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BACKGROUND: Prompt initiation of appropriate antimicrobial therapy is a crucial factor to improve Bacterial isolates: As part of the USA Daptomycin Surveillance Program, 1,374 . ) ) B Daptomycin was active against 99.8% of Gram-positive strains collected from cancer
outcomes of infected immunocompromised patients (PT). Daptomycin (DAP) is a rapidly bactericidal Gram-positive were collected from infections in patients with cancer at 33 medical B Daptomycin (MICg, 0.5 pg/ml), linezolid (MICy,, 2 pg/ml) and . ) B . patients in USA hospitals, but vancomycin was only active against 80.2% of strains
drug ""'_‘k:‘_l? b's"ad'sPe‘”“;“G:ga'"sf G(a'f‘f"pf’s't"{e (GP) ST We evaluated the antimicrobial centers in 2002-2006. Only one isolate per patient was included. Control strains from vancomycin (MICy, 1 pg/ml) were active against 100.0% of S. aureus Table 2. Antimicrobial activity of daptomycin and selected comparator agents and showed limited activity against Enterococcus spp. (61% susceptible).
susceptibility (S) patterns of GP causing infections in patients with cancer. bloodstream infections (BSI) of non-cancer patients were collected in the same hospitals strains from cancer patients and >99.9% of the control group strains tested against bacterial strains isolated from cancer patients in comparison to . . -

: ’ . N . . o 3 . those from a cancer-free control group.? W Daptomycin has appropriate spectrum and potency to be used for empirical coverage
METHODS: As part of the USA DAP Surveillance Program, 1,374 GP were collected (one per patient and time period (11,081 strains). (Table 2). Oxacillin resistance rates were high in both groups of Gram-positive infections in patients with cancer in the USA hospitals, in contrast
Lpg-ra]i]ng;og/\kl;nafzcd“\?ar:isors z:;\g:gtf:arz‘:;t?\;ﬁ;\ Efﬁﬂlrﬁiﬁjﬁlﬁoﬂﬁoﬁ Wsi:La;r:)sp::e;;;afetgi;etﬁ Susceptibility testing: The strains were susceptibility tested against daptomycin and (45.0-47.7%; Table 2). Cancer - Non-cancer* to other agents (vancomycin, ampicillin, fluoroguinolones) that exhibited greater
(Co et (D) ) ) 1D 5 s 6 I i I W e Ve i) numerous comparator agents by reference broth microdilution methods performed m Antimicrobial susceptibility rates of S. aureus strains isolated from Orgatnis'méantimicrobial agent MiCo % susceptible MiCs % susceptible resistance rates among these at-risk patients.
those from bloodstream infections (BSI) of non-cancer PTs collected in the same hospitals and time according to C“"'c"-'fl and Laboratory Ste.]ndarf:ls Institute (CL‘SL f?rmeﬂy NCCLS) cancer patients were very similar to those isolated from control (no. tested)
period (11,081 strains). documents. Al strains were processed in validated broth microdilution panels patients (Table 2). S. aureus (573) (6,018)

