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AMENDED ABSTRACT MATERIALS AND METHODS Table 1. Dalbavancin activity directly compared to vancomycin when tested against 2,490 recent Gram-positive isolates in the United States (2005-2006). e The MHSA and CoNS were much more resistant to other tesfted
, - agents with rates of >81.4, >64.3 and >7.9% for erythromycin,
Cumulative % inhibited at MIC (ug/ml):® MIC (ug/ml)° J y y

BaCk.ground: De.llbava.ncm I.S a novel lipoglycopeptide develo.p.ed for the treatmer.ﬂ Each study site was recruited to test 50 locally collected clinical isolates including: Organism group (no. tested)/Antimicrobial <0.002 0.004 0.008 0.016 0.032 0.064 0.125 0.25 0.5 1 2 4 8 50% 90% levofloxacin, and gentamicin or tetr?'CyCIIHe’ respectively .(rable 2).
of skin and SOfT[ tissue infections (SSTI) cquggd by Gram-positive pathpgens. This MRSA (20), MSSA or CoNS (20) and BHS (10). A total of 52 sites from 30 states 5 i Nearly all (>98.4%) staphylococcal isolates were susceptible to
study was designed to generate susceptibility (S) data for dalbavancin and - . | ' | | Oxacillin-susceptible (762) dalbavancin (<0.25 pg/ml), vancomycin and linezolid
vancomycin along with the S profiles of several drug classes each tested against participated in the study. Sites forwarded between 10 and 59 isolates of staphylococci Sellsavamet 0.0 0.0 0.0 0.0 5 5 57 5 92 0 990 1000 _ _ _ _ 0.064 0.125 =U.20 Ug ; Y :
staphylococci (STAPH) and B3-haemolytic streptococci (BHS) from a multicenter and B-haemolytic streptococci contributing a total of 2,538 isolates of which 2,490 were o VG}IFII.COmy.Citn ¢ (1.009) 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 1.7 659  100.0 - - 1.0 1.5
USA study. acceptable for analysis. These included MRSA (1,009), MSSA (762), MR-CoNS (182), Dalbavanar o 0.0 0.0 0.0 0.0 54 500 897 988 1000 i i i i 0.064 0.19 e D-test results for inducible clindamycin resistance showed that 55.0

MS-CoNS (58) and BHS (479). Isolates were collected from the following specimen Vancomycin | 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 2.7 614 998 999  100.0 1.0 1.5 and 26.0% of the oxacillin-susceptible and -resistant S. aureus were
Methods: 52 laboratories were recruited to locally test a total of 50 isolates sources: skin/skin structure (41%), bloodstream (28%), respiratory tract (21%), and Coagugi:é?lﬁgia': Cztst?slgl?g;w positive, respectively. Approximately 32% of CoNS having the ER-
Ingludlng MRSA, MSSA, CONS and BHS ag.alnslt dalbavancin and VanCOm.)/Cln unknown sources (10%). Dalbavanclin 0.0 0.0 0.0 12.1 31.0 82.8 93.1 100.0 - - - - - 0.047 0.125 CS phenotype were D-test positive, regardless of oxacillin Suscephb"rty
using Etest (AB BIODISK) strips, and disk diffusion reagents for levofloxacin, Vancomycin 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 8.1 38.7  100.0 - - 1.5 2.0
erythromycin and clindamycin. STAPH were also tested against oxacillin, cefoxitin, . . Oxacillin-resistant (182)

L . . o . . Dalb 0.0 0.0 0.0 0.5 13.7 67.0 89.6  100.0 - - - - - 0.064 0.19 :

gentamicin and tetracycline, and BHS against penicillin and ceftriaxone. Inducible Isolates wc.are tested for sus.ceptllblllty u.smg Ete.s.t (AB BIC.)D.ISK, .Solna, Sweden) for V:nci\;ﬁ;;'g 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.5 1 1 13 1 90.2 100.0 ] 50 50 e The BHS were very susceptible to the tested agents (Table 2) although
resistance (R) to clindamycin was determined using the D-test. A total of 2,490 dalbavancin and vancomycin. Six to eight additional antimicrobial agents were also B-haemolytic streptococci (479)° a 20% resistance rate for erythromycin, and among the ER-CS
isolates are included in this report. tested on the S'flme Mueller—H!nton .agar plate by using -dISk dlﬁu§|on test re.age.nts (s.ee \I?albavanclln g.g g) .g g.g) 703.05 806.06 908.07 909.08 1208060 oo 10 - - - 00.03186 00.07457 ohenotypes, a 62% inducible clindamycin resistance rate was

