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Few antibiotic resistance mechanisms have been characterised in Clostridium difficile. In the case of fluoroquinolones, which are strongly implicated in precipitating C. difficile-
associated disease (CDAD), the only known resistance mechanisms is mutational alteration of topoisomerases GyrA and GyrB at a specific region termed the guinolone
resistance determining region (QRDR).

Several reports suggest the presence of a QRDR-independent fluoroquinolone resistance mechanisms with preferential activity toward ciprofloxacin in C. difficile. We investigated
this phenomenon in Irish C. difficile isolates. Sixty-six isolates, collected from positive cases of CDAD in 2010 and 2011 were subjected to susceptibility testing. The majority of
these strains exhibited fluoroguinolone resistance in contrast to broad susceptibility to other tested antimicrobial agents. We investigated the mechanism of fluoroguinolone
resistance in resistant strains through sequencing of the QRDR as well as the entire gyrA and gyrB coding region. This confirmed the presence of extra-QRDR polymorphisms as
well as the absence of mutation across the entire gyrA and gyrB regions in a number of highly ciprofloxacin-resistant isolates.

Ciprofloxacin resistance is not QRDR-dependent in C. difficile
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resistance to fluoroguinolones awaits formal validation.
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