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* CLSI (2018)-approved dalbavancin breakpoints (<0.25 mg/L) and breakpoint criteria for
comparator agents for indicated species were applied

* Dalbavancin was highly active against 3-hemolytic streptococci (BHS; n=686 [8.3%
overall]; MIC 0.015/0.03 mg/L) and viridans group streptococci (VGS; n=432 [5.2%
overall]; MIC 0.015/0.03 mg/L; Tables 1 and 2)

Table 2 Antimicrobial activity of dalbavancin and comparator agents tested against 8,296 gram-positive cocci isolated from patients with BSIs in the United States (USA,

n=4,409) and Europe (EUR; n=3,887)
Organism/ UsA | = EUR . UsA | = EULBR
B-hemolytic streptococci (420/266)

INTRODUCTION

* Bloodstream infections (BSls) are a major cause of morbidity and mortality worldwide

50/90’

* Quality assurance was performed by concurrently testing CLSI-recommended quality 50/90°

control reference strains (S. aureus ATCC 29213, E. faecalis ATCC 29212, and
Streptococcus pneumoniae ATCC 49619)

Organism/

antimicrobial agent antimicrobial agent

* The etiology of BSls may vary significantly according to the type of patient and source of
iInfection

(no. tested in USA/ (no. tested in USA/

CONCLUSIONS

e Dalbavancin belongs to the lipoglycopeptide class of antimicrobial agents that act by S. aureus (2,130/1,722)