manufactured by TREK Diagnostics (Cleveland, OH). Mueller-Hinton broth adjusted : : : . . : ! b
s g ’ | | Daptomycin 0.5 100.0 0.5 >99.9
[EURES & auras (Ey 4225) rniis) et e €7 priesEs (em e Mg, Gl by to contain physiological levels of calcium (50 mg/L) was used when testing daptomycin. pazomveniandlinezelibotiyitaliexbilicinland OXEC”": ! -2 55.0 2 523
Enterococcus spp. (ESP; 32%). DAP was very active against all pathogens and only 3 DAP non-S isolates Daptomycin tible breakpoint roved by US-FDA and CLSI were lied >99.9% susceptibility, were the most active compounds tested § . - g
were observed, all with MIC value at one doubling dilution above S breakpoint. Only 55% of SA were S aptomycin susceptible breakpoint approved by UsS- a ) ere applied. against Enterococcus spp. (Table 2). Resistance rates to vancomycin Clindamycin >8 70.5 >8 67.8
to oxacillin, and DAP was 2- to 4-fold more potent than vancomycin (VAN) against SA. Resistance (R) ;2%2"209‘;'1"3 %uallty con:%‘g%%;??s V‘(’je; oo:lcurrently tested: E'mef%gczgggcahs (38.7 vs. 21.2%), ampicillin (52.1 vs. 28.0%), and levofloxacin #ﬁ:gﬁ:;?i; Jsulfamethoxazole ;)45 g?g ;)45 g;‘z
i i imil . S. aureus an freptococcus pneumoniae A ’ 5 . S ’ y . =0. - =0. .
:;X;:\cl\;r\‘lzaesr E-lrgcho?]rtv:glr;g ESP (39%). S patterns of strains from cancer PTs were very similar to those of P! P (82.9 vs. 52.4%) were higher among enterococcal isolates from patients Linezolid 2 100.0 2 09.9
. having cancer when compared to those from the control group (Table 2). Vancomycin 1 100.0 1 >99.9°
MICsy/MICso (ug/mi)/%S B Resistance to levofloxacin was generally higher among organisms Enteracoccus spp (@44) (2.429) SE LECTED REF E RE NCES
Organism (no. tested) T I VAN from patients with cancer compared to the control group, except for Daptomycin 2 99.8 2 08
SA (573) 0.25/0.5/100.0 1717100.0 S. aureus where levofloxacin susceptibility rates Ampicillin >16 479 >16 72.0 i . .
Eﬁﬁs‘,ﬁ% 025108 1906° e ions B Daptomycin was very active against Gram-positive organisms causing infections B Higher resistance rates among Enterococcus spp. (ampicillin, Levofloxacin >4 211 >4 47.6 + Biedenbach DJ, Bell JM, Sader HS, Fritsche TR, Jones RN, Tumidge JD (2007).
B-haemolytic streptococc (59) 0.12/0.25/100.0 0.25/0.5/100.0 in patients with malignancies. levofloxacin and vancomycin), CoNS (levofloxacin and trimethoprim) gtenta‘micin (HII_-I)L >;ggg ;g? >;ggg gg; Antimicrobial susceptibility of Gram-positive bacterial isolates from the Asia-Pacific
i p i ? g i > >; " P . . . .
:_”?;:: ,?;‘;“5 ::::ir:ococc| 44) 025105/977 LEsn ) B Daptomycin MIC distributions of isolates from patients with cancer were very and viridans group streptococci (erythromycin and levofloxacin) uﬁZiSTQ vein (HL) > 995 > 09.4 region and_ an in vm_'o evalu_atlon of the bactericidal activity of daptomycin,
similar to those from control patients with bloodstream infections (non-cancer) from cancer patients may reflect previous use of antimicrobial Vancomycin >16 61.3 >16 788 vancomycin, and teicoplanin: A SENTRY Program Report (2003-2004).
collected in the same institution and the same period of time (Table 1). prophylaxis and/or extended hospital stay of these patients. Int J Antimicrob Agents (in press).
CONCLUSIONS: DAP was active against 99.8% of GP strains collected from PTs with cancer at USA
hospitals, but VAN was only activegagainst 80.2% of strains and showed limited activity against ESP C°B'E,Spmmycin 05 (254)99.6d 05 “ '281539.3 e Clinical and Laboratory Standards Institute. (2006). M7-A7, Methods for dilution
(61% S). These results indicate that DAP has appropriate spectrum and potency to be used for Oxacillin >2 12.2 >2 16.6 antimicrobial susceptibility tests for bacteria that grow aerobically; approved
empirical coverage of GP infections in PTs with cancer in the USA 21 hospitals surveyed in the USA. c ; Clindamycin >8 58.7 >8 54.6 standard - seventh edition. Wayne, PA: CLSI.
Table 1. Daptomycin MIC distributions among bacterial isolates from patients with cancer in comparison to Levofloxacin >4 30.3 >4 409 . .
o et gaﬁ e 9 P P Trmethoprimisulfamethoxazole 2 e 2 625 « Ibrahim EH, Sherman G, Ward S, Fraser VJ, Kollef MH (2000). The influence of
Linezolid 1 99.6° 1 99.6 inadequate antimicrobial treatment of bloodstream infections on patient outcomes
No. of isolates (cumulative % inhibited) at daptomycin MIC of: Vancomycin 2 100.0 2 100.0 in the ICU setting. Chest 118: 146-155.
. R R ) . Organism (no. tested) 0.25 0.5 L B-haemolytic streptococci (59) (764) * Package Insert (2006). Cubicin (daptomycin for injection). Lexington MA.
There has been important progress in the treatment of‘patlents with neoplastic S. aureus Daptomycin 0.25 100.0 0.25 100.0 (Cubist Pharmaceuticals, Inc). Available at
disease over the past several decades. New therapeutic approaches, such as Cancer (573) I/EN) 302745 142(093) | 4(1000) - - - Penicilin e 1000 e 1000 hitp:/fwww.cubicin.com/2006_full_pi.pd. Accessed on July, 1, 2007.
bone. marrow and st.ern' f:ell transplantation, have been introduced into clinical ) Non-cancer® (6,018) 238 (4.0) 4122 (72.4) 1,616 (99.3) = 40 (>99.9) 1(100.0) B B ot : —>-2 72»9 —>~2 765 Pank N h LD (2004). Clinical rel . i R
practice and have significantly decreased death rates. Unfortunately, neutropenia CP’ dromy?m <025 o g o5 * Pankey GA, Sabat (2004). Clinical relevance of bacteriostatic versus
remains the most prominent chemotherapy-induced immune defect, rendering Enterococci Le"'l‘of‘;’:;);‘;'i: b %6 p 071 bactericidal mechanisms of action in the treatment of Gram-positive bacterial
patients susceptible to infections. Thus, despite improvements in long-term Cancer (444) 4(0.9) 18 (5.0) 122 (32.4) 149 (66.0) 110 (90.8) = 40 (99.8) 1(100.0) Linezolid 1 100.0 1 100.0 infections. Clin Infect Dis 38: 864-870.
cancer-related survival, infection remains a common complication of therapy Non-cancer” (2,429) 20(0.8) 118 (5.7) 825 (39.6) 916(77.4)  415(94.4) EHSH(O98)N 4 (100.0) Vancomycin 05 100.0 0.5 100.0 « Sader HS, Fritsche TR, Jones RN (2006). Daptomycin bactericidal activity and
jvnhi: (;ﬁguan(;?n:z;sttl:aetirg: lg; I:Jyroogeih:r:?iz'tl:::er(r)atggl-?rsesa(ifrllzt:tdisd (ei::g;,egspema"y CoNS Viridans group streptococci (44) (192) correlation between disk and broth microdilution method results in testing of

