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Antimicrobial Activity of INTRODUCTION RESULTS

= = « Managing infective endocarditis (IE) requires aggressive, prolonged use of antimicrobials or a combination » S. aureus (52.3%) was the most common pathogen associated with |IE, followed by E. faecalis (18.0%),
D a I bava n CI n ag a I n St G ra m - of antibiotics and surgery to control the infection source. viridans group streptococci (VGS; 10.8%), coagulase-negative staphylococci (CoNS; 7.7%), and E. faecium
- . ; » Dalbavancin belongs to the lipoglycopeptide class of antimicrobial agents that act by interrupting bacterial (9.6%; Figure 1).
P Os Itlve B acte rl a Is o I ate d cell wall synthesis, resulting in bacterial death. « Among BSl isolates, the most common organisms were S. aureus (45.0%), B-hemolytic streptococci (BHS;
- Dalbavancin was approved in the United States (US; 2014) and Europe (EU; 2015) to treat adults with acute 11.0%), and E. faecalis (10.8%; Figure 1).
= = = bacterial skin and skin structure infection (ABSSSI). » Dalbavancin was highly active against GPC isolates from patients with |IE; all organisms, except
fro m P atl e n ts Wlth I n fe Ct I Ve » Dalbavancin allows for convenient parenteral administration for treating ABSSSI either in a single dose of vancomycin-resistant enterococci, were inhibited at <0.12 mg/L of dalbavancin (Figure 2).
1500 mg or a dose of 1000 mg followed by 500 mg a week later. » Dalbavancin exhibited similar activity against methicillin-resistant (MRSA) and methicillin-susceptible

E n d oca rd itis fro m th e U n ited « Dalbavancin is not licensed to treat IE, but it is potentially valuable for treating infections due to highly S. aureus (MSSA) causing IE (Figure 3), against MRSA causing IE in the US and EU (Figure 4), and against
resistant gram-positive cocci (GPC). MRSA from IE and BSI (Figure 5).

« We evaluated dalbavancin in vitro activity and potency when tested against a large collection of GPC » Dalbavancin (MIC,, and MIC,,, 0.03 mg/L) and daptomycin (MIC,,,, 0.25/0.5 mg/L) showed complete
States a n d E u ro pe ( 2 O 1 6_ 2 O 2 0) - isolates responsible for IE. activity (100.0%S) against S. aureus, but dalbavancin MIC values were 8- to 16-fold lower than those of
|

Results from the International

daptomycin (Table 1).
» Against S. aureus from IE, teicoplanin, vancomycin, and linezolid were also active against 100.0% of

