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ABSTRACT

Background: Dalbavancin was approved by the US Food and Drug Administration (2014) and European Medicines
Agency (2015) for treating acute bacterial skin and skin structure infections. Dalbavancin activity was evaluated
against a challenge set of Staphylococcus aureus clinical isolates responsible for infections in European hospitals.

and European Committee on Antimicrobial Susceptibility Testing (EUCAST, 2016). Interpretations for comparator - .. : o o LS| EUCAST
agents used CLSI (M100-S26) and EUCAST (2016) breakpoint criteria, as available. Methicillin- antimicrobial agent 2 i cLs UCAS
Methods: A total of 12,807 S. aureus (3,054 methicillin-resistant S. aureus [MRSA]) isolates were collected from o In vit fivit £ dalb _ 9 t t uated dina to the daot 1 teicoolani susceptible (9,753) <0.03 0.06 5,441 (55.8%) | 3,862 (95.4%) 450 (100.0%) Levofloxacin >4 >4 01 0.0 90.9 0.1 0.0 90.9
20 European countries and surrounding regions (52 sites), including Russia (3 sites), Turkey (6 sites), and Israel n ;’ ro activities CI)\/IICa avincESgAg?rmp?rg Or agenis were evaluated according 1o the daptomycin, teicopianin, Methicill tant _ _
(1 site). Isolates were submitted to a monitoring laboratory as part of the International Dalbavancin Evaluation of and vancomycin results ( criteria) 3905':' n-resistan <0.03 0.08 1791 (58.6% 1163 (96.7% 99 (>99 9% 1 (100.0% Linezolid 1 1 100.0 - 0.0 100.0 - 0.0
Activity (IDEA) surveillance program. Identification was confirmed and susceptibility testing was performed by CLSI (3,054) O ' ’ (58.6%) ’ (96.7%) (>99.9%) (100.0%) Teicoplanin <9 4 100.0 0.0 0.0 89 1 _ 10.9
methods. MIC interpretation used CLSI and EUCAST criteria. Isolates were grouped according to daptomycin, RESU LTS Daptomycin MIC _
teicoplanin, and vancomycin MIC results. <0.5 mg/L (2,999) = <0.03 0.06 1,752 (58.4%) | 1154 (96.9%) @ 92 (>99.9%) | 1 (100.0%) Tetracycline =0.5 8 691 1.8 9.1 891 0.0 10.9
* A total of 23.8% S. aureus were MRSA
_ . . . Daptomvein MIC TMP-SMX <0.5 <0.5 100.0 - 0.0 100.0 0.0 0.0
R_esults..A totgl of 23.8% S. aureus isolates were MRSA. Amopg _the MRSA |sola.tes, 0.8% were r_eS|stant to. — Among the MRSA isolates, 0.8% were resistant to teicoplanin while 1.3% and 1.8% displayed decreased ¢ P /Ly o 0,03 015 39 (70.9° 0 (873 7 100.0% .
teicoplanin while 1.3% and 1.8% displayed decreased susceptibility to vancomycin and daptomycin, respectively. . : . . 21 mg/L (55) =U. : (70.9%) (87.3%) (100.0%) Vancomycin 1 2 100.0 0.0 0.0 100.0 - 0.0
o . . L . susceptibility to vancomycin and daptomycin, respectively (Table 1)
Dalbavancin inhibited all but 1 MRSA isolate at <0.12 mg/L (100.0% susceptible) with similar MIC results against T | . | o Teicoplanin MIC o _
methicillin-susceptible S. aureus (MSSA) isolates. MRSA isolates with decreased susceptibility to vancomycin * Dalbavancin inhibited all but 1 MRSA isolate at <0.12 mg/L (100.0% susceptible) with similar MIC,, and MIC,, <2 mglL (3,030) <0.03 0.06 1,789 (59.0%) | 1153 (97.1%) 88 (100.0%) MRSA with teicoplanin MIC of 24 mg/L (24)
or teicoplanin had dalbavancin MIC, results (MIC,_,,, 0.06/0.12 mg/L) 2-fold higher than the more susceptible results against MRSA (MIC,,,, <0.03/0.06 mg/L) and methicillin-susceptible S. aureus (MSSA; MIC,,,,, <0.03/0.06 - ’ | | ’ ' | | | Dalbavancin 0.06 012 100.0 _ _ 95.8 _ 49