Table 2). Inducible clindamycin resistance was determined by disk approximation with ancomycin - - - - - - - - - - - - - - - observed. Rare strains showed rebroducible non-suscentible disk
Results: Macrolide-R was 30.6%, 94.1%, 73.9% and 20.3% for MSSA, MRSA, erythromycin using the D-test method (CLSI, M100-S16). Reported D-test results were D Etost resute mounded & lﬁ?.fgilZigiﬁiﬁﬁf@fgspﬁ;?ff " t'ﬁféﬁfﬁ"heglf!ogg scale (15 total dition steps). | | | - | " | | | 4 ' rors 1 i o P cvof | F:j : i
CONS and BHS, reSpeC’[ively. D_tes.t reSU“:S fOr indUCible CL'R were 258% (M RSA determined only on thOSG iSOlateS Observed to be erythromycin—resistant and SUSCeptible 3 (BD-?‘\NaSnI‘]noCIL/L:;S;e:e?c.)tSC/ZZIiZ)Sf gctr;;%etOs(’;gaégis)v,vgéeeg;gj;mpl\dgo(gQstsrgiilgf)é%ul;agnz%);t/gﬁzigg;rgsr;t)rjlloné),(zséf;i)rrgi/rrs’ (;cr)glzFs)tlr:a(l(ra\isg)hf.sflfjggg)l’?zl;zsg%% sGtragsgig.insse;;.arophytlcus (one strain), S. simulans (two strains), S. warnerii (four strains) and unspeciated CoNS (159 strains). Z0one |ame ers 10 pen|C.| |n, ce rIaXOne, evo OxaC|n, an In.eZO [op

These strains were considered as the natural extreme of the wildtype

[535]) to >55% (MSSA [192] and BHS [68]) among ER-R and CL-S strains. MRSA
were more R to gentamicin, levofloxacin, and tetracycline compared to MSSA.

to clindamycin (ER-CS phenotype). Susceptibility test methods followed recommendations
from CLSI M2-A9 (disk diffusion) and the manufacturer’s package insert (Etest).

