2). Hinezolie ° 1000 ° 7999 | - e |
cancer patients collected in the same hospitals and time period (20,784 strains) medical centers (33 In the USA and 30 in Europe) In 2002-2006. Only one Isolate vancomyair 1 1009 1 7999
The bactericidal activity of daptomycin, vancomycin and linezolid w,as evaluated- per patient was included. Control strains from bIoods’Fream infe_ctions (!BSI) of m Vancomycin-resistant enterococci (VRE) rates were significantly higher in the Oxacillin >2 66.0 >2 60.2 I CONCLUSIONS
in a subset of 72 MRSA from cancer and non-cancer patients. The lowest non-cancer patients were collected in the same hospitals and time period (20,734 USA (38.1%) compared to Europe (11.5%; data not shown). Clindamycin >8 80.1 >8 73.5
concentration of antimicrobial agent that killed 299.9% of the initial inoculum was strains). Levofloxacin >4 64.9 >4 007 Daptomycin was active against 99.9% of Gram-positive strains
defined th INi bact lg'd | trati MOBC Tolll Talok ' ibili ' = Susceptibi”ty to levofloxacin was genera”y lower among Organisms from cancer Trimethoprim/sulfamethoxazole <0.5 97.5 <0.5 97.4 . P / g : i P : :
efined as the minimum bactericidal concentration ( )- Susceptibility testing: The strains were tested for susceptibility to daptomycin and _ _ P collected from cancer patients in USA and European hospitals, while
0 - " numerous comparator agents by reference broth microdilution methods performed patients compared to the control group, except for 5. aureus where levofloxacin : : - - |
RESULTS: S. aureus (37.2%) ranked first among Gram-positive pathogens _ - C . susceptibility rates were slightly higher among isolates from cancer patients CONS (946) (3,360) vancomycin was active against 93.5% of strains and showed a more
isolated f tients. foll db lase- ti tanhvl - according to Clinical and Laboratory Standards Institute (CLSI, formerly the . . . _ _
iIsolated from cancer patients, followed by coagulase-negative staphylococci _ | | _ = (64.9%) compared to the control group (60.7%: Table 2). Daptomycin 0.5 99.8 0.5 99.8 limited activitv against Enterococcus s (74.5% susceptible)
(CoNS; 26.4%) and enterococci (25.7%). Enterococci were more commonly NCC|I—S) dOC:chteﬂtSa:?;” ﬁ:[rRaIIEn; [v;/_ere pr(z_cessgld |n|vaI(|jdaCt)T_ld bl\r/loth”rnlclthdilutlobn . ! i 1 1000 1 008 y ag PP. .90 /0 P -
isolated in the USA (32.2%) compared to Europe (21.7%). Daptomycin was very Paneis mantiiatired by 1 ER UIagnostits ( everand, )- Mueller-Hinton bro m Higher resistance rates among Enterococcus spp. (ampicillin, levofloxacin Vancomycin 2 100.0 2 100.0 . .
active against all pathogens (99.9% susceptible) from cancer patients. MRSA adjusted to contain physiological levels of calcium (50 mg/L) was used when . . . . g - m Daptomycin has the appropriate spectrum and potency to be used
| _ tasting daot " Dant . fible breakboint 4 by USA-EDA and vancomycin), CoNS (levofloxacin and trimethoprim) and viridans group Oxacillin >2 13.5 >2 227 7 D | | | |
rate was 34.0% and daptomycin was 2- to 4-fold more potent than vancomycin esting daptomycin. Daptomycin susceptible breakpoint approved by USA- streptococci (erythromycin and levofloxacin) isolated from cancer patients i o o - - for empirical coverage of Gram-positive infections in patients with
against S. aureus. Minimum inhibitory concentration (MIC)s, (ug/ml), MICy, (ug/ and CLSI (M100-518) were applied. The following quality control organisms were may reflect previous use of antimicrobial prophylaxis and/or extended hospital - | | cancer in USA and European hospitals, in contrast to other agents
concurrently tested: Enterococcus faecalis ATCC 29212, S. aureus ATCC 29213 £ ont Levofloxacin >4 30.9 >4 42.9 | o _ ! o
and Streptococcus pneumoniae ATCC 49619. SXpOsSUres orthese patients. Trimethoprim/sulfamethoxazole >2 44.6 >2 62.0 (vancomycin, ampicillin, fluoroquinolones) that exhibited greater
Bactericidal activity: The bactericidal activity of daptomycin, vancomycin and Table 1. Daptomycin MIC distributions among bacterial isolates from Enterococcus spp. (923) (4,000) resistance rates among these at-risk population of patients.
linezolid was evaluated in a subset of 72 methicillin-resistant S. aureus (MRSA) patients with cancer in comparison to non-cancer patients.” Daptomycin 2 99.8 2 99.9
from cancer and non-cancer patients. Minimum bactericidal concentrations (MBC) _ — _ _ Linezolid 5 99.8 2 99.6 SELECTED REFERENCES
experiment.s were performed by plating the broth onto appropriajce growth_ mgdia No. of isolates (cumulative % inhibited) at daptomycin MIC (ug/ml) of: Vancomycin 16 oy 1 or o —
from the microdilution tray well (100 ul) and those from at least five log, dilutions Organism (no. tested) <0.12 0.25 0.5 1 2 4 Ampicillin 16 50.8 >16 730 1. Clinical and Laboratory Standards Institute. (2006). M7-A7, Methods for dilution
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performed on the starting inoculum. The lowest concentration of antimicrobial agent S. aureus Givn(ia:(ii:r:n(m)b g 1>ooo 56 3 N 1>ooo 59 0 standard - seventh edition. Wayne, PA: CLSI.
that killed 299.9% of the Initial inoculum was defined as the MBC. Cancer (1,335) 72(5.4) 939(75.7) 316(99.4) 8 (100.0) | | 2. Ibrahim EH, Sherman G, Ward S, Fraser VJ, Kollef MH (2000). The influence of
Viridans group streptococci (131) (586) inadequate antimicrobial treatment of bloodstream infections on patient outcomes
RESULTS Non-cancer® (10,362) 426 (4.1) 7,226 (69.7) 2,630 (99.2) 77 (>99.9) 3 (100.0) Daptomycin 0.5 99.4° 0.5 99.5° in the ICU setting. Chest 118: 146-155.
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Historically, Gram-negative bacilli originating from the gastrointestinal tract were the iasr;(ljafg;eiffr?ecﬂ ézi(; ZA);‘VIZ)U ::tgr?]r[)rgcr)gz,tznéeurr(z)(;oecé }llv;r;z)more commonly Non-cancer® (3,630) 313 (8.6) 1,900 (61.0) 1,275 (96.1) 136 (99.8) 5(>99.9) 1 (100.0) (E:ef:axone_ :2 jg: 225 z:'g associated with Staphylococcus aureus bacteraemia. J Antimicrob Chemother
. ! . . . . . . ' ' ' ryfromyein | | 61: 117-182.
prominent cause of bloodstream infections in neutropenic patients. However, since Clindamve . . L . .
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