Comparative In Vitro Killing Kinetics of Ibezapolstat and Comparator Antibiotics
in Clostridioides difficile and Enterococcus Co-Cultures

ICDS 2026 Poster#87 Eugénie Basseres, Md Ekramul Karim, Khurshida Begum, Abdulwhab
Shremo Msdi, M Jahangir Alam, Taryn Eubank, and Kevin W Garey
College Of Pharmacy L/_ University of Houston College of Pharmacy

Follow us
@PharmacoBiome Lab

BACKGROUND
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Clinical trials of IBZ focused on patients with multiple recurrent
Number of events 15 14 0 2 15 12 +Expansion of Actinobacteria (Bifidobacteria)
Number of patients 16 14 16 14 16 14

+Preservation of Clostridiales (bile acid metabolizers) CDlis in progress (NCTO7513285))

OBJECTIVE

The objective of this study was to evaluate the in vitro bactericidal and molecular efficacy of IBZ, vancomycin (VAN), and fidaxomicin (FDX) against
C. difficile and Enterococcus in standalone and complex co-culture environments.
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IBZ: ibezapolstat; FDX: fidaxomicin; VAN: vancomycin; CON: control
In monoculture, IBZ displayed potent bactericidal activity non-inferior to FDX At the transcriptional level, all treatments significantly suppressed tcdB
(p 20.2381). Enterococcus co-culture with C. difficile created microbial abundance compared to control (p < .0001). Notably, co-culture with
interference that impaired C. difficile killing across all antibiotic arms (p = Enterococcus improved IBZ effect on TcdB with a 0.33-log additional reduction
0.0054), decreasing killing by up to 2.90 logs; however, IBZ maintained the (p=0.0082). IBZ decreased VanA by 3.87-logs compared to VAN (p<.0001) and
highest residual anti-C. difficile performance (5.51-log reduction), significantly 1.74 logs improvement compared to FDX (p<0.0001).

outperforming VAN (p = 0.0112)

CONCLUSIONS

 These findings demonstrate that Enterococcus creates a protective microenvironment that actively impairs C. difficile
killing using standard antibiotic regimens.

 |IBZ maintained superior bactericidal activity under co-culture conditions while simultaneously eradicating vancomycin-
resistant reservoirs.

* |If validated in clinical practice in the treatment of patients with CDI, IBZ’s activity has the potential to reduce the
nosocomial emergence of the critical pathogen VRE while treating CDI.
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