MSSA counterparts (MIC, .., <0.03/0.06 mg/L). Linezolid (MIC_ .., 1/1 mg/L; 95.8%—100.0% susceptible) and mg/L) populations (Table 1) Teicoplanin MIC
trimethoprim-sulfamethoxazole (MIC, ., <0.5/<0.5-2 mg/L; 91.7%-100.0% susceptible) were active against MRSA * MRSA isolates with decreased susceptibility to vancomycin (MIC =2 mg/L) or teicoplanin (MIC 24 mg/L) =24 mg/L (24) 0.06 0.12 2 (8.3%) 10 (50.0%) 11 (95.8%) 1 (100.0%) Clindamycin <0.25 >2 65.2 0.0 34.8 60.9 4.3 34.8
with decreased susceptibility to glycopeptides and/or lipopeptides. Tetracycline (89.1% susceptible) was more had dalbavancin MIC_ results (MIC,,, 0.06/0.12 mg/L) 2-fold higher than the MSSA counterparts (MIC_, ., Vancomycin MIC Daptomycin 0.5 5 875 _ _ 875 - 195
active against MRSA isolates with decreased susceptibility to daptomycin compared to isolates less susceptible to <0.03/0.06 mg/L; Table 1)
glycopeptides (54.2%—70.7% susceptible) | =1 mg/L (3,013) =0.03 0.06 1,788 (59.3%) 1143 (97.3%) 82 (100.0%) Erythromycin >8 >8 20.8 16.7 62.5 20.8 4.2 75.0
| ' | * Isolates with decreased susceptibility to daptomycin (MIC 21 mg/L) exhibited dalbavancin MIC,, results (<0.03 y . y y - : - - - -
. - - - <0 - <0 : ancomycin .
Conclusions: Dalbavancin demonstrated potent in vitro activity against MRSA, including isolates displaying mg/L) similar to tho.se c.hsplaylng daptom;l/cm Mic at. (_)_5 mg/L (dalbavancin MIC,,, <0 O:_J’ mg/L; Table 1) >2 mg/L (41) 0.06 012 3 (7.3%) 20 (56.1%) 17 (97.6%) 1 (100.0%) Levofloxacin >4 >4 0.0 0.0 100.0 0.0 0.0 100.0
decreased susceptibility to agents commonly used for treatment of serious infections, from institutions in Europe and * Overall, MSSA clinical isolates showed high susceptibility rates (94.7%-100.0% susceptible) to all tested : _ Linezolid 1 : 95.8 o 4.9 95.8 o 4.9
adjacent regions. Dalbavancin was consistently more potent than comparator agents. antimicrobial agents, except for erythromycin (84.8%—85.1% susceptible; Table 2) Pold data represent dabavanein modal MIC resuls
* Most agents demonstrated in vitro activity against MRSA isolates with decreased susceptibility to glycopeptides Teicoplanin 4 8 95.8 4.2 0.0 0.0 — 100.0
INTRODUCTION and/or Ii_popeptides. Thg exceptions were cIindgmycin (50.0%—79.4% susceptible), erythromycin (20.8%—24.4% Tetracycline <0.5 8 58 3 0.0 417 54 2 0.0 45 8
susceptible), levofloxacin (0.0%—9.1% susceptible), and tetracycline (54.2%—-89.1% susceptible; Table 2)
: : : - TMP-SMX <0.5 2 91.7 - 8.3 91.7 0.0 8.3
* Increased rates of infections caused by antimicrobial-resistant pathogens have challenged the empirical treatment * Dalbavancin showed MIC,, results at least 4-fold lower than comparator agents tested against MRSA isolates with
conducted by health practitioners worldwide decreased susceptibility to glycopeptides and/or lipopeptides (Table 2) Vancomycin 2 2 100.0 0.0 0.0 100.0 — 0.0
* Several population-based studies documented a decrease in overall methicillin-resistant Staphylococcus aureus Table 2 Al_ﬂl_mlC!'Oblal actl_\nty 01_’ dalbavancin a_no! com_parator ag(_en_t§ against contemporary (2012—2016) MRSA with vancomycin MIC of 22 mg/L (41)
(MRSA) causing invasive or bloodstream infections in the US and European countries clinical isolates displaying several antimicrobial susceptibility phenotypes - _ 006 010 00 - )
. albavancin : . . — — : — .
— However, incidences of community-associated invasive MRSA infections remain stable CONCLUSIONS Organism
. . . . . . . (no. of organisms) MIC (mg/L) % Susceptible/%Intermediate/%Resistant? Clindamycin <0.25 >2 52.5 0.0 47.5 50.0 2.5 47.5
