Table 1. Susceptibilities of delafloxacin and comparators tested against isolates from acute bacterial skin and skin
structure infection

In vitro Evaluation of Delafloxacin Activity when Tested against

Figure 1. Most common organisms isolated from SSSI
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Results

. The frequencies of the most common organisms isolated
from SSSI are shown in Figure 1.

INtroduction

. Delafloxacin is a broad-spectrum anionic fluoroquinolone
antibacterial with activity against Gram-positive and Gram-
negative organisms.

. Delafloxacin is approved by the FDA and EMA in adults
for use in the treatment of acute bacterial skin and skin-
structure infections (SSSIs) and community-acquired
bacterial pneumonia
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— Staphylococcus aureus was the most common pathogen Moxifloxacin 596
encountered in SSSI (n=3,130). E. coli

— Among this species, 83.5% of the isolates were methicillin- Delioacin 945
susceptible (MSSA) and 16.5% were methicillin-resistant
(MRSA).

— Escherichia coli was the second most common species
(n=945) isolated, and P aeruginosa was third.
¢ US FDA breakpoints published for MSSA isolates were applied to all Staphylococcus aureus isolates.

o AS d grou p7 B_haemOIytIC Stre ptOCOCCI were the fou rth mOSt " An arbitrary susceptible breakpoint of <0.001 mg/L and/or >50 mm has been published by EUCAST indicating that susceptible should not be reported for this organism-agent combination and intermediate should be interpreted as susceptible increased
common pathogen. exposure.

€ 0rganisms include: Streptococcus agalactiae (140), S. canis (2), S. dysgalactiae (177), S. pyogenes (277)
Included In this group were: Streptococcus agalactiae
(n= 140), S. canis (n= 2), S. dysgalactiae (177),
S. pyogenes (h=277)

. The susceptibility results for delafloxacin and the quinolone

comparators for the most common species having
delafloxacin breakpoints are shown in Table 1. Number and cumulative percent at MIC (mg/L)
Antimicrobial Agent

. Delafloxacin was the most potent quinolone tested based 0.002 0.004 0.008 0.015 003 006 012  0.25 0.5 1
on MIC,, value. The MIC distributions of delafloxacin and MSSA (n=2614)
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¢ US FDA breakpoints were applied.
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. In this study, the in vitro susceptibility of delafloxacin and
comparator quinolones levofloxacin, moxifloxacin, and
ciprofloxacin (for E. coli) were determined for recent clinical
iIsolates from SSSI collected at the 37 medical centres in
Europe participating in the SENTRY Surveillance Program
during 2018-2020.
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Table 2. MIC distributions of delafloxacin and comparators for Gram-positive isolates in this study

Vlaterials and Methods

. A total of 8,277 SSSI isolates were consecutively collected
and included only 1 isolate per patient per infection

496 1261 659 a7 20 42

Delafloxacin

episode.

. Isolate identification was determined at each site and

confirmed using standard biochemical or molecular methods
at JMI Labs.

. Susceptibility testing was performed according to CLSI broth
microdilution methodology, and CLSI| and EUCAST (2021)
interpretive criteria were applied.

. An arbitrary susceptible breakpoint of <0.001 mg/L was
published by EUCAST for levofloxacin when tested against
staphylococci and streptococci, indicating that susceptible
should not be reported for this organism-agent combination,
and Intermediate should be interpreted as susceptible-
IncCreased exposure.

comparators for the indicated species are shown in Table 2
for Gram-positive organisms and E. coli is shown Iin Table 3.

. Delafloxacin had the highest percent susceptibility against

S. aureus overall (93.1%) as well as against MSSA (98.7%)
and MRSA (64.9%).

. The B-haemolytic streptococci were >98% susceptible to

delafloxacin and moxifloxacin.

. Levofloxacin had no susceptible Gram-positive isolates

with EUCAST criteria, 85.9% of S. aureus and 98.7% of
streptotoccoci were categorized as susceptible-increased
exposure, intermediate.

. E. coli susceptibility ranged from 67.8% for levofloxacin to

59.0% for delafloxacin.

Conclusions

. Delafloxacin had potent activity against recent SSSI isolates

from European hospitals.
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. Delafloxacin had the highest susceptibility of the quinolones Table 3. MIC distributions of delafloxacin and comparators for E. coli (n=945)

tested against S. aureus, including MRSA and MSSA and had

. . : Number and cumulative percent at MIC (mg/L)
Antimicrobial Agent Total MIC50

ECCMID 2021, July 9-12, 2021

high susceptibility to f-haemolytic streptococci.

. These in vitro results suggest that delafloxacin may be

a useful therapy for SSSI caused by Gram-positive and
susceptible Gram-negative isolates in Europe.
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