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* All'linezolid-resistant isolates (100.0%) were susceptible to dalbavancin (MIC, ., 0.06/0.06 ug/mL),
daptomycin (MIC, ., 0.5/0.5 yg/mL), and vancomycin (MIC_, .., 1/2 yg/mL), but dalbavancin was 8- and
16- to 32-fold more potent than daptomycin and vancomycin, respectively

Table 1. Summary of dalbavancin activity when tested against S. aureus isolates with decreased
susceptibility to glycopeptides, daptomycin, and/or linezolid from United States medical centers

Table 2. Activity of dalbavancin and comparator antimicrobial agents tested against S. aureus
isolates with decreased susceptibility to glycopeptides, daptomycin, and/or linezolid from United
States medical centers (continued)

INTRODUCTION

« Dalbavancin was approved in the United States (2014) and Europe (2015) to treat adults with acute
bacterial skin and skin structure infections (ABSSSI) caused by susceptible isolates of Staphylococcus
aureus, including methicillin-resistant S. aureus (MRSA) and methicillin-susceptible S. aureus (MSSA),

Number of isolates (cumulative %) inhibited at dalbavancin

« MRSA rates ranged from 71.2%—-96.0% among these resistant subsets MIC (ug/mL) of:

CLSI?

Resistance phenotype Organism subset/

Streptococcus pyogenes, Streptococcus agalactiae, Streptococcus dysgalactiae, Streptococcus (no. tested) =0.03 0.06 0.12 0.25 0.5 antimicrobial agent (n) MIC,, Range
anginosus group, and vancomycin-susceptible Enterococcus faecalis CONCLUSIONS Vancomycin MIC 22 ug/mL 117 697 276 Teicoplanin MIC 24 ug/mL (143)
- - L - - - (1,141) (10.3%) (71.3%) (95.5%) | 43 (99.3%) 8 (100.0%) 0.06 0.12 |
« Dalbavancin allows for very convenient parenteral administration to treat ABSSSI, which can be a single | _ - - _ _ _ _ Dalbavancin 0.06 0.25 <003 t0 0.5 05 1b
dose of 1500 mg or a dose of 1000 mg followed by 500 mg a week later » Dalbavancin retained potent in vitro activity against S. aureus isolates displaying decreased Daptomycin-nonsusceptible Yot | 05 1 012 to 4 95 8
ibili i i i | aptomycin . 12 to .
* Vancomyecin, linezolid, daptomycin, telavancin, and teicoplanin are very active against staphylococci, but fhu:r?ec%trlr?”:)r/at’:z) rager;:]siscommonly used to treat serious infections and was consistently more potent (48) 3 (6.3%) | 25 (58.3%) | 16 (91.7%) | 2(95.8%) | 2(100.0%) 0.06 0.12 POy _
isolates with decreased susceptibility to these antimicrobial agents are isolated sporadically - .p J - | | | S Telavancin MIC 20.12 ug/ Vancomycin 2 2 0.5t0 4 97.9 0.0
- Dalbavancin activity was assessed against a large collection of S. aureus clinical isolates with decreased : -(Ij-h;; in Vitro CharTCt%rl'St'C ?Ion? Wt'th |:3[.rologged haIf—I.|f? a?d con.velnlglr:]t atcrl1m|n|strat|or21 rgal:ne i mL (52) 4 (7.7%) | 24 (33.8%) | 16 (84.6%) | 3(90.4%) | 5(100.0%) | 0.06 0.25 Teicoplanin 4 8 4 to 16 09.3 0.0
susceptibility to these key antimicrobial agents used to treat severe S. aureus infections r:sisatl;/ra\l?glrgaan\i/sa;: e option Tortreating o. aureus Itections, INCItding those catsed by mUdrug- Teicoplanin MIC 24 pg/mL Linezolid 1 2 0.25 to 4 100.0 0.0
(143) 14 (9.8%) | 73 (60.8%) | 33 (83.9%) | 16 (95.1%) | 7 (100.0%) 0.06 0.25 —
. = . 0 0 0
Linezolid-resistant (25) 5(20.0%) | 18 (92.0%) | 2 (100.0%) 0.06 0.06 Linezolid-resistant (25)
Bacterial isolates Figure 1. Summary of dalbavancin activity when tested against S. aureus isolates with - 2000 | 23,578 52 Do - Dalbavancin 0.06 0.06 =0.03 10 0.12 100.0°
