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Susceptibility testing: The MIC results were generated by
the reference-quality Clinical and Laboratory Standards

Table 2. Comparative activity of dalbavancin and 13 other agents Figure 1. MIC distribution for dalbavancin tested against all

staphylococci (62,590 strains; 2006-2009) worldwide.

ABSTRACT INTRODUCTION

tested against S. aureus strains (50,217 strains), 2006-20009.

. . Institute method (CLSI M07-A8, 2009) with concurrent organism MIC (mo/L) % susceptible:”
Obiectives: To update the in Vvitro prOf”e of dalbavancin Dalb.avanCIn. (B|-397, MDL 63,399,A-A1, VEROO].) IS a qua“ty conirol (Q(C) gu|ded by CLS| d)ocument M100.521 ?#g_steetsted) Antimicrobial agent ~ 50% 90% Range CLSI EUCAST 0% 65.4%
(DALB), an investigationa| |ipog|ycopeptide, for |tS anti_ Sem|Synthet|C egCOpep“de der|Vat|Ve Of the natural . ; All (50,217) Dalbavanc?in 0.06 0.12 <0.03-0.5 b b 60% 1+
staphylococcal potency and spectrum via the testing of a glycopeptide A40926 produced by 3,3- | Ei\cr)iile)r.eA” (gtCaﬁes;(I)tgg\/)vzrnedV\r/r:tSlltri] rlzncgoeri fg:iglgllbgvzggn _I?;E:)c;rg):ilnn 025 05 <0064 999 99 s
collection of clinical isolates from 2006-2009. A total of dimethylaminopropyl amide substitution on the peptide 99 ' P P 9 ' Vancomycin 1 1 <0.12-4 >99.9 >99.9 S a0% -
' b It is similar to other Ii | tides in it Oxacillin 0.5 >2 <0.25->2 55.5 55.5 3 300, - 21-4%
62,590 staphylococci were evaluated (14,492- carbbxy’ grotip. 1t 1S Siiiiar 1o other Ipogiycopepudies M its The method used was a dry-form product (SensiTitre Erythromycin 2 - >2 <0262 481 48.4 S o 12.0%
17.604/year) from the Asia-Pagcific region (11,692 mec_hanlsm of activity, plndlng to the t_ermlnal alanyl-D- banels: TREK Diagnostic, Cleveland. Ohio, USA) glll[r;slamycm sg.gs gé i8‘§22§§ ;g; ;gz £ ' 1% <01% <01
strains), Europe (16,001), Latin America (6,711) and alanine of nascent peptidoglycan chains and thus lidated by J t al. (2004) as being c ble t ovotoxacin 05 4 0o 09 oos wp (LR =
North A,m erica (28 1,86) | | interfering with bacterial cell wall biosynthesis and validated by Jones et al. ( ) as being compara elo Gentamicin < -8 <258 875 87.0 w003 006 012 025 05 >
St resulting in cell death. Previous studies have the CLSI MO7-A8 method. The astrary was very high ooy o5 05  205e2 wa  ona g oman
Methods: All organisms were susceptibility (S) tested by demonstrated the potent activity of dalbavancin against having the same re_sults.m _76-2/0 of MIC comparisons and Linezold , , 0,068 CTI. 05%) all CoNS.
CLS| (M67-A8 2009) reference MIC methods in a aerobic and anaerobic Gram-positive organisms, including 98.6% * one doubling dilution step using a collection of MSSA e 05 012 <oonoss
central Iaborat,or desian. Staphvlococcus species from such Clinically relevant strains as methicillin-resistant (|\/| R) 429 o.rganl_sm.s. Reprodumblllty was also aSSESSGd.(i one (27,887) ?gptorlrly(?in 0.225 o.;s 50.32-4 zgg.g >999959 CONCL USIONS
1 o 201’ dg .I pt y P ed staphylococci, penicillin-resistant Streptococcus doubling dilution) at ;O0.0%. Reference dalbavancin MIC VZ'rfggrj;;?n P P o o vy
countries (201 me ical cen ers)_we.re sa(r)np S0 ES pneumoniae and vancomycin-resistant enterococci (vanB values were tested with a 0.002% polysorbate-80 Crytromyon 025 2 022 76.5 76.9 . Dalbavancin anti-staphylococcal activity remains stable
f0||(§)WS- S. Iaureus (SA: 50,27; Ttramsz ?4-5/0 MRSA), phenotypes). surfactant supplement to minimize drug binding to panel il o2 05 coree o9 999 (MIC.... 0.12 mg/L) worldwide when compared to
and coagulase-negative staphylococci (CoNS; 12,373, plastics. Levofloxacin <0.5 <0.5 <0.5->4 92.4 92.4 90 = : _ _
76.4% methicillin-resistant [R], 23 species). DALB MIC Since Staphylococcus spp., Enterococcus spp., and Gentanicin 2 = 228 %4 961 previously published surveillance reports dating from
results were determined in validated panels equivalent Streptococcus spp. are major causes of both community- TMPISMXC 05 05 <0552 85 985 2003 in the USA and Europe (Jones et al., 2005).
to reference polysorbate-80 (0.002%) containing broth acquired and nosocomial infections, dalbavancin could be RESULTS kﬂmz_zonq <24 <24 ff__og; ;‘;0(;‘3 ;go(_)g |
. " . : : upirocin < < <4-> - - « Dalbavancin was equally potent (MICy, values at 0.12