°tCr)]oncerns regardlfn_g SIUEOPJ['TSI Cg”'call responst_eslj[:) ?chopeptldeg, the dS/’IOV\é ba::tenc@al actlvl!ty ff ;/r?ncomycm, ® Dalbavancin demonstrated potent in vitro activity against MRSA from institutions in Europe and adjacent regions, antimicrobial agent 50% 90% CLSI EUCAST |
© emergence ot Isolates with reduced susceptibility to vancomycin andior daptomycin complicate the including isolates displaying decreased susceptibility to agents commonly used to treat serious infections Daptomycin 0.5 1 90.2 — — 90.2 — 9.8
management of S. aureus infection MSSA (9,753)
e Dalb 1 bel o the linodl fide cf £ antimicrobial s that act by int ting bacterial cell wall * These in vitro results suggest that dalbavancin can serve as an option for the treatment of MRSA infections in Europe | Erythromycin >8 >8 24 .4 12.2 63.4 24 .4 4.9 70.7
abavancin belongs 10 he IPOJglycopeplide ¢lass ot ahtimicroblal agents that act by Interrupting bacterial cefl wa when the presence of isolates with decreased susceptibility to glycopeptides and/or lipopeptides is suspected Dalbavancin <0.03 0.06 100.0 — — 100.0 — 0.0 _
synthesis resulting in bacterial death Levofloxacin >4 >4 2.4 0.0 97.6 2.4 0.0 97.6
i i < <
* Dalbavancin was approved in the United States (2014) and Europe (2015) to treat adults with acute bacterial skin Clindamycin =0.25 =0.25 98.0 01 1.9 I8 0.2 2.0 Linezolid 1 1 976 L 24 976 L 24
and skin structure infections (ABSSSI) caused by indicated pathogens Daptomycin 0.25 0.5 >99.9 - — >99.9 — <0.1 ' ' ' '
® Dalbavancin allows for very convenient parenteral administrations, which can be a single dose of 1500 mg or a AC KN OWLE DG EM ENTS Erythromycin 0.25 >8 848 29 13 1 851 0.8 141 Teicoplanin =2 4 97.6 24 0.0 63.4 - 36.6
dose of 1000 mg followed by 500 mg a week later This study was supported by Allergan. Allergan was involved in the design and decision to present these results, and JMI Laboratories received compensation fees for _ Tetracycline <0.5 >8 70.7 0.0 293 70.7 0.0 293
* This study presents dalbavancin in vitro antimicrobial activity against 3 Challenge set of S. aureus clinical isolates services in relation to preparing this presentation. Allergan had no involvement in the collection, analysis, and interpretation of data. Levofloxacin <012 0.25 055 04 41 055 04 41 MP-SMIX 05 05 — -~ ) s — 00 ) s
responsible for infections in European hospitals during 2012—-2016 Linezolid 1 1 100.0 _ 0.0 100.0 _ 0.0 o o ' ' ' ' '
RE FE RE N C ES | | Vancomycin 2 2 100.0 0.0 0.0 100.0 - 0.0
Teicoplanin <2 <2 100.0 0.0 0.0 99.9 - 0.1
MSSA, methicillin-susceptible S. aureus; MRSA, methicillin-resistant S. aureus; TMP-SMX, trimethoprim-sulfamethoxazole
MATE RIALS AN D M ETH O DS 1. Clinical and Laboratory Standards Institute (2015). M07-A10. Methods for dilution antimicrobial susceptibility tests for bacteria that grow aerobically; Approved Standard— Tetracycline <0.5 <0.5 94.9 04 4.6 94.7 01 5.2 = Dalbavancin breakpoint criteria according to the FDA package insert (under CLSI column) and EUCAST. Breakpoint criteria for comparator agents according to CLSI (M100-S26, 2016) and
Tenth edition. Wayne, PA, USA. - o ' ' ' ' ' ' EUCAST (2016), as available; “—” = breakpoint not available
°A t(?ta| Of5122,8.t07 S.. alill’ ZUS (:;{,054 Mlgs,i\) iso_ll?telf weerse ﬁ:O”eCteC(’:l f||’0m ?O1Etf{’0pean countries and Surroundmg 2. Clinical and Laboratory Standards Institute (2016). M100-S26. Performance standards for antimicrobial susceptibility testing: 26" Informational Supplement. Wayne, PA, TMP-SMX <0.5 <0.5 99.8 o 0.2 99.8 0.1 0.1
