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INTRODUCTION

Bacillus clausii (B. clausii) strains O/C, SIN, N/R and T are used
for the prevention of antibiotic-associated diarrhoea (AAD).

A randomised controlled clinical trial in adults showed the
incidence of diarrhoea was lower with antibiotics plus B. clausii
compared with antibiotics plus placebo® (9.3% vs 30.8%).

AAD is common in children prescribed antibiotics, but the
efficacy of B. clausii is preventing diarrhoea in this population
IS not know.

OBJECTIVE

To pool clinical evidence for a potential role of B. clausii in
preventing AAD in children.
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* Controlled trials of childer 0-18 years investigating the therapeutic efficacy and safety of the commercially available
probiotic drug containing a mix of the four B. clausii strains O/C, SIN, N/R, T.

Patient characteristics and trial design
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RESULTS

Benoni trial?

e |n the ampicillin-only group, therapy was suspended due to
diarrhoea in 2 children, while the number of stools did not
increase in the children co-treated with B. clausii (Figure 1)?
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Figure 1: Events of diarrhoea occurring during antibiotic
therapy with and without B. clausii.
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Pooled trials

e By combining the data of the 3 trials, a significant
difference was observed (Figure 4)
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Figure 4: Pooled re-analysis of three controlled trials of B. clausii.
for the prevention of antibiotic-associated diarrhoea
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e Children randomised to B. clausii had fewer gastrointestinal
symptoms (p<0.01), including diarrhoea (present in 1 child receiving
B. clausii and 5 children receiving antibiotics only; (Figure 2)°
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Figure 2: Gastrointestinal symptoms occurring during antibiotic
therapy with and without B. clausii.
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Limitations

e |nherent differences between trials such as differing duration, age
ranges and methodology, whether parallel groups were present and
the age of some trials.

The trials lacked a placebo arm and were not blinded.
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Destura trial®

e Diarrhoea occurred in 3 of 162 children receiving B. clausii
treatment and 7 of 161 children in the control group
(p=0.22; Figure 3)*
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Figure 3: Gastrointestinal symptoms occurring during antibiotic
therapy with and without B. clausii.
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SUMMARY AND CONCLUSIONS

The efficacy of B. clausii in the prevention of AAD in children
was assessed in three clinical trials in which a lower
occurrence of diarrhoea episodes was observed.

Statistical significance was not reached in individual trials,
probably because of low sample size and low overall
incidence of AAD.

Analysis of pooled results confirmed a significantly lower
incidence of AAD in children receiving B. clausii, with a
decrease from 6.5% to 1.8%, similar to the incidence
observed for adults.
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