media. All QC results were within published ranges an effective agent. During the past decade, numerous MRSA Dalbavancin 0.06 012  <0.06-0.5 b b I ot S 4 CoNS i
(CLSI M100-S21, 2011). Most isolates came from blood studies have documented increasing rates of resistance * S. aureus was very susceptible to dalbavancin (MICsq, S e e G G0 G mg/l-) against 5. aureus and CONS, as well as
(63.0%), lower respiratory or acute bacterial skin and among Gram-positive species, including MR among 0.06/0.12 mg/L) regardless of methicillin susceptibility Vancomycin ) 1 <0124 2090 090 methicillin-susceptible or resistant isolates (Table 1).

’ : . . . - - Erythromycin >2 >2 <0.25->2 12.5 12.7
skin structure infection (ABSSSI) sources. Ztnadphilr?izci)llci:r?,a \ézr/]c():rogqrytcr:rr]orgsI:itr??gsi;g]r?cnegaer:t)er:OCOCCI, (Table 1), and the highest MIC was only 0.5 mg/L for this CI;\damyZ:in 025 >z 0252 534 530 « Dalbavancin international surveillance programs should

- D¢ 0.5 1 <0.25->2 99.7 99.7 . . . . .
i i i stre ptococci Ac uisitioﬁ of adﬁitional resistance ; organism cofiection (20(-)6 2009 17is potency versus S Sev"“‘”ad” > > =0.5->4 217 2L7 e sustained as this novel lipoglycopeptide continues
Results: DALB was hlghly active agglnst S_A (MICcy/90, mecpqanismé ang irulence factors by these pathogens has aureus, was fo.ur- and elght-fold greater than daptomycin ?Q?i;ﬂl f; z: izz: ;g: ZZI Phase 3 clinical development for complicated skin and
0.06/0.12.n.1g/L). Methicillin S or R did not mﬂu_ence acltad i 1 end of multidruaeresistant (MDR) clon anq vancomycin, r.espectlvely (Table 2) and 16-fold more ghpeii w5 <05 <050 o1 016 soft tissye infections.
DALB activity (Table) and DALB potency remained esulted in the spread of multidrug-resistant ( ) clones active than linezolid. Linezolid 1 2 0.12->8 299.9  >99.9
stable across the monitored time interval (2006-2009). that have been detected globally, thereby compromising Mupirocin 4 4 A5 orel 976
All SA and 99.8% of CoNS were inhibited at <0.5 mg/L. emplr:cal anc:c dlre_ctedttherao!es. The dlr:ﬁrease :{1  CoNS species were equally susceptible to dalbavancin c. D = cumupristdalfopistin and TPISMX = imethoprimisulfamethoazole (1:19 rato, TWP conentraton only), REEERENCES
preva ence O reS|S an Organlsms an e resu |ng d. High-level resistance breakpoint at <256 mg/L as susceptible.

only 30 CoNS had DALB MIC values at 1 or 2 mg/L (a
number comparable to daptomycin, data not shown).
DALB was 16- and four-fold more potent than

(MICgg90, 0.06/0.12 mg/L), but 0.2% of isolates had MIC
values at either 1 or 2 mg/L (Tables 1 and 3). Methicillin
resistance (MR) did not negatively influence dalbavancin

Increases in morbidity and mortality has resulted In the
need for development of new antimicrobials with activity
against these pathogens. Therefore, we update earlier in

Table 3. Comparative activity of dalbavancin and 13 other agents 1. Anderegg TR, Biedenbach DJ, Jones RN (2003). Initial quality control

evaluations for susceptibility testing of Dalbavancin (B1397), an

tested against CoNS strains (12,373 strains), 2006-2009.