regions sites), includin ssia (3 sites), Turke sites), and Israel (1 site _
gions (52 sites), Including Russia (3 sites), Turkey (6 sites) (Iste) USA. Vancomycin 1 1 1000 0.0 0.0 | 100.0 _ 0.0
* These isolates were submitted to the monltorlng Iaboratory (JMI Laboratorles; North leerty, |OW8, USA) as part of 3. EUCAST (2016). Breakpoint tables for interpretation of MICs and zone diameters. Version 6.0, January 2016. Available at http://www.eucast.org/clinical_breakpoints/. _ _
the International Dalbavancin Evaluation of Activity (IDEA) surveillance programme Accessed January 2016, MRSA with daptomycin MIC of 21 mg/L (395)
y
* [solates were primarily identified by the participating Iaboratory and confirmed by the reference monitoring 4. Dalvance™ Package Insert (2016). Available at http://www.allergan.com/assets/pdf/dalvance_pi. Accessed February 2016. Dalbavancin <0.03 012 100.0 — — 100.0 — 0.0
Iaboratory (JMI Laboratories) by standard algorithms and Supported by matrix assisted laser desorption lonization 5. Kalil AC, Van Schooneveld TC, Fey PD, et al. (2014). Association between vancomycin minimum inhibitory concentration and mortality among patients with : :
time'Of'ﬂight (MALDI'TOF) (BI’U ker Daltonics, Bremen, Germany) Staphylococcus aureus bloodstream infections: A systematic review and meta-analysis. JAMA 312: 1552-1564. Cllndamycm =0.25 >Z 0.4 0.0 29.6 r0.4 0.0 29.6
* |solates were tested for Susceptibility by broth microdilution following the Clinical and Laboratory Standards 6. Spellberg B, Guidos R, Gilbert D, et al.; Infectious Diseases Society of America (2008). The epidemic of antibiotic-resistant infections: a call to action for the medical DaptomyCin 1 1 90.9 — — 90.9 — 9.1
Institute (CLS|) MO7-A10 document community from the Infectious Diseases Society of America. Clin Infect Dis 46: 155-164. Erythromycin >8 8 23 6 10.9 655 23 6 18 74 5
®* Bacterial inoculum density was monitored by Colony counts to assure an adequate number of cells for each testing 7. Wang SH, Hines L, van Balen J, et al. (2015). Molecular and clinical characteristics of hospital and community onset methicillin-resistant Staphylococcus aureus strains .
event associated with bloodstream infections. J Clin Microbiol 53: 1599-1608. continued °:.:° Aller gan.

* MIC value validation was performed by concurrently testing CLSI-recommended quality control (QC) reference
strains (S. aureus ATCC 29213 and Enterococcus faecalis ATCC 29212). All QC results were within published
acceptable ranges (M100-S26)

® Dalbavancin MIC interpretations were based on breakpoints approved by the Food and Drug Administration (2016)

European Congress of Clinical Microbiology and Infectious Diseases (ECCMID), April 22-25,

Table 1 Activity of dalbavancin against S. aureus clinical isolates causing infections in European and
adjacent region hospitals

MIC (mg/L)

Phenotype (no.

tested)

50%

90%

Number (cumulative %) inhibited at dalbavancin MIC (mg/L) of2:

<0.03

0.06

0.12

0.25

2017, Vienna, Austria

Table 2 Antimicrobial activity of dalbavancin and comparator agents against contemporary (2012—-2016)
clinical isolates displaying several antimicrobial susceptibility phenotypes, continued

Organism

(no. of organisms)

MIC (mg/L)

% Susceptible/%Intermediate/%Resistant?




