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Figure 1. Prevalence of SSSI pathogens in the United States
(2017-2022)

Figure 2. Susceptibility of delafloxacin against
Gram-positive and Gram-negative SSSI pathogens
(2017-2022)

Figure 3. Susceptibility of delafloxacin and comparators against Gram-positive bacterial
SSSI pathogens (2017-2022)
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Introduction

« Delafloxacin (DLX) is a broad-spectrum fluoroquinolone approved in 2017 for the
treatment of acute bacterial skin and skin structure infection (ABSSSI) caused by
multiple Gram-positive pathogens, including Staphylococcus aureus (methicillin-
susceptible [ MSSA] and methicillin-resistant [ MRSA]), S. haemolyticus,

S. lugdunensis, Streptococcus agalactiae, S. anginosus group, S. pyogenes,
Enterococcus faecalis (vancomycin-susceptible), and Gram-negative organisms,
including Enterobacter cloacae species complex, Escherichia coli, Klebsiella
pneumoniae, and Pseudomonas aeruginosa.

Delafloxacin is also approved to treat community-acquired bacterial pneumonia
(CABP) caused by MSSA, Streptococcus pneumoniae, Haemophilus influenzae,
H. parainfluenzae, E. coli, K. pneumoniae, and P. aeruginosa.

In this study, the in vitro susceptibilities of delafloxacin and comparator
fluoroquinolones, levofloxacin (LEV), moxifloxacin (MOX), and ciprofloxacin
(CIP) were determined for US clinical isolates collected from skin and skin
structure infections (SSSI) during 2017-2022.

Materials and Methods

16,039 bacterial isolates from SSSI were consecutively collected at 77 US
medical centers participating in the SENTRY Antimicrobial Surveillance Program
(2017-2022). The prevalence of SSSI pathogens by species are shown in Figure 1.

Medical centers submitted 1 isolate per patient per infection episode.

Isolate identification was determined at each site and confirmed at JMI
Laboratories using MALDI-TOF MS.

Susceptibility testing was performed according to CLSI MO7 (2018) broth
microdilution methodology.

Current (2023) FDA breakpoint interpretive criteria were applied for delafloxacin;
CLSI (2023) interpretive criteria were applied to comparator agents. Moxifloxacin
was tested against Gram-positives and ciprofloxacin against Gram-negative bacterial
species.

Results

The most common SSSI organisms were S. aureus (n=8,540), including 4,967
MSSA (42%) and 3,573 MRSA (58%), P. aeruginosa (n=1,085), E. coli (n=840),
S. pyogenes (n=781), Klebsiella spp. (n=781), enterococci (n=571), and
Enterobacter spp. (n=473) (Figure 1).

The percent susceptible (%S) by year (2017-2022 and all years combined) for
delafloxacin, levofloxacin, moxifloxacin, and ciprofloxacin are shown in Table 1.

Susceptibility of MSSA to delafloxacin remained high (96.9%-98.3%) throughout
the surveillance period.

For MRSA, %S to delafloxacin increased from 81.0% to 87.0% over 6 years

(Figure 2), whereas %S to levofloxacin and moxifloxacin declined from 36.5% to
34.7% and 36.8% to 34.7%, respectively (Table 1).
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100% of Streptococcus agalactiae, S. anginosus group, and S. pyogenes isolates
were susceptible to delafloxacin (2017-2022) (Table 1 and Figure 3).

Overall susceptibility of S. lugdunensis isolates to delafloxacin was 98.9% (Table 1
and Figure 3).

Susceptibility of S. haemolyticus isolates to fluoroquinolones (DLX, LEV, MOX) was
low, averaging 56.2% for the surveillance period (Table 1 and Figure 3).

Delafloxacin susceptibility against Enterococcus faecalis increased from 64.6% to
80.3% from 2017-2022 (Figure 2) with smaller increases observed for levofloxacin
(4.9%) and moxifloxacin (3.4%).

Delafloxacin susceptibility against Pseudomonas aeruginosa increased from 64.9%
to 73.7% from 2017 to 2022 (Figure 2), as did susceptibility to levofloxacin (69.5%
to 74.7%) (Table 1). P. aeruginosa susceptibility to ciprofloxacin declined slightly
from 82.5% to 79.8% from 2017 to 2022 (Table 1).

Delafloxacin susceptibility against E. coli increased from 59.4% to 74.4% from 2017
to 2022 (Figure 2), and also increased for levofloxacin (66.7% to 75.2%) and
ciprofloxacin (61.8% to 76.0%) (Table 1).

Overall susceptibility of Enterobacter cloacae species complex isolates to
delafloxacin, levofloxacin, and ciprofloxacin (2017 to 2022) was 84.2%, 92.3%, and
91.2%, respectively (Table 1 and Figure 4).

Conclusions

An increase in fluoroquinolone susceptibility (2017-2022) was observed for SSSI
pathogens including MRSA, E. faecalis, E. coli, and P. aeruginosa.

Susceptibility of MSSA to delafloxacin remained high (96.9%-98.3%) from 2017-2022.

Susceptibility of MRSA to delafloxacin increased from 81.0% to 87.0% over the period
of 2017 to 2022, whereas susceptibility to levofloxacin and moxifloxacin declined.

High delafloxacin susceptibility rates (>98.9% susceptible) were observed among
SSSI pathogens from the following organism groups: S. lugdunensis, S. agalactiae,
S. anginosus group, and S. pyogenes.

The decreased use of FQs may have led to improved susceptibility for DLX and as
such it remains a good treatment option for SSSI.
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® Contains Acinetobacter baumannii calcoaceticus species complex (229); A berezinae (6), A courvalinii (3), A. haemolyticus (2), A. johnsonii (2), A junii (2), A. Iwoffii (7),
A. proteolyticus (1), A. radioresistens (10), A. ursingii (12), A. variabilis (1).

> Contains Citrobacter amalonaticus (1), C. amalonaticus/farmeri (5), C. braakii (1), C. freundii species complex (128), C. koseri (98).
° Contains Enterobacter asburiae (1), E. cancerogenus (1), E. cloacae species complex (443), E. hormaechei (3).

4 Contains Enterococcus avium (19), E. avium/raffinosus/gilvus (1), E. casseliflavus (5), E. faecalis (44), E. faecium (117), E. gallinarum (3), E. mundtii (1), E. raffinosus (6).
¢ Contains Klebsiella aerogenes (105), K. oxytoca (222), K. pneumoniae (451), K. variicola (3).
" Contains Staphylococcus capitis (7), S. caprae (9), S. epidermidis (174), S. haemolyticus (16), S. hominis (9), S. intermedius (3), S. lugdunensis (188), S. pettenkoferi (1),
S. pseudintermedius (13), S. pseudintermedius/intermedius/delphini (1), S. saprophyticus (2), S. schleiferi (2), S. scuri (2), S. simulans (17), S. warneri (4), S. xylosus (1).
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Table 1. Susceptibilities of delafloxacin and comparator agents tested against Gram-positive and Gram-negative SSSI pathogens from the
United States (2017-2022)
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Susceptlbllltles >90.0% listed in bold.

® Breakpoint interpretive criteria as published by the FDA for delafloxacin or CLSI (2023) for the comparator agents.
> Moxifloxacin has no CLSI or FDA breakpoint interpretive criteria for S. agalactiae and S. pyogenes, so EUCAST (2023) breakpoints were applied.
< Moxifloxacin has no CLSI, FDA, or EUCAST breakpoints for Streptococcus anginosus group isolates.
4 Moxifloxacin has no CLSI breakpoint interpretive criteria for E. faecalis, so FDA breakpoints were applied.
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