: : : _ . 0 e ' tigational glycopeptide with potent gram-positive activity. J Clin Microbiol
) ] ] ] _ Orgarusm subset MIC (mg/L) Yo Susceptlble. Inves
vancomycin afldidaptomyCin, respectively e vitro studies on dalbavancin with a summary of 2006-2009 act|V|.ty (Table 1), althoug.h MR (_:ONS werg th? greatest (no. tested) Antimicrobial agent 5096 90%  Range CLSI  EUCAST 41:2795-2796. | N
susceptibility rates of comparator agents were not worldwide surveillance results against the staphylococci contributor (28 of 30 strains) of isolates with higher Al (12.373) EST—— 06 002 S00e0 5 b 2. Biedenbach DJ, Ross JE, Fritsche TR, Sader HS, Jones RN (2007). Activity
superior to DALB against staphylococci e.g. daptomycin - dalbavancin MIC results (=1 mg/L) Daptomycin 025 05 =0.064 999 29.8 o dabavancin tested agains! Staphylococcus spp. and beta-nemolti
| v (62,590 strams)_ = g/L). Teicoplanin <2 4 <2->16 97 6 0.8 Streptococcus spp. isolated from 52 geographically diverse medical centers
(99.8-99.9%), vancomycin (>99.9%), linezolid (99.3- Vancomycin 1 2 <0.12-8 >99.9 99.4 in the United States. J Clin Microbiol 45: 998-1004. | |
0 : : ) 0 : . - 0 - Oxacillin >2 >2 <0.25->2 23.6 23.6 3. Candiani G, Abbondi M, Borgonovi M, Romano G, Parenti F (1999). In-vitro
99.9%), teicoplanin (?O._8 99..4 Y0) and co.tr!moxazole MATERIAL S AND METH O DS Across all staphylococci tested, 65.4% of C all?avanC|n Sy — i - 095 A o and in-vivo antibacterial activity of Bl 397, a new semi-synthetic glycopeptide
(61.3-95.4%). No variations in DALB activity by MIC values were at 0.06 mg/L (Table 1 and Figure 1), g'/igdamvcin 822 gé 8§2>§ ggi ggi antibiotic. J Antimicrob Chemother 44: 179-192.
C -> . .
- - 0 A _ = ' m ' ' 4. Clinical and Laboratory Standards Institute (2009). MO7-A8. Methods for
geographic region were observed. Bacterial isolates: A total of 62,590 staphylococci were a(l’)]d1 28'8 ﬁ_Of S. aureus and CoNS were Inhibited at éee‘ﬁzz‘iiicr:” <42 zg ng:; gi'i ggé dilution antimicrobial susceptibility tests for bacteria that grow aerobically;
. ' ’ <0.12 mq/L. . _ . | | approved standard: eighth edition. Wayne, PA: CLSI.
— tested during 2006, 2007, 2008 and 2009 from 201 J mﬁg&li?ce ;,?5 ig ;f;fz 2?2 2?2 5. Cllgiflical and Laborator?/ Standards Inst>i/tute (2011). M100-S21. Performance
um. % (mg/L): medical centers in 21 nations. These organisms were from _ Linezolid 1 1 <0.06->8 99.3 99.3 standards for antimicrobial susceptibility testing: 21st informational
Pathogen < . . . . . e Coverage of MRSA by comparison agents at oo B g . a a .
(no. tested) <0.03 0.06 0.12 0.25 0.5 1 2 North America (28 186 strains: 2 countrles)' | atin America Mupirocin 4 256 4->256 81.3 81.3 supplement. Wayne, PA: CLSI.
: _ ’ _ ’ ’ _ CLSI/EUCAST breakpoints were: daptomvcin MS-CoNS Dalbavancin 0.06 012 =0.03-1 - - 6. EUCAST (2011). Breakpoint tables for interpretation of MICs and zone