interrupting bacterial cell wall synthesis resulting in bacterial death, and it was approved RESULTS . . . . . Dalbavancin 0.03 0.03 100.0 100.0 Dalbavancin 0.015 0.03 100.0° 100.0°
in the United States (USA; 2014) and Europe (EUR; 2015) to treat adults with acute * Dalbavancin was very active against S. aureus, CONS, vancomycin-susceptible Teicoplanin <0.5 <0.5 100.0 0.0 100.0 0.0 Vancomycin 0.5 0.5 100.0 100.0
bacterial skin and skin structure infections (ABSSSIS) caused by SUSCthible isolates of e The most common Organisms were S. aureus (483% in USA, 44 3% in EUR), Coagulase_ enterococcl, BHS, and VGS isolated from patlentS with BSls Vancomygln 1 1 100.0 0.0 100.0 0.0 Daptomycm 0.12 0.25 100.0 100.0
Staphylococcus aureus, including methicillin-resistant (MRSA) and -susceptible S. aureus negative stap.hylococci.(CoNS; 14.3% in USA, 15.6% in EUR), and E. faecalis (11.5% in * Based on MIC, values, dalbavancin was generally 8- to 32-fold more active than B?,E;OOTXC'” 0'125 Oé5 ?ggg 0.0 888 0.0 ggfe’cfigiine <O103 0%6 888 888
(MSSA), Streptococcus pyogenes, Streptococcus agalactiae, Streptococcus dysgalactiae, USA, 13.1% in EUR; Figure 1) daptomycin and vancomycin against these organisms = ' ' ' ' o A ' 1A vy
. . . . _ _ _ Oxacillin 0.5 >2 58.4 41.6 /4.8 25.2 Penicillin <0.03 0.06 00.0 00.0
Streptococcus anginosus group, and vancomycin-susceptible Enterococcus faecalis * All S. aureus isolates were susceptible to dalbavancin (MIC,,, 0.03/0.03 mg/L), » These results support further investigations to determine the role of dalbavancin in the Clindamycin <0.25 >2 85.1 14.6 93.6 6.4 Clindamycin =0.25 >2 81.7 17.6 90.6 9.0
e Dalbavancin allows for convenient parentera| administration, which can be a Sing|e dose linezolid (M|C50/90, 1/2 mg/L), vancomycin (MIC5O/90’ 1/1 mg/L), and telcoplanln (MICSOIQO’ treatment of BS| Levofloxe}cin 0.25 >4 62.2 37.0 76.2 23.4 Levofloxacin 0.5 1 99.3 0.2 98.5 1.5
of 1500 mg or a dose of 1000 mg followed by 500 mg a week later for treating ABSSSI =0.5/=0.5 mg/L); >99.9% were susceptible to daptomycin (MIC,,,, 0.25/0.5 mg/L; RZEC%/KAIQ? igg igg ggé 21 ggg gg VTe_(tjracycline —— . (;35/197) >4 48.8 49.3 20.0 43.2
- <0. <0. . . . . iridans group streptococci
* Dalbavancin is not licensed for treating BSI, but is potentially important in treating Tables 1 and 2) | CoNS (629/606) Dalbavagncinp i 0.015 0.03 100.0¢ 100.0¢
infections due to highly resistant gram-positive cocci (GPC) * Based Otf_‘ Mltﬁw C(’ja'btavanc_'” (II\\/I/IIIS5O/9O’ 8-;)2//8?3 m/QL/ L) V‘:jag 28'ffol'§ Dalbavancin 0.03 0.06 (100.0)° (100.0)¢ Vancomycin 0.5 0.5 100.0 100.0
* We evaluated dalbavancin in vitro activity and potency when tested against a large mgg :gt:zz th:: VZEC%TY]{/(E; ((MI C50/9°’ 1'/1 mg.; /Lr)ngga)i:; S a-ucr)eus Table 1 Antimicrobial activity of dalbavancin tested against the main organisms and organism groups from \T/Z'ﬁggr'ﬁ;é?n ? g 19080'30 88 19080'80 88 Biggﬁé’cm 0'125 0;5 888 888
. . . . 50/90° : , : : . . . . . .
collection of GPC isolates collected from patients with BSls and dalbavancin activity was not adversely affected by oxacillin United States and Europe combined Daptomycin 05 05 1000 99 8 Ceftriaxone 012 , 93 2 47 96 4 15
resistance (Table 2) Organism/organism No. and cumulative % of isolates inhibited at MIC (mg/L) of: Linezolid 0.5 1 96.7 3.3 98.5 1.5 Penicillin 0.06 ’ 67.7 5.1 /8.2 1.5
: Oxacilli >2 >2 34.3 65.7 28.9 1.1 Clind ' <0.25 >2 86.4 12.8 91.9 8.1
MATE RIALS AN D M ETHODS * Among CoNS isolates, 99.9% were inhibited at a dalbavancin MIC ig;r;t;fe(sno of <0.002| 0.004 | 0.008 mmmam-n MIC,, | MIC,, Cl)i(r?c(jnarlr?ycin <0.25 >0 65.2 334 711 26.6 Lel\?of?é?()a/n(élir:\ 1 > 877 115 970 15
Bacterial isolates of £0.25 mg/L (MIC,;,, 0.03/0.06 mg/L; Table 1); susceptibility to Staphylococcus 0 4 24 | 418 |3,060| 332 | 12 2 003 | 003 Levofloxacin 2 >4 50.9 47.4 42.4 52 1 Tetracycline 1 >4 61.3 35.3 70.1 27.9
