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INTRODUCTION

Clostridium difficile is the primary bacteria causing hospital-acquired diarrhea. Clostridium difficile
infections (CDI) leads to increase overhead linked to significant increase in morbidity and mortality
and prolonged length of hospital stays. Since 2003, CDI are more frequent (41,400 cases/year in
France), more severe (18% of complications, and 3% of deaths/year).

Despite treatment of CDI based on Metronidazole or Vancomycin orally administrated, relapses
are common occurring in nearly 20 % of all cases and in some series in as many as 50%.
Moreover, although no resistant strains were described, recent data indicate that a failure to
respond to Metronidazole, the usual first-line agent, is now more common, raising concerns that
the current treatment approach may be inadequate.

Daptomycin is the first agent of cyclic acidic lipopeptide which inhibits the biosynthesis of cell wall
peptidoglycan. Daptomycin, nonabsorbed when administered orally, has proved a rapid
bactericidal activity in vitro against C. difficile with making it ideally suited for used as alternative
treatment for CDI.

We carried out a combining epidemiological and experimental approache in order to evaluate the
efficacy of Daptomycin in comparison to those of Vancomycin, as reference treatment.

Because several studies have demonstrated the effect of calcium concentration in the activity of
Daptomycin, we first tested different blood culture media for the determination of MIC in vitro.

MATERIEL AND METHODS Animals
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Figure 2: Delays for first clinical manifestations of CDI including weight loss and death following a single dose of both treatment started since the onset of the disease.
antibiotics.
-The result of a single dose of both antibiotics, orally administrated 24 hours after
infection, delayed significantly the onset of C. difficile-induced colitis in hamsters
and the occurrence of death (p=0,00077, Log Rank test) (Figures 1 and 2).
- However, a single of both of them was not sufficient to prevent death that
invariably occurs within 7 to 20 days after those of untreated animals.
- We did not observe differences in the respective efficacies of Daptomycin and
Vancomycin (as reference treatment), after the administration of a single dose that
minimizes the differences in terms of pharmacokinetics.




