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Editor;

We read the papers by Barbara et al. and Lam et al. with interest. [1, 2] The authors
reported the results of two randomised controlled trials (RCTs) of mesalazinein irritable
bowel syndrome (IBS). These are the largest studies examining the efficacy of thisdrug in
IBS, to date, and the authors are to be applauded for conducting them.

The efficacy of mesalazine in ulcerative colitis (UC) is undisputed. [3-5] However,
the observation that a subset of patients with IBS, particularly those with a post-infective
aetiology, may demonstrate low-grade colonic mucosal inflammatory changes has led to a
renewed interest in the use of the drug for this condition. [6] Unfortunately, mesalazine was
not superior to placebo in the authors’ primary analysis in either of the trials, although there
was a benefit in a post hoc analysis, when response to treatment was defined as satisfactory
relief of overall IBS symptoms for aminimum of 10 weeks of the 12-week treatment period
inonetrial, [1] and when mean daily stool frequency was assessed at study end in patients
with the greatest daily stool frequency at baseline in the second trid. [2]

Asthe authors of one of the trials correctly point out, [1] the landscape of trial design
for RCTsin the functional gastrointestinal disorders has changed considerably since these
two trials were conceived. This led to the use of endpoints for response that were probably
too easily met by patients in the placebo arm, and which may partly explain the placebo
response rates of amost 70% for satisfactory relief of abdominal pain or discomfort, and
>60% for satisfactory relief of overal IBS symptomsin onetria, [1] and >40% for
satisfactory relief of IBS symptomsin the other. [2]

Increasing the stringency of the endpoint for response for satisfactory relief of IBS
symptoms clearly led to an increase in the magnitude of the difference in response rates

between mesalazine and placebo in the trial by Barbara et al., from 4% when response in 6 of



12 weeks was used, to 11% when response in 9 of 12 weeks was used, through to 15% when
responsein 10 of 12 weeks was used (see Figure 4B of their article). However, thereis
another issue that may have led to an underestimation of the true treatment effect in both
trias.

Efficacy of mesalazine in UC is equivalent whether given once daily or as divided
doses. [7] The literature on placebo response ratesin IBS demonstrates that if a placebo is
administered more than once daily, then placebo response ratesrise. [8] It may have therefore
been preferable to use a once daily dosing schedule in both trials, in order to minimise
placebo response rates, thereby increasing the likelihood of detecting a statistically significant
difference between mesalazine and placebo.

This criticism aside, these are two excellent studies, which suggest that drugs that
target mucosal inflammation may be beneficial in a subset of IBS patients. Larger

confirmatory RCTs conducted in these subgroups are anticipated eagerly.
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