S aureus (6,711 strains; 4 countries); Europe (16,001 strains; 13 . P . - dap y _ (2,920) Daptomycin 025 05 <0.06-4 99.7 99.7 diameters. Version 1.3, January 2011. Available at:
All (50,217) LS 889 99s 2999 1000 countries): and the Asia-Pacific region (11,692 strains; 12 (99.9/99.9%), teicoplanin (100.0/98.8%), vancomycin Teicoplanin =2 4 =2-16 99.4 85.4 http://www.eucast.org/clinical_breakpoints/. March 18, 2011.
MRSA (22,330) 16.8 57.0 99.4 >99.9 100.0 : ’ J e ’ (>99 9/>99 9%) quinupristin/dalfopristin (99 7/99 7%) vancomyein ! 2 =0.12-4 100. 99.7 7. Jauregui LE, Babazadeh S, Seltzer E, Goldberg L, Krievins D, Frederick M,
MSSA(27,887) 178 893 996  100.0 countries. The largest staphylococcal samplings came ' ek ' N Erythromycin 025 2 - =0.25->2 045 03.7 K D, Satilovs |, Endzinas Z, B J, O'Riordan W (2005
_ _ _ / / 0 d i lid / 0 Clindamycin <025 <025  <0.25->2 92.8 91.9 rause D, Satilovs |, Endzinas Z, Breaux J, O'Riordan W ( )
CONS from the United States (USA' 27,062 stralns) Brazil TMP/SMX (99'6 91.6 A)) and linezol (>99'9 >99.9 A))' Q/De <025 <025 = <0.25->2 99.8 99.8 Randomized, double-blind comparison of once-weekly dalbavancin versus
All (12,373) 38.0 80.72 95.9 99.4 99.8 >99.9 100.0 _ ’ " ’ MuUDi : - - . ' ' ' ' ' i~a_dailv i : - : -
upirocin hiah-level resistance was detected at a rate of Levofloxacin <05 4 <0.5->4 86.0 86.0 twice-daily linezolid therapy for the treatment of complicated skin and skin
MR (9,453) 35.0 8.4 95.1 99.3 99.7 >99.9  100.0 (3’2_04 stralns)_, ‘]?‘par_] (3,153 strains) and Fra_nce (3,085 CF)) J Gentamicin <2 <2 <2->8 95.5 94.4 structure infections. Clin Infect Dis 41: 1407-1415.
MS (2,920) 476 883 986 999  >999  100.0 strains). The distribution of the forwarded strains by year 2.4%. Tetracycline <2 8 <2->8 89.4 88.1 8. Jones RN, Fritsche TR, Sader HS, Goldstein BP (2005). Antimicrobial
a. Modal DALB MIC values compared favorably to 1 mg/L for vancomycin (16-fold greater) and 0.25 mg/L for - - T.MP/SI.\/IXC <0.5 >2 <0.5->2 88.0 88.0 spectrum and potency of dalbavancin tested against clinical isolates from
e V\iaésozll()206t(l'5,455 ztr;6%2, 522179;17’[’6(')1 StramS), 2008 Table 1. Dalb in MIC distributi for 62.590 staphvl ) k/'lnz.zrzlc':qn <14 <14 iﬂ'(g;s 5;; gj; Europe and North America (2003): initial results from an international
i apble 1. Dalbavancin ISTrIoUtions 10r : Sla OCOCCI upiroct = = =7 : : i . -
(15 ’648 S?;S;]nTg(?QCC per (ear, Thessr‘s‘l?(f;,sagfetrr?eg;re]g collected worldwide (2006-2009) o o oS paibavancin oo 002 =052 N N 9 j?);veesiulgaceStprreoi:(?Jcl\jl)Lérﬂc:srleklrgc‘i'tlt]ze(rZ%)gsg\?/)aIGiggﬁon of commercial dry-form
: _ .. : : Y I Y : u ) : (9,453) Daptomycin 0.25 0.5 <0.06-4 99.8 99.8 - Ny OUET ’ + VATHo e )
Conclusions: DALB activity updated with contemporary infection isolates were: bloodstream infections (63.0%) Organisms/ ho. (cum. % inhibited) by MIC in mg/L: Teicoplanin . . e ot - broth microdilution panels and test reproducibility for susceptibility testing of
