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Introduction

Learn more on the Phase 3 at www.ricodifytrial.com/eu

Conclusions
• Metagenomic analysis of fecal samples from a Phase 2 clinical trial showed that ridinilazole treatment 

preserved gut microbiome richness (an a-diversity measure), its potential to produce protective secondary 
bile acids, and the actual levels of protective bile acids.

• Post-ridinilazole treatment, gut microbiome richness and levels of protective secondary bile acids gradually 
increased to levels higher than baseline.

• In contrast, vancomycin treatment was associated with a reduction in microbiome richness and its potential 
to produce protective bile acids leading to secondary bile acids representing only ~1% of total bile acids.

• At 1 month post-vancomycin treatment, gut microbiome richness and levels of protective bile acids were 
similar to those in patients before therapy. 

• These findings provide a mechanistic rationale for the lower rate of recurrence of CDI observed with 
ridinilazole compared with vancomycin in this Phase 2 study.9

• Ridinilazole is currently being evaluated in two Phase 3 studies for the treatment of CDI and the reduction 
of recurrence (www.ricodifytrial.com/eu).

Figure 1. Role of Microbiome-Associated Bile Acid Metabolism in CDI

• In a Phase 2 clinical study, ridinilazole treatment demonstrated a ~60% relative reduction in CDI recurrence at 
30 days post-EOT (EOS), sparing of the gut microbiome (by 16S rRNA profiling), and preservation of the 
protective secondary bile acids compared to vancomycin (Figure 2).9-11

• This poster presents results from a subsequent metagenomic analysis that measured more accurately and 
thoroughly the differential effects of ridinilazole versus vancomycin on the gut microbiome and its metabolic 
potential. 

Methods

*P<0.05. P values from the Wilcoxon signed rank tests between baseline and EOT or EOS in each treatment group.
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• A healthy and diverse gut microbiome is essential to human health and to prevent Clostridioides difficile 
infection (CDI), a leading cause of morbidity and mortality in several countries.1

• Key risk factors for CDI are low diversity of the gut microbiome, generally following antibiotic therapy, and low 
levels of microbiome associated-protective secondary bile acids, which have direct inhibitory activity against 
C. difficile (Figure 1).2,3

• Current treatments for CDI may cause more damage to the gut microbiome4-5 and increase the risk of 
recurrence of CDI to ~25% of patients after treatment with vancomycin.6

• Ridinilazole is an oral, targeted bactericidal antibiotic against C. difficile, with a microbiome-sparing profile.7,8

α-Diversity Analysis

• From baseline to EOT, no significant change in microbiome richness was observed with ridinilazole treatment 
(7% reduction, P = 0.32), compared with a significant 57% reduction in richness with vancomycin treatment 
(P = 6.31e-8) (Figure 3).

• From baseline to EOS, microbiome richness was significantly higher (50%, P = 0.0007) in patients treated with 
ridinilazole, compared to no change from baseline in patients treated with vancomycin (0%, P = 0.72).

Relative Abundance of bai Gene Carriers

• Only a few bacterial taxa are reported in the literature to carry bai genes required to produce the protective 
secondary bile acids.  

• These bacterial taxa were still present in most patients at ridinilazole EOT compared to baseline. In contrast, 
these taxa were not detected in most patients at vancomycin EOT (Figure 4). 

Relative Abundance of bai Genes

• At EOT, ridinilazole had a lower impact on the relative abundance of bai genes than vancomycin, with 0% and 
100% reductions, respectively (Table 1; Figure 5). 

• At EOS, ridinilazole-treated patients showed a trend toward higher relative abundance of bai genes than at 
baseline, while these were similar to baseline in vancomycin-treated patients (Table 1; Figure 5).
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• This analysis evaluated clinical samples from a Phase 2, randomized, double-blind, clinical study that compared 
the efficacy of 10-day oral ridinilazole (200 mg BID) or vancomycin (125 mg QID) as CDI treatment (NCT02092935).

• DNA extracted from stool samples from 62 patients was analyzed by metagenomic shotgun sequencing on an 
Illumina platform. 

• Microbiome diversity results are reported as median values and significance analyzed by Mann-Whitney U 
tests. Wilcoxon signed rank tests were performed on the sum of bai genes relative abundance for paired 
samples: baseline/BSL to EOT/Day 10 (ridinilazole, n=23; vancomycin, n=20) and BSL to EOS/Day 40 (ridinilazole, 
n=25; vancomycin, n=28). 

Results

Table 1. Change in bai Operon Gene Abundance

Ridinilazole Vancomycin

% Change P Value % Change P Value

BSL vs EOT 0% 0.28 -100% 0.0017

BSL vs EOS +24% 0.056 0% 0.12

Abbreviations
bai, bile acid inducible; bsh, bile salt hydrolase; BSL, baseline; CDI, Clostridioides difficile 
infection;  EOS, end of study; EOT, end of treatment; MGS, metagenomic species
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