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§ Although novel therapeutics are in development for CDI, including the
recent approval of live biotherapeutic products, only three antibiotics
have made it to phase III trials since the approval of FDX in 2011, and
none have filed for Food and Drug Administration approval.

§ Antimicrobial resistance is emerging in clinical strains of Clostridioides 
difficile. 

§New antibiotics and particularly those with activity against multidrug-
resistant (MDR) strains are urgently needed.

§ Ibezapolstat (IBZ), is a DNA polymerase IIIC inhibitor currently in phase II 
clinical trials. 

§ IBZ has potent in vitro activity against wild-type, susceptible strains but 
its effect on C. difficile strains with reduced susceptibility to 
metronidazole (MTZ), vancomycin (VAN), or fidaxomicin (FDX) has not 
been tested. 

In vitro activity, bactericidal, and time kill activity of IBZ versus comparators was 
evaluated against 100 clinical strains tested of which 59 had reduced 
susceptibility to other C. difficile antibiotics.

§Antibiotics: IBZ, FDX, VAN, MTZ
§MIC testing by agar dilution according to CLSI standard for anaerobic bacteria.
§ATP-bioluminescence assay (BacTiter-Glo assay, Promega Corp.) Signal decays 

calculated according to the formula:
   %relative luminescence=

(well luminescence-mean of media background)/(mean of growth control-mean of media background)x100%

§ Time-kill kinetics: 
§ bactericidal activity: reduction of ≥3log10 in viability relative to the starting 

inoculum after 24h exposure to antibiotics
§ Bacteriostatic: <3log10 killing compared to starting inoculum

§ Light microscopy:
§ reference strain R20291
§ Clinical strains MT4883 (reduced susceptibility to VAN) and FDXR28 (reduced 

susceptibility to FDX)

Test the antibacterial properties of ibezapolstat against multidrug resistant C. difficile strains.  
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§ Ibezapolstat bactericidal activity 
was similar to the MIC and 
maintained in wild-type and non-
susceptible strains. 
§Time-kill assays against 2 

laboratory wild-type and 2 clinical 
non-susceptible strains 
demonstrated sustained 
ibezapolstat activity despite 
reduced killing by comparator 
antibiotics for ibezapolstat and 
vancomycin non-susceptible 
strains. 
§This study demonstrated the 

potent bactericidal activity of 
ibezapolstat against a large 
collection of C. difficile strains 
including multidrug-resistant 
strains.
§ This study highlights the 

therapeutic potential of 
ibezapolstat against multidrug-
resistant strains of C. difficile.
§The effect of ibezapolstat against 

multidrug-resistant strains should 
be further explored in animal 
models to take full advantage of 
this unique mechanism of action.

CONCLUSIONS
Ibezapolstat bactericidal activity against multidrug 
resistant C. difficile strains

Ibezapolstat pharmacologic activity against reference  
and clinical strains of  C. difficile