susceptible zone diameter distributions (usually 1-2 mm smaller than

Strains of BHS non-S to levofioxacin, penicillin and ceftriaxone were rarely reported. Table 2. Dalbavancin activity compared to seven other agents when tested against 2,490 Gram- Figure 1. Geographic distribution of laboratories contributing data for the dalbavancin pre-launch the breakpoint Zone)-
MIC (ug/ml) Concurrent quality control (QC) was performed by each center using S. aureus ATCC positive cocci in 52 laboratories by Etest and disk diffusion methods (USA, 2005-2006). susceptibility study.
Organism (no. tested) Antimicrobial 509% 90% Range 25922, S. aureus ATCC 29213 and S. pneumoniae ATCC 49619 for disk diffusion and Organism group (no. tested) Antimicrobial agent % Susceptible® % Resistant CONCLUSIONS
MSSA (762) - _ 0.06 010 00305 Etest reagents. Sites performed QC on each day of testing and QC failures resulted S. aureus b
albavancin : : .Uo-U. - . 0 . - Oxacillin-resistant (1,009 Dalbavancin 08.8 . : . . . . -
Vancomyain 1 D 0.5-8 in the elimination of susceptibility data for that day and for the affected antimicrobial 009 Vancomycin 99.8 0.0 ’ e Dalbavancin showed excellent in vitro activity against indicated
agent(s). Erythromycin 5.4 94 .1 k( ; ; :
MRSA (1,009) Dalbavancin 0.06 0.25 0.03-0.5 gent(s) Giindamycin £ o o species of staphylococci and BHS, and was eight- to 16-fold
Vancomycin 1 2 0.5-8 Levofloxacin 27.7 70.3 W more potent than VancomyCin
Gentamicin 92.0 7.9 ]
MS-CoNS (58) Dalbavancin 0.06 0.12 0.016-0.25 RESULTS Tetracycline - s . .
. Linezolid 99.7 - o é | | _
MR-CoNS (182) Vancomycin 2 2 0.5-2 Overal o ot st L sty hiaher dalb | Oxacillin-susceptible (762) Dalbavancin 99.0 i L ° e Dalbavancin MIC values obtained with Etest may be falsely
- ) o verall, OXacClllin-resistant sta OCOCCI nNaa Sii Igner aaldavancin Vancomycin 100.0 0.0 : : : : :
BHS (379) Dalbavancin 0.016 0.06 =0.002-0.25 Py At SIS Y Erythromycin 65.8 30.6 . iy elevated due to interpretive errors in reading narrow ellipses
Vancomycin 0.5 1 0.25-1 MIC values as compared to the susceptible strains with MIC,, values Clindamycin 90 8 £ 8 0 . . .
_ _ Lo Ty - < g : . often produced by dalbavancin and related peptide compounds.
Conclusions: Dalbavancin has a marked potency advantage (8-16X) compared of 0.125 pg/ml and 0.19 pg/mi, respectively (only appreciated by Gentamicin 08.7 1.3 . -
to vancomycin against indicated species tested in this 2006 sample. All isolated using the 15-dilution Etest method; Table 1). This potency was eight- Tefirf;y;'iﬁe oo 44 ‘5%& Q e Inducible clind . o v ob q
species tested were inhibited by <0.5 pg/ml of dalbavancin. Dalbavancin represents _ : _ . . | , naucible clindamycin resistance was commonly ODSErve
_ _ to 16-fold greater than vancomycin (MICg,, 1.5-2 pg/ml). Coagulase-negative staphylococcic 4 ER-CS ph ; <olat ticularly f it
an important, once wgekly a!ternatlve thgrapy for SSTI caused .by. common Oxacillin-resistant (182) Dalbavancin 100.0 i e among - pnenotype Isolates, partcularly Tor oxacillin-
pathogens which are increasingly becoming more R to other antimicrobial classes. A total of 165 straine (6.39%) of S b MG vl I;/r?/?ﬁr%nr;};(z& 1108060 801.04 susceptible S aureus and B—haemolytic streptococci. Over
® Otal O Strains (v.070) OT o. aureus Nna dlbavancin values . . ' ' . : : : : :
€ 2019 ua/ml. Th ( t ) ority of these (80%) ed b LC“nilamvc_m 43118 gig 92.0% of participant sites in this study reported inducible
oT >U. M. e vast majority o esSe o) wWere recorde SiielrEdn : : , : - .
INTRODUCTION HO . ,J Y | | _ Y Gentamicin 58.2 35.6 Figure 2. Variations in the MIC values (ug/ml) of dalbavancin tested against different clindamycin resistance among the strains tested.
8 of 53 participant laboratories located in geographically diverse Tetracycline 82.4 16.4 serotypes of B-haemolytic streptococci.
o _ _ _ o Linezolid 100.0 -
Dalbavancin is a novel, second-generation glycopeptide antimicrobial agent areas within the USA (Figure 1; red dots). The diffusion characteristics Oxacillin-susceptible (58) Dalbavancin 100.0 :
. . . - - . . . . . V. i 100.0 0.0
indicated for the treatment of moderate to severe skin and skin structure infections of dalbavancin (high molecular weight compound) in agar media was ES?ﬁ%n;ﬁﬂ, 45 2 51 6 - SELECTED REFERENCES
