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FIG. S1. Effect of antibacterial treatment on cytotoxin formation in stationary phase cultures of hyper
virulent C. difficile NCTC 13366. High-density stationary phase cultures were treated with supra-MIC
concentrations for 5 days and cytotoxin in culture supernatants was measured by a cell-rounding
assay using CHO cells. Toxin content was quantified by titration (10-fold dilutions) and toxin titer was
defined as the highest dilution resulting in > 90% cell rounding (Barc, MC, Depitre G, Corthier A,
Collignon W, Su J, and Bourlioux P. Effects of antibiotics and other drugs on toxin production in
Clostridium difficile in vitro and in vivo. Antimicrob Agents Chemother, 1992; 36, 1332-5.). Assays
were done in duplicates with identical results. Abbreviations: CDZ, cadazolid; VAN, vancomycin;
MET, metronidazole; LZD, linezolid.
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FIG. S2. Effect of sub-growth inhibitory concentrations of cadazolid (A) and vancomycin (B) on spore
formation in C. difficile NCTC 13366. Antibiotics were added to late-exponential cultures (t= 6 hours)
at concentrations representing 0.5 and 1x the agar dilution MIC. Controls received no antibiotics.
Total viable cells and spores (after ethanol treatment) were enumerated by colony counting.
Abbreviations: CDZ, cadazolid; VAN, Vancomycin
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Hamster Study #1: Cadazolid and vancomycin
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Hamster Study # 2 : Cadazolid
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Hamster study # 3: Cadazolid
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Fig S3. Efficacy in the hamster model of CDAD (A, study #1; B, study #2; C, study #3). Hamsters
were infected with C. difficile strain VPI 10463 p.o. on day 0. Cadazolid (CDZ ) or vancomycin (VAN)
was administered p.o. once daily for 4 days (10 hamster per dose group), starting 2 h post infection.
Plotted is survival (% of starting group size) over time. The treatment period is marked with a black

arrow.