e Th : llecti luated in this i tiaati included: o _ _ ) ) ] All isolates (59,903) (368 A)) (934/0) (997 A)) (>999 A)) (1000 /0) 0.06 0.06
y Organlsm COTECHON EValiatet i > IVES Iga on IMEHEEE: decreased Susceptlblllty to egCOpeptldeS, daptOmyC|n, and/Or IIneZOIId from UnltEd Bold data represent dalbavancin modal MIC results Daptomycin 0.5 0.5 0.25t0 0.5 100.0
— |solates with decreased susceptibility to vancomycin (MIC 22 ug/mL): 1,141 isolates States medical centers
. . . Vancomycin 1 2 0.5t0 2 100.0 0.0
— Isolates nonsusceptible to daptomycin (MIC =22 ug/mL): 48 isolates 30.0
. QL . _ . | Teicoplanin <2 <2 <2 100.0 0.0
— Isolates with decreased susceptibility to telavancin (MIC 20.12 pug/mL): 52 isolates . _ . _ _
| o | | | 70.0 B VAN 22 (n = 1,141) Table 2. Activity of dalbavancin and comparator antimicrobial agents tested against S. aureus Linezolid 3 8 8 to >8 0.0 100.0
— Isolates with decreased susceptibility to teicoplanin (MIC 24 ug/mL): 143 isolates I DAPTO-NS (n = 48) isolates with decreased susceptibility to glycopeptides, daptomycin, and/or linezolid from United —
— Isolates resistant to linezolid (MIC =8 pg/mL): 25 isolates 60.0 TLV 20.12 (n = 52) States medical centers Oxacillin >e >2 <0.25 10 >2 4.0 96.0
. |solates were selected from among 59,903 isolates collected from 139 US medical centers between 2002 500 B TEICO 24_(n = 149 : CLSI?  Broskiante from FOA Pagkaas e o017
and 2016 (telavancin was tested only against isolates collected in the 2011-2016 period) 2 | LNZR (n = 29) Organism subset/
y ad = 40.0 All (n = 59,903) antimicrobial agent (n) MIC, Range
* Isolates were determined to be clinically significant based on local guidelines and were submitted to a < ' .
. . . k= Vancomycin MIC =2 ug/mL (1,141)
central monitoring laboratory (JMI Laboratories, North Liberty, lowa, USA) = 30.0 ACKN OWLE DGEMENTS
* |solates were Iinitially identified by the participating laboratory, and bacterial identifications were confirmed . Dalbavancin 0.06 012 <0031 0.5 99.3"
by the reference monitoring laboratory when necessary 20.0 Daptomycin 0.5 1 <012 to 4 96.8 This study was supported by Allergan. Allergan was involved in the design and decision to present these
100 \Vancomvein 5 5 210 4 99.3 00 results, and JMI Laboratories received compensation for services in relation to preparing this
Antimicrobial susceptibility testing | . l & l - b Y ' ' presentation. Allergan had no involvement in the collection, analysis, or interpretation of data.
- |solates were tested for susceptibility by broth microdilution following guidelines in the CLSI M07-A10 0.0 002 0 10 o — T — Teicoplanin =2 <2 <210 16 99.9 0.0
document, and testing was performed using reference 96-well panels manufactured by JMI Laboratories o | o ' | Linezolid 1 2 <012 to >8 09 6 0.4
| | | Dalbavancin MIC (ug/mL) REFERENCES
» Quality assurance was performed by concurrently testing CLS|I-recommended QC reference strains Oxacillin >2 >2 <0.25 to >2 26.9 73 1
(S. aureus ATCC 29213, E. faecalis ATCC 29212, and Streptococcus pneumoniae ATCC 49619), and all flavancin MICs of 20.12 pg/mL TEICO 4 folates wih teicopianin MICs of =4 pgimL. LNZ-R, Inesolcrestant o | For Ses i . . 1. Barnea, Lerner A, Aizic A, et al. (2016). Efficacy of dalbavancin in the treatment of MRSA rat sternal
QC results were within published acceptable ranges Daptomycin-nonsusceptible (48) osteomyelitis with mediastinitis. J Antimicrob Chemother 71: 460-463.