o - . ) o » ; . B Cancer (254) 23(9.1) 162 (65.0) 83 (97.6) 5(99.6) 1(100.0) - - Daptomycin 05 97.7¢ 05 100.0 Staphylococcus aureus strains with decreased susceptibility to vancomycin.
Daptomycin is a novel lipopeptide with potent in vitro activity against Gram-positive Non-cancer” (1,281) 114 (8.9) 663 (60.7) 447 (95.6) 54 (99.8) 3(100.0) - - Penicillin 2 75.0 1 82.3 Antimicrob Agents Chemother 50: 2330-2336.
cocci. Daptomycin has a unique mechanism of action and has demonstrated rapid gh e strent . Ceftriaxone 1 93.2 05 96.4
in vi ici ivi i i -positi i -haemolytic streptococci i e Sakoulas G, Eliopoulos GM, Alder J, Eliopoulos CT (2003). Efficacy of daptomycin
in vitro bacteqmdal activity against a wu"Je spectrum of Gram positive organisms, ‘ Cancer (59) 43 (72.9) 16 (100.0) 0(100.0) 0(100.0) } ; : Erythromycin >2 36.4 >2 52.1 : ‘ P! il pou 4 ( ) Yy ptomy
including multidrug-resistant (MDR) strains of staphylococci, enterococci and streptococci. Non-cancer® (764) 548 (71.7) 744 (97.4) 20(100.0) 0(100.0) B R R Clindamycin >2 86.4 <0.25 92.2 in experimental endocarditis due to methicillin-resistant Staphylococcus aureus.
Furthermore, daptomycin monotherapy was shown to be superior to vancomycin ’ ’ : ’ tﬁ_“’e"zﬂoﬁizac'” >14 170%50 1 1905680 Antimicrob Agents Chemother 47: 1714-1718.
monotherapy in the Ireatment of experimental endocarditis due to methicilin Viridans group streptococei Vancomycin 0.5 100.0 1 100.0 « Sipsas NV, Bodey GP, Kontoyiannis DP (2005). Perspectives for the management
(oxacillin)-resistant Staphylococcus aureus (MRSA). Cancer (44) 9 (20.5) 16 (56.8) 15 (90.9) 3(97.7) 1(100.0) - - . N N . .

. ) N Non-cancer® (192) 59 (30.7) 56 (59.9) 58 (90.1) 19 (100.0) N R R of febrile neutropenic patients with cancer in the 21st century. Cancer 103:
Daptomycin was approved by the United States (USA) Food and Drug Administration . - . ) - . . - L . " _

US-FDA) and by the E Medicine A EMEA) for the reatment of a. Bacterial isolates from patients with bloodstream infections hospitalized in the same institutions at the same 1103-1113.
( - - ) an . y the L,IrOPean e. |C|n§ gency ( ) or ine treatment o Shaded values are those at the susceptible breakpoint concentratio b Sll_me _per||o(d as l(hhedcar:oer p?“e’\;l'fé' t2 pg/mi

complicated skin and skin structure infections (cSSSI) using a dose of 4 mg/kg every a. Bacterial isolates from patients with bloodstream infections hospitalized in the same institutions at the same time period as the cancer patients. o T latato witn vanoomyein MIG 2 4 1oy

24 hours. More recgntly, dgptomy5|n was apprgyed by the US-FDA for treatment of 4. One isolate with daptomyain MIC at 2 pg/m.

S. aureus bacteremia and right-sided endocarditis at a dose of 6 mg/kg every 24 hours. e. One isolate with linezolid MIC at 8 pg/ml.

As part of the Daptomycin Surveillance Program, we evaluated the antimicrobial susceptibility
patterns of Gram-positive organisms causing infections in patients with cancer.
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