daptomymln (MIC,,4,, 0.5/0.5 mg/L), ||n?20||d (M|C50,90, 0.5/1 mg/L), aureus (3,852) 00 | 01 | 07 | 116 | 91.0 | 99.6 | 99.9 | 100.0 | | Tetracycline <0.5 >8 83.3 15.9 88.1 9.7 S. pneumoniae (177/194)
* A total of 8,296 unique GPC were consecutively collected from 33 United States vancomycin (MIC ., 1/2 mg/L), and teicoplanin (MIC, . 2/4 mg/L)  Coagulase-negative 1 8 34 | 280 | 655 | 200 | 53 3 1 003 | 0.06 TMP-SMX <0.5 >4 65.3 347 63.7 36.3 Dalbavanc_in 0.015 0.015 100.0¢ 100.0¢
(n=4,409) and 39 European (n=3,887) medical centers in 2015-2017 by the International were 100.0%, 96.7%, 100.0%, and 98.3%, respectively (Table 2) staphylococci (1,235)| 0.1 07 | 35 | 262|792 954 | 997 | 999 1000 | ' E. faecalis (_507/511) : : V_ancon_nycm 0.25 0.5 100.0 100.0
Dalbavancin Evaluation of Activity (IDEA) Program » Among E. faecalis isolates, 97.7% were dalbavancin-susceptible Staphylococcus 0 2 8 153 | 473 | 110 8 0 1 003 | 0.06 'I[')eailc?oaglzgci:rlmn O;%S O;(;ES %%1 - %%(()) — Linezolid . 2) . O25 190207(3 = 190102(3 =
- . - s - - . epidermidis (755 00 | 03 | 1.3 | 216 | 84.2 | 98.8 | 99.9 | 99.9 100.0 | ' = g - - - - - - - - - -
. Isolatgs were determined tp bg clinically significant based on local gwd.ellnes and were (96.4% in USA, _99.0% in EUR, MIC(?O,QO, 0.03/0.06 Tg/L), 97.5% Sﬁt);phylolcgcf:us ) 0 1 5 18 46 | 40 3 Vancomycin 1 2 961 39 990 1.0 Ceftriaxone 08 99 0.09 05 99 1.59
submitted to a central monitoring laboratory (JMI Laboratories, North Liberty, lowa, USA) were vancomycin-susceptible (96.1% in USA, 99.0/0 in EUR; haemolyticus (110) 00 09 | 27 | 191 609 | 973 | 1000 0.06 | 012 Daptomycin 0.5 ] 100.0 1000 <0.06 1 75 4 Y 83 5 g on
« Participating laboratories initially identified isolates and JMI confirmed bacterial MIC,0q0: 1/2 mgiL), and all isolates were susceptible to ampicillin Staphylococcus 0 1 | 66 | 98 | 16 | 1 003 | 003 Linezolid ' 2 100.0 0.0 100.0 0.0 Penicillin 98.3 0.0 94.8 0.0
identifications by standard algorithms supported by matrix-assisted laser desorption (MIC, ., 1/1 mg/l_.), daptomycin (MIC_, ., 0.5/1 mg/L), and linezolid hominis (182) 00 | 05 368 907 | 995 100.0 : : f\mp:ccl:lllln | >14 7050.30 20407 6080.90 2OéO9 Chndamyc:lr) <0.25 <0.25 90.3 9.1 871 12.9
ionization-time of flight mass spectrometry (Bruker Daltonics, Bremen, Germany) (MIC;00, 172 mg/L; Table 2) Enterococcus spp. 166 | 790 | 374 | 109 21 | 1 | 3 | 12 | 244 | (.| S 71360) - - - - Erythromycin 0.03 >2 b4 339 82.5 170
" - ap =gs - * Among E. faecium isolates (n=656; 7.9% overall), 63.9% were (1,720) 9./ | 99.6 | /7.3 | 83.7 | 849 | 849 | 851 | 85.8 |1000| Dalbavancin >2 >2 (33.4)° (87.9)° Tz’:/r(e)lc(;/)c;ci]r?g1 <0.25 >4 85.9 141 83.0 7.0
AntlmlcrOblaI Susceptlblhty tQStlng inhibited at <0.25 mg/L of dalbavancin (33.4% in USA, 87.5% in Enterqcoccus 118 | 667 | 197 11 2 0 0 1 22 003 | 0.06 Teiconlani <5 16 34 5 £8 9 87 & 10.3 - —n : : : '
o eadil - Al & - - - faecalis (1,018) 116 | 771 | 96.5 | 975 | 977 | 977 | 977 | 97.8 | 100.0 elboprant - - - - TMP-SMX =0.5 2 82.5 6.8 7.3 14.9
* |solates were tested for susceptibility (S) by broth microdilution following guidelines in the EUR) and 61.6% were vancomycin-susceptible (32.8% in USA, Enterococ,cus 4'2 10'9 16'6 85 1% 1' 3 ﬁ 222 Vancomycin ' >16 32.8 67.2 84.0 14.9
. : o/ . : p *MIC,, and MIC, values for the US and EUR collection combined,; criteria as published by CLSI 2018.
Clinical and Laboratory Standards Institute (CLSI) MO7 document (2018) 84.0% in EUR; Tables 1 and 2) faecium (656) 64 | 230 483 | 613 | 639 640 | 645 662 1000 912 >2 Daptomycin / 2 98.6 100.0  TMP-SMX, trimethoprir-sulfamethoxazole.
Linezolid 2 99.0 0.7 98.9 0.5 ¢ S. aureus breakpoint was applied for comparison purpose only.