« Dalbavancin breakpoints approved by the Food and Drug Administration (FDA) for indicated species were Dalbavancin 0.06 0.12 =0.0310 0.5 95.8° 2. Boucher HW, Wilcox M, Talbot GH, et al. (2014). Once-weekly dalbavancin versus daily conventional
applied (ie, =0.25 pyg/mL), and breakpoint criteria for comparator agents were those from CLSI (M100-S27) Figure 2. Antimicrobial activity of dalbavancin and daptomycin tested Daptomycin 2 4 2 10 4 0.0 therapy for skin infection. N Engl J Med 370: 2169-2179.
against S. aureus isolates with decreased susceptibility to vancomycin y | 5 X 104 95 8 0.0 3. Clinical and Laboratory Standards Institute (2015). MO7-A10. Methods for dilution antimicrobial
(n =1141) ancomycin 0 ' ' susceptibility tests for bacteria that grow aerobically; approved standard—tenth edition. Wayne, PA: CLSI.
RESULT o e
Teicoplanin <2 4 <210 16 97.9 0.0 4. Clinical and Laboratory Standards Institute (2017). M100-S27. Performance standards for antimicrobial
* Only 8 of 59,903 (0.01%) S. aureus isolates tested were categorized as dalbavancin-nonsusceptible (MIC, 70.0 B Dalbavancin Linezolid 1 2 05 to 4 100.0 0.0 susceptibility testing: 27th informational supplement. Wayne, PA: CLSI.
>0.25 yug/mL), all with a dalbavancin MIC of 0.5 ug/mL (Table 1 and Figures 1 and 2) and vancomycin MIC 800 W Dantomyc . 5. Dalvance™ Package Insert (2016). Available at http://www.allergan.com/assets/pdf/dalvance_pi.
: ptomycin Oxacilllin >2 >2 <0.25 to >2 12.5 87.5
values of 2—-4 ug/mL (data not shown) Accessed March 2017.
» Dalbavancin retained activity against 99.3% of isolates with vancomycin MICs of =2 ug/mL (Tables 1 and 50.0 Telavancin MIC 20.12 pg/mL (52) 6. EUCAST (2017). Breakpoint tables for interpretation of MIC’s and zone diameters. Version 7.1, March
2), and it was 8-fold more potent than daptomycin against these organisms (Table 2 and Figure 2) ks 40.0 Dalbavancin 0.06 0.25 <0.03 t0 0.5 90.4° 2017. Available at http://www.eucast.org/fileadmin/src/media/PDFs/EUCAST files/Breakpoint_tables
 Daptomycin (MIC, .., 0.5/1 yg/mL) and linezolid (MIC, ., 1/2 yg/mL) were active against 96.8% and = Daptomycin 0.5 1 0.25to 2 06.2 /v_7.1_Breakpomt_TabIes.pd.f. Accessed March 20_17' o | | |
99.6% of isolates, respectively, with decreased susceptibility to vancomycin (Table 2) < 30.0 _ /. Garnock-Jones KP (2017). Single-dose dalbavancin: A review in acute bacterial skin and skin structure
. . . . . 3% Vancomycin 1 E 1t04 981 0.0 infections. Drugs 77: 75-83.
* Dalbavancin (MIC, ., 0.06/0.12 yg/mL) and vancomycin (MIC,, ., 2/2 yg/mL) retained activity against 20.0 _ | | | o |
95.8% of daptomycin-nonsusceptible S. aureus (Table 2) elavancin 0.12 0.12 0.12 to 0.25 96.2 8. Mendes RE, Castanheira M, Farrell DJ, et al. (2016). Update on dalbavancin activity tested against
_ _ _ _ _ _ 10.0 Teicoplanin <9 4 <2 t0 16 98 1 0.0 Gram-positive clinical isolates responsible for documented skin and skin-structure infections in US and
. W_her_1 tested aga_ln_s_t S. aureus isolates w!th telcoplanlp MICs of 24 _pg/mL (ponsu_sceptlble per EUCAST ' s — - | ' European hospitals (2011-13). J Antimicrob Chemother 71: 276-278.
criteria), susceptibility rates for dalbavancin, daptomycin, vancomycin, and linezolid were 95.1%, 95.8%, 0.0 = Linezolid 1 1 0.2510 2 100.0 0.0
97.9%, and 100.0%, respectively; and dalbavancin was 4- to 64-fold more potent than these comparator <0.03  0.06 0.12 0.25 0.5 1 2 4 - .o
agents (Table 2) MIC (ug/mL) Oxacillin >2 >2 <0.25 to >2 34.6 65.4 ..,.-‘-..A"erganm
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