isolates and ceftaroline was active against 99.0% of isolates (Table 1). Vancomycin inhibited 98.8% of
. . MATE RIALS AN D METHODS isolates at <1 mg/L (data not shown).
Dal bava n CI n Eva I u atl O n Of _ « MRSA rates were 43.3% (US) and 27.5% (EU) among S. aureus from IE (n=169; Table 1), and 41.1% (US)
Bacterial Isolates and 24.0% (EU) among S. aureus from BSI (n=7,279; data not shown).
- = » Atotal of 16,164 GPC were consecutively collected from patients with bloodstream infections (BSIs) in the  All E. faecalis isolates from |E were susceptible to ampicillin and linezolid, whereas 98.3% were susceptible
C IVI y rog ra m US (8,807 isolates from 79 hospitals) and EU (7,357 isolates from 42 hospitals in 20 countries) from 2016 to to dalbavancin (MIC,,,,, 0.03/0.06 mg/L), daptomycin (MIC,,,, 0.5/1 mg/L), vancomycin (MIC,,, 1/2 mg/L),
2020 via the International Dalbavancin Evaluation of Activity (IDEA) Program. and teicoplanin (MIC,,,, =0.5/<0.5 mg/L; Table 1).
Helio S. Sader, Rodrigo E. Mendes, Jennifer Streit, Cecilia G. Carvalhaes, Mariana Castanheira » The collection includes 323 organisms recovered from patients with IE, 106 from the US and 217 from the EU. » Against E. faecalis, dalbavancin MIC values were 16-fold lower than daptomycin and vancomycin (Table 1).
JMI Laboratories, North Liberty, lowa, USA * Isolates were d.etermined to be clinically sigqificant basgd on local guidelines and were submitted to a « Among E. faecalis from BSI (n=1,748), S}Jsceptibility rates for dalbavancin, daptomycin, and vancomycin
central monitoring laboratory (JMI Laboratories, North Liberty, lowa, USA). were 98.0%, 99.5%, and 97.7%, respectively (data not shown).
 Participating laboratories initially identified isolates and JMI confirmed these bacterial identifications » All VGS isolates from IE (n=35) were susceptible to dalbavancin (all inhibited at <0.12 mg/L), vancomycin,
by standard algorithms supported by matrix-assisted laser desorption ionization-time of flight mass and linezolid; 96.6% of VGS were susceptible to daptomycin (Table 1).
spectrometry (Bruker Daltonics, Bremen, Germany). - All CoNS from IE were susceptible to dalbavancin (MIC,,,, 0.03/0.12 mg/L; highest MIC, 0.12 mg/L),
Antimicrobial S tibility Testi daptomycin (MIC,, ., 0.25/0.5 mg/L), vancomycin (MIC_ ., 2/2 mg/L), and linezolid (MIC_ ., 1/1 mg/L; Table 1).
ntimicrobi ibili in e . : : :
C O N C L U S I O N S crobial Suseep y festing « Among E. faecium isolates from IE, 66.7% of isolates were susceptible to vancomycin (16.7% in the US and
* Isolates were tested for susceptibility by broth microdilution following guidelines in the CLSI M07 (2018). 91.7% in EU; Table 1) and 72.2% were inhibited at <0.12 mg/L of dalbavancin (Figure 2).
* The dalbavancin breakpoints approved by the US FDA and CLSI for indicated species were applied (i.e., « BHS was susceptible (highest MIC, 0.03 mg/L) to most antimicrobial agents tested (Table 1 and Figure 2).
<0.25 mg/L) and breakpoint criteria for comparator agents were from CLSI M100 (2021).
Dalbavancin exhibited potent in vitro activity agalnst a Iarge - Quality assurance was performed by concurrently testing CLSI-recommended quality control reference Flgurt?t_1. F;eqltjer_lcy 01; gtradm-
: TR : strains (S. aureus ATCC 29213, E. faecalis ATCC 29212, and Streptococcus pneumoniae ATCC 49619). positive bacteria isolate S. pneumoniae (22%) _ Others(i5%)
collection of gram-positive isolates recovered from patients ( P P ) from patients with infective shs G | S preumonis 62 |
. . . . . . . E. faecium (5.6%)_\.
with BSI, including IE, in US and European medical centers. endocarditis in US and cons 07y
- . . .- . . European medical centers
Table 1. Antimicrobial activity of dalbavancin and comparator agents (2016-2020) E faccium 70% —s
tested against gram-positive bacteria isolated from patients with infective
: endocarditis (SENTRY Program, 2007-2017 E. faccai
Dalbavancin MIC values were 8- to 16-fold lower than ( gram, ) oo
. ; % Susceptible? ) % Susceptible? o —
those of daptomycin and 32-fold lower than those of Organism/ | MIC, | MIC, (no. tested) Organism/ | MIC, | MIC, (no. tested) vGs o1 Cr fooosic o
. . antumicropial agen aniumicropial agen Abbreviations: MSSA, methicillin- tible S, . MRSA. methicillin-resistant S. . VGS, virid trept !
©  vancomycin when tested against S. aureus. 5. aurous T o) (09 (o8 | Linezo 1 000 1000 1000 O s S . e o U V65 g o
Dalbavancin 0.03 | 0.03 | 100.0 | 100.0 | 100.0 Ceftriaxone 012 | 2 700 | 960 | 886 Figure 2. Dalbavancin activity against Figure 3. Dalbavancin activity against methicillin-
Daptomycin 025 | 0.5 | 100.0  100.0 | 100.0 Penicillin 0.06 | 4 60.0 | 92.0 | 829 organisms isolated from patients with infective susceptible (MSSA) and methicillin-resistant
Teicoplanin <0.5 | <0.5 | 100.0 | 100.0 | 100.0 ;gggl;:ggg-cf;?%jg;e 7) | (18) | (25) endocarditis stratified by species (MRSA) S. aureus from patients with IE
I I I I Vancomycin 1 1 100.0 | 100.0 | 100.0 Jancin susceotible breakooin
These results support further investigations to determine anconm e st D albaanir 005 042 110007 T100.07 T100.07 i —— oo sy s
the role of dalbavancin in the treatment of infective Ceftaroline 025 1 | 97.6 1000 | 99.0 Daptomycin 025 | 0.5 | 100.0  100.0 = 100.0 0 o J— ;
" Levofloxacin 025 >4 | 667 | 716 | 69.8 Teicoplanin - 8 | 1000 944 | 96.0 E 0 go| | URsA (5 |
endocardltls Linezolid 1 2 1000 | 100.0 100.0 Vancomycin 2 2 100.0 | 100.0 100.0 -Ee 60 70 i
Methicillin-resistant 26 30 56 Oxacillin >2 >2 143 | 27.8 24.0 o W 5. aureus (169) g o |
S. aureus (26) | (30) | (56) Ceftaroline 025 | 05 [100.0)[100.0¢ [100.0J¢ 5w Dl 2 % ;
Dalbavancin 0.03 | 0.03 | 100.0 | 100.0 | 100.0 Levofloxacin 4 >4 | 429 | 38.9 | 40.0 s % e = 40 i
Daptomycin 025 | 0.5 | 100.0 | 100.0 | 100.0 Linezolid 1 1 | 100.0 | 100.0 | 100.0 fg % |
Teicoplanin <0.5 | <0.5 | 100.0 | 100.0 | 100.0 E. faecium (35) (6) (12) (18) oL . fg |
) . . b b b <0.004 0.008 0.015 0.03 0.06 0.12 0.25 0.5 1 2 :
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