Potency of Garenoxacin Tested Against an International Collection of
o Staphylococcus aureus Isolates, Including Oxacillin- and
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Objective: To characterize the antimicrobial activity of garenoxacin
(GRN), a novel des-F(6)-quinolone in late stage clinical development,
against a large international collection of S. aureus (SA), including

oxacillin (OXA)- and ciprofloxacin (CIPRO)-susceptible (S) and resistant
(R) subsets, collected in 2004-2005.

Methods: Consecutive, non-duplicate bacterial isolates (10,068
strains) acquired from patients with bloodstream, respiratory, and
skin and skin structure infections both nosocomial and community
acquired were submitted from >70 medical centers in Europe, the
Americas and the Asia-Pacific region. All isolates were tested using
CLSI/NCCLS broth microdilution methods against GRN, the currently

nature of the responsible strains, unique genetic virulence markers
(Panton-Valentine leucocidin and the staphylococcal chromosomal
cassette mec Type IVa) and lack of established risk factors. In
hospitalized patients, SSTI are also known to produce significant
morbidity and mortality, resulting in increased costs due to required
intensive management and extended hospital stays.

The role of fluoroquinolones in the setting of SSTI has primarily been
as an alternative agent as recognized by various professional guidelines,
and is usually reserved for those patients who cannot tolerate B-
lactam agents or clindamycin. As a class, the fluoroquinolones are
generally very active against SSTI pathogens, and are well tolerated,
although there are concerns over emergence of resistance through
target mutations occurring in the quinolone-resistance determining
region (QRDR). The novel des-F(6)quinolone garenoxacin has been

Among this large surveillance collection of S. aureus, a relatively
high rate of resistance was observed for a number of commonly
used antimicrobial agents: oxacillin (40.3%), ciprofloxacin (36.4%),
erythromycin (47.5%), clindamycin (24.4%), tetracycline (9.7%)
and trimethoprim/ sulfamethoxazole (4.8%).

Garenoxacin demonstrated potent activity against all S. aureus
isolates (MICs,, < 0.03 and MICqy, 4 mg/L), with 84% of strains
being inhibited by 1 mg/L. When compared with currently marketed
fluoroguinolones, garenoxacin was two- to 16-fold more active (MICs,
values, 0.06 to 0.5 mg/L and MICy, values, > 4 mg/L; 63 to 64%
susceptible).

° Against both oxacillin- susceptible and -resistant S. aureus, garenoxacin
displayed markedly enhanced potency compared with ciprofloxacin
and levofloxacin (= four-fold), and gatifloxacin (two- to eight-fold).
All fluoroquinolones inhibited = 94% of oxacillin-susceptible S.
aureus. However, garenoxacin inhibited 63% of oxacillin-resistant
isolates at < 1 mg/L while other fluoroquinolones inhibited 17 to
18% of isolates.

° Garenoxacin was also active (= four-fold) against ciprofloxacin-
resistant S. aureus, with 56% of isolates being inhibited by < 1
mg/L compared with < 1% of isolates being susceptible to the other
fluoroquinolones.

° Gram-positive-targeted comparator agents displaying near-complete
coverage (>99% susceptibility) of these isolates included vancomycin,
linezolid, daptomycin and quinupristin/dalfopristin (Table 1).
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