Other Enterococcus 6 14 1 13 2 0.06 012 Ampicillin >3 >8 18.8 81.2 9.2 90.8 d Breakpo.int appllied to all E. faecalis and E. faecium isolates, but approved for vancomycin-susceptiblg E. faecalis isqlates only.
Figure 1 Frequency of gram-positive bacteria isolated from patients with BSls (SENTRY Program, 2015-2017) Sﬁp' (4|6)t' 151 | 207 1235$ 4%5 627 44 92'7 100.0 Levofloxacin >4 >4 11.1 82.2 4.9 91.9 , ngfgﬁ:’g:isgﬁ’i'fgrfaig Osif]ft?tococcus spp., but approved for S. pyogenes, S. agalactiae, S. dysgalactiae, and S. anginosus group only,
Et-ref)rtr(])(():())/clgl (686) 176 | 47.8 | 85.3 | 96.2 | 99.7 | 100.0 0.015 0.03 9 Using non-meningitis breakpoints.
. . . . . . . h Usi | breakpoints.
} A. United States } B. Europe Streptococcus S 59 180 42 12 0015 003 iUssilr?g;;p?ar?entreeraal,pr?cl)r:l-smeningitis breakpoints
agalactiae (298) 1.7 | 21.5 | 81.9 | 96.0 | 100.0 ' '
Other Enterococcus spp. (0.5%) Other Enterococcus spp. (0.6%) Streptococcus 15 59 43 24 10 2 3D : : -
. Dalvance® (2018). Available at https://www.allergan.com/assets/pdf/dalvance pi.
S. pneumoniae (4.0%) W S. pneumoniae _\. dysgalactiae (153) 0.8 | 48.4 | 765 | 92.2 | 987 |100.0 0.0151 0.0 ACKNOWLEDGEMENTS A ccossed 2(2 Augl)JSt 2018 P ° P P
- - . : Streptococcus 101 389 34 9 2 . .
Viridans group streptococcl \ Viridans group streptococcl N\ 5 0% pyogenes (235) 43.0 | 80.9 | 95.3 | 99.1 |100.0 0.008 1 0.015 The authors would like to thank all participants of the IDEA and the SENTRY programs 4. Pfaller MA, Mendes RE, Duncan LR, et al. (2018). Activity of dalbavancin and
E faecium 5 30, A ’ Viridans group 82 | 91 | 111 | 116 @ 24 | 8 0015 | 003 for providing bacterial isolates. comparator agents against gram-positive cocci from clinical infections in the USA and
E. faecium streptococci (432) 19.0 | 40.0 | 65.7 | 92.6 | 98.1 | 100.0 ' ' This study was supported by Allergan. Allergan was involved in the design and decision Europe 2015-16. J Antimicrob Chemother in press.
Streplococcus - 9292 1050 0 <0.004 <0.004 to present these results, and JMI Laboratories received compensation for services 5. Timsit JF, Soubirou JF, Voiriot G, et al. (2014). Treatment of bloodstream infections in
8-hemolytic streptococc g'zgg?(fggc%f:%vis) 6. 1 O. 19 57 related to preparing the poster. Allergan had no involvement in the collection, analysis, ICUs. BMC Infect Dis 14 489.
B-hemolytic streptococci —ek -1 S. aureus group (62) 9.7 | 25.8 | 56.5 | 100.0 0.015 | 0.03 or interpretation of data. 6. Tobudic S, Forstner C, Burgmann H, et al. (2018). Dalbavancin as primary and
S. aur OGUS = 44.3% Streptococcus mitis 14 60 75 75 15 6 0015 003 sequential treatment for gram-positive infective endocarditis: 2-year experience at the
48.3% group (245) 57 | 30.2 | 60.8 | 914 | 976 | 100.0 | | REFERENCES General Hospital of Vienna. Clin Infect Dis 67: 795-798.
0 Strept 0 1 3 1 . . . . .
11.5% 13.1% reprococeUs 0.03 7.Vincent LL, Otto CM (2018). Infective endocarditis: Update on epidemiology, outcomes,
. y mutans group (7) 00 | 14.3 | 85.7 |100.0 . . .
E. faecalis | o Streptococcus 3 16 16 9 3 5 1. Cllnlca! a.nd Lgboratory S.te.lpdards. Institute .(2018). M1 O00Ed28E. Performance standards and management. Curr Cardiol Rep 20: 86.
E. faecalis salivarius group (54) 56 352 | 648 | 815 | 963 1000 0.015 | 0.06 for antimicrobial susceptibility testing: 28th informational supplement. Wayne, PA: CLSI.
Streptococcus 5 | 103 | 240 | 23 0015 0015 2. Clinical and Laboratory Standards Institute (2018). MO7Ed11E. Methods for dilution
» pneumoniae (371) 1.3 1291 | 93.8 [100.0 antimicrobial susceptibility tests for bacteria that grow aerobically; approved standard: *»Allergan

7

Coagulase-negative staphylococci eleventh edition. Wayne, PA: CLSI.

@ Greater than the highest concentration tested.

Coagulase-negative staphylococci
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