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IBS continues to evade the efforts of
medical science to translate knowledge of
putative pathogenetic or pathophysiological
mechanisms into successful pharmacological treatments. To some extent, laxatives
and antidiarrhoeal medications are able to
improve the erratic bowel habits associated
with IBS, and recently linaclotides have
been shown to relieve abdominal pain and
constipation in IBS-C.1 Even so, in those
experiencing treatment success this cannot
be linked to a disease-modifying effect,
since stopping the treatment leads to recurrence of symptoms.
From this point of view, a hot topic
during the past decades has been the
many reports of low-grade immune activation in subgroups of patients with IBS.2
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The early observations of GI infections as
a risk factor for developing IBS,3 but also
other functional GI disorders such as functional dyspepsia,4 has sent signals of hope
for anti-inﬂammatory treatment as a promising approach for a subset of patients.
Epidemiological observations of a reduced
risk for IBS in users of oral steroids pointed
in the same direction.5 The lack of a positive effect of prednisolone treatment in
postinfectious IBS, except for reducing the
number of lamina propria lymphocytes,6
was disappointing but has not hampered
the conceptual interest. Instead, it has
rather focused efforts into medications with
a better possibility for long-term treatment
such as the mast cell stabiliser ketotifen7
and even more interesting, 5-aminosalicylic
acid in the form of mesalazine8 that might
affect both mast cells and lymphocytes.
In this issue of Gut, two multicentre,
double blind, randomised and placebocontrolled trials exploring the effects of
12 weeks’ treatment with mesalazine in IBS
show negative outcomes. As disappointingly
as this might seem, both studies taken
together show the many inherent problems

in evaluating IBS therapy. First, the deﬁnition and subgrouping of IBS per se are
problematic, and the inconsistent association with underlying pathogenetic and
pathophysiological abnormalities. There is
general agreement about the use of the
Rome criteria for inclusion of patients into
clinical trials, and subtyping based on the
predominant bowel habit is suggested. The
study coordinated in Bologna by Barbara
et al9 included patients with IBS of all subtypes, while the Nottingham study coordinated by Spiller and colleagues10 included
only patients with IBS with diarrhoea. Both
have made relevant assumptions to do so
when planning the study design, but as is
often the case, assumptions based on GI
symptoms to include a patient group with a
relevant underlying pathophysiological
abnormality, notoriously deﬁne nonhomogeneous groups of patients. In the end,
neither the Bologna study that included all
IBS subtypes nor the Nottingham study
that included IBS with diarrhoea could
demonstrate an effect of mesalazine on the
primary endpoints. This may not be a big
surprise to some, since examples of symptoms for being bad predictors of underlying
pathophysiology are many. Visceral hypersensitivity,11 gut motor abnormalities12 and
signs of immune activation2 considered to
be important factors in IBS can only be
detected in a subset of patients with IBS,
and mostly with modest associations with
the symptoms reported by patients.
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studies by Barbara et al9 and Lam et al,10
which warrant further investigations.
A fraction of patients do seem to respond in
a meaningful and different way compared
with placebo demonstrated by the explorative variation in responder deﬁnition made
by Barbara et al, where it seems that a small
subset of patients seem to respond if you use
more strict endpoints. Deﬁning a biomarker
or patient characteristics that predict a greater
chance for treatment response is an important task for future studies. Lam et al suggest
that studying postinfectious IBS may be the
way to go based on a trend towards a better
response to mesalazine in that subgroup.
Therefore, we believe that the current
studies, despite being largely negative,
provide ideas how to move forward in the
area of anti-inﬂammatory treatments in IBS.
To provide clinically meaningful results,
inclusion probably still needs to be based on
current diagnostic criteria for IBS, ideally
combined with other features such as mode
of onset of IBS or presence of immune activation/low-grade inﬂammation, but most
importantly with collection of biological
samples for analysis of immune activity,
genetic polymorphisms associated with
immune function and microbiota composition, combined with careful clinical phenotyping of patients in order to deﬁne the
subset of patients that may respond to these
drugs. As has been said after other negative
clinical trials within GI, our interpretation of
these two negative trials is that it is important
not to throw out the baby with the bath
water,15 but try to ﬁnd the subset of patients
with IBS that may respond favourably to
mesalazine and other anti-inﬂammatories.
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Therefore, it may be better in future studies
to base inclusion of patients in clinical trials
in IBS on fulﬁlment of diagnostic criteria
for IBS combined with detectable abnormalities of relevance for the pharmacological agent that is evaluated. However,
the lack of effect of mesalazine on immune
parameters in the Nottingham trial does
not support that inclusion of patients with
IBS with low-grade inﬂammation/immune
activation in the GI tract would have
altered the outcome substantially, even
though other studies have found an effect
of mesalazine on immune parameters in the
GI tract in patients with IBS.8 13 From a
theoretical point of view, it seems logical to
only include patients who have the abnormality you want to treat with your drug.
The second inherent problem that might
seem difﬁcult to understand is that patients
to include in clinical studies are difﬁcult to
ﬁnd even though IBSs affect about 11% of
the adult population across the globe.14
The studies in the current issue of Gut are
examples of this, since slow recruitment
necessitated changed study set-up in one
and multiple study centres in the other. The
difﬁculties in ﬁnding suitable patients for
studies in a very common condition, to
some extent, question if study results are
applicable to the patients with IBS who visit
gastroenterology and primary care outpatient clinics so frequently? This difﬁculty
is by no means unique to these studies, but
reported by many researchers. Study endpoints are another challenge in IBS, where
there unfortunately is little consensus and
recommendations change over time. This is
exempliﬁed by the two studies in this issue
of Gut, which use different endpoints,
making them difﬁcult to compare with each
other and also with studies assessing other
agents. A big problem in IBS research is the
lack of a valid objective measure as primary
endpoint. The attempt to include a marker
of immune activity such as mast cell or
lymphocyte count in gut mucosa is probably important and relevant for this type of
studies, but needs to be done consistently,
and in larger sets of patients.
The disappointing results in these two
much-awaited studies of course dampens
the enthusiasm for mesalazine treatment in
IBS. However, some clues how to move
forward in order to potentially ﬁnd a subgroup of patients with IBS who will
respond to mesalazine or other antiinﬂammatory drugs are highlighted in the