staphylococcal strains worldwide through 2009 shows - .J70), subset Vancomycin 2 2 <0.12-8 >09.9 99.3 dalbavancin, a new very long-acting glycopeptide. Int J Antimicrob Agents 23:
- - : tested <0.06 0.06 0.12 0.25 0.5 1 2 . ]
: e lower respiratory tract (13.2%) and skin and soft tissue or (no. tested) Erythromycin >2 >2  £0.25->2 24.6 24.7 197-199.
sustained potent inhibition and a modal MIC value at wound infections (23.8%) S. aureus Clindamycin <025  >2 <0.25->2 57.6 55.6 10. Raad I, Darouiche R, Vazquez J, Lentnek A, Hachem R, Hanna H, Goldstein
only 0.06 mg/|_ This level of potency was many_fo|d -070)- All (50,217) 8,702 (17.3) 35,627 (88.3) 5,655 (99.5) 229 (>99.9) 4 (100.0) Q/D° | <0.25 0.5 =0.25->2 98.8 98.8 B, Henkel T, Seltzer E (2005). Efficacy and safety of weekly dalbavancin
' ' _ _ MSSA (27,887) 4,952 (17.8) 19,960 (89.3) 2,874 (99.6) 101 (100.0) Levofloxacin 4 >4 =0.5->4 SO0 oS00 therapy for catheter-related bloodstream infection caused by gram-positive
greater than currently available glycopeptides or The species tested were Staphylococcus aureus (50,217 MRSA (22,330) 3,750 (16.8) 15,667 (87.0) 2,781 (99.4) 128 (>99.9) 4 (100.0) ?ei?ggﬁ:; S42 z: §§§§ :g'g gi";’ pathogens. Clin Infect Dis 40: 374-380.
lipopeptide-class agents, thus warranting renewed strains) of which 44.5% were MRSA; and 12,373 CoNs? TMP/SMX 2 > <0552 53.0 53.0 11. Seltzer E, Dorr MB, Goldstein BP, Perry M, Dowell JA, Henkel T (2003).
.. . .. C e ’ ’ All (12,373 4,701 (38.0) 5,286 (80.7) 1,880 (95.9) 433 (99.4) 43 (99.8) 23 (>99.9) 7 (100.0 el <0.06-> Once-weekly dalbavancin versus standard-of-care antimicrobial regimens for
| | f | h : : : (12,373) ,701 (38.0) 5,286 (80.7) 1,880 (95.9) (99.4) 43(99.8) 23 ( ) 7( ) Linezolid 1 1 0.06->8 99.2 99.2
C ml(_:a Investigations for §evera Indications where coagulase-negative staphylococci (CoNS; 23 different MS (2,920) 1,389 (47.6) 1,188(88.3) 301(98.6) 38(99.9) 2(>99.9) 2 (100.0) Mupirocin <4 >256  <4->256 77.3¢ 77.3¢ treatment of skin and soft-tissue infections. Clin Infect Dis 37: 1298-1303.
multidrug-R staphylococci may be prevalent. species, dominantly S. epidermidis) of which 76.4% were MR (9,453) 3,312 (35.0) 4,098 (78.4) 1,579 (95.1) 395 (99.3) 41(99.7) 21 (>99.9) 7 (100.0) 2. Year 2011 breakpoit ciera of CLSI and EUCAST 12. Streit JM, Fritsche TR, Sader HS, Jones RN (2004). Worldwide assessment
. I I B a. CoNS = coagulase-negative staphylococci, MR = methicillin-resistant, MS = methicillin-susceptible, MRSA = methicillin-resistant S. c.. 7D: uinE ristin/dalfopristin and TMP/SMX = trimethoprim/sulfamethoxazole (1:19 ratio, TMP concentration onl Of dalbavancin aCtiVity and SpeCtrum againSt over 61000 CIinicaI iSOlateS-
h ” g g phy p Q/D = quinup p p ( y)
reS|Stant tO met ICHIIN. aureus, and MSSA = methicillin-susceptible S. aureus. d. High-level resistance breakpoint at <256 mg/L as susceptible. Diagn Microbiol Infect Dis 48: 137-143.
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