(SSTI) caused by Gram-positive organisms. Staphylococcus aureus (SA) and Streptococcus compromised which leads to narrow ellipses and erroneously elevated Ciindamycin B oG ;
pyogenes ?re important pathogens a.SSO.CIated \.Nl.th Skm. and soft tlssue. mf.eCtlon.S ' : Levofloxgc.in £t 2L 500 1. Anderegg TR, Biedenbach DJ, Jones RN (2003). Initial quality control evaluations for susceptibility testing
Dalbavancin demonstrates excellent in vitro activity against these SPECIES mCIUdmg MIC values that were read by these cited centers. _? ?ntamllc_:m 828 28 of Dalbavancin (BI397), an investigational glycopeptide with potent gram-positive activity. J Clin Microbiol
staphylococci resistant to oxacillin. Dalbavancin also shows excellent activity against eLir:g;’;i'ge o84 : 41+ 9795-2796.
strains resistant to other drug classes including MLS; and multidrug-resistant strains. | | 3-haemolytic streptococci (479)° Dalbavancin 106 0 ) _ o % Group A 2.  Fritsche TR, Rennie RP, Goldstein BP, Jones RN (2006). Comparison of dalbavancin MIC values determined
Dalbavancin has an extremely long elimination half-life and is administered intravenously e [(BHS were more susceptible to dalbavancin (MICy,, 0.047 pg/ml) Y A——— 100.0 0.0 < B Group B by Etest (AB BIODISK) and reference dilution methods using Gram-positive organisms. J Clin Microbiol
] . . . - . P icilli . _ g o Group C 44: 2988-2990.
at 1 gram on day 1 followed by a 500 mg dose on day 8 COmpared to vancomycin which had a S|gn|f|Cant|y hlghel’ MICgo (0-75 Ceﬁ?i:;(c;rr:e ggg _ g > m Group F 3. Jauregui LE, Babazadeh S, Seltzer E, Goldberg L, Krievins D, Frederick M, Krause D, Satilovs |, Endzinas
. . L oo _ : P : T : Ervthromvcin 76.9 20.2 & Group G Z, Breaux J, O'Riordan W (2005). Randomized, double-blind comparison of once-weekly dalbavancin
The objective of this study was to generate quantitative (MIC) susceptibility testing data pg/ml) as shown in Table 1. Some variation in the antimicrobial C?;ndamgcin 87.7 6.0 0% versus twice-daily linezolid therapy for the treatment of complicated skin and skin structure infections.
for dalbavancin and vancomycin (comparator agent) along with the susceptibility profiles activity of dalbavancin was demonstrated for different serotypes of Levofloxacin 08.7 0.2 Clin Infect Dis 41: 1407-1415.
of several drug classes against staphylococci including oxacillin-susceptible (MS) and , Linezolid 99.8 - 0% 4.  Seltzer E, Dorr MB, Goldstein BP, Perry M, Dowell JA, Henkel T (2003). Once-weekly dalbavancin versus
-resistant (M R) strains and B-haem0|ytiC Stl’eptOCOCCi (BHS) This multicenter StUdy BHS (Flgure 2) The MICgO for Group A (S ,OyogeneS) was 0.016 l"lg/ml a. Susceptibility criteria of the CLSI (M100-S16, 2006) were used where available. For dalbavancin, a susceptibility breakpoint of <0.25 pg/mi l standard-of-care antimicrobial regimens for treatment of skin and soft-tissue infections. Clin Infect Dis
. . . . . . . : was used for comparisons with vancomycin, both drugs tested by Etest (AB BIODISK). 37: 1298-1303.
identified the c_:urrent_sysceptlblllty proflles of these important pathoggns and determined compared to Group B (S. agalactiae) which was 0.064 ug/ml. The b. - = no CLS! breakpoint criteria are published. | | | - | | IpR— \ \ \ \ ——— 5. Streit JM, Fritsche TR, Sader HS, Jones RN (2004). Worldwide assessment of dalbavancin activity and
the combparative activit Of dalbavancm tested against near| 2 500 |SO|ateS Collected c. CoNS included S. capitis (three strains), S. epidermidis (59 strains), S. haemolyticus (four strains), S. hominis (four strains), S. lugdunensis <=0.002 0.004 0.008 0.016 0.03 0.06 0.12 0.25 . 7 . . _ . _
P _ _ y _ _ S 9 . y ’ remaining serogroups (C GG. and F) had MIC.. values ranging from (four strains), S. saprophyticus (one strain), S. simulans (two strains), S. warnerii (four strains) and unspeciated CoNS (159 strains). E-test (ug/ml) spectrum against over 6,000 clinical isolates. Diagn Microbiol Infect Dis 48: 137-143.
from over fifty leading medical institutions geographically dispersed throughout the C %0 d. B;Qﬁergoggcsfgiﬁly)pe of streptococci were group A (302 strains), group B (101 strains), group C (26 strains), group F (eight strains), and 6. Streit JM, Sader HS, Fritsche TR, Jones RN (2005). Dalbavancin activity against selected populations
United States (USA; Figure 1). 0.023-0.047 pg/ml. JOEP | of antimicrobial-resistant Gram-positive pathogens. Diagn Microbiol Infect Dis 53: 307-310.




