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The role of the selective serotonin
reuptake inhibitor citalopram in
irritable bowel syndrome

We read with great interest the article by Tack
et al on the effect of the selective serotonin
reuptake inhibitor (SSRI) citalopram on symp-
toms in patients with irritable bowel syndrome
(IBS) (Gut 2006;55:1095-103). The usefulness
of the results of this study are however
debatable. Several previous studies have inves-
tigated the effect of tricyclic antidepressants
and SSRIs on functional gastrointestinal symp-
toms. Because of errors or lack of clarity in
study design, inclusion of very selected patient
populations and, above all, small sample sizes,
their role in the treatment of patients with IBS
in daily clinical practice remains unclear.

The study of Tack et al, as already correctly
pointed out by Creed in his commentary (Gut
2006;55:1065-7), also suffers from major
shortcomings in study design, poor description
of study population and no information on
whether or not subjects and physicians/inves-
tigators were blinded and, if yes, how.

Nevertheless, Creed claims that this study
provides useful information on the effect of
citalopram on the primary outcome measure—
number of days per week with abdominal pain.
What is relevant for patients as well as
physicians is the risk of reduction in the
number of days with abdominal pain after
citalopram treatment. From the results of this
study a relative risk of abdominal pain can be
calculated: using data from the parallel group
only (the first treatment episode), patients that
used citalopram reported 3.7/7=53% of the
week with abdominal pain compared with 5.2/
7=74% of the week in patients receiving
placebo. This results in a relative risk of 0.72
(95% confidence interval 0.58-0.89) for
abdominal pain when using citalopram com-
pared with placebo. This sounds very promis-
ing. However, when performing a post hoc
power analysis for this study, with alpha being
0.05 and a minimally appropriate power of
80%, each treatment group should have con-
sisted of at least 82 subjects. This means that
this study was heavily underpowered and
results should therefore be interpreted as for
a pilot study.

Considering that there are already many
studies available investigating the potential
benefits of antidepressants in small samples
of patients with IBS, this study does not
contribute to the ongoing discussion about
the role of antidepressants in the treatment of
patients with IBS in daily clinical practice.
There is still a need for a large, well defined,
randomised, double blind, placebo controlled
clinical trial to investigate the true effect of an
antidepressant on symptoms in patients with
IBS.
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Authors’ response

We read with great interest the letter by Van
Kerkhoven et al (this issue) concerning a recent
article published by our group (Gut
2006;55:1095-103). We thank the authors for
their interest in our work. In this study, we
found that treatment with the selective ser-
otonin reuptake inhibitor (SSRI) citalopram
markedly improves symptoms, including
abdominal pain, compared with placebo in
non-depressed patients with irritable bowel
syndrome (IBS). Moreover, this effect on core
IBS symptoms was found to be independent of
effects on anxiety and depression as measured
by self-report questionnaires.

We agree that there are several previous
studies investigating the effect of tricyclic anti-
depressants on functional gastrointestinal dis-
orders.' > However, although SSRIs are widely
used in the treatment of IBS in clinical settings,
there is a paucity of randomised controlled trials
studying their effectiveness in this indication, as
pointed out in our study, by Dr Creed in his
commentary to our study and also in recent
excellent reviews regarding this topic.'"” Only
four previous trials have been identified by
Creed, and by ourselves in the Discussion section
of the article. Moreover, we believe that this
study may be important as it is one of the first to
show a considerable effect not only on overall
well-being and quality of life but also on core
IBS symptoms including abdominal pain and
bloating. Furthermore, this was observed in a
study that excluded patients with high anxiety
and depression levels.

We agree that this study has important
limitations, as dealt with in the discussion
section of the original article, and reiterated in
the commentaries by Creed and in the letter by
Van Kerkhoven ef al. We agree that the analysis
of the first phase as a parallel group design
study in a smaller patient group and the
recruitment of patients from a tertiary care
setting are all limitations. However, the study
was principally designed to provide mechan-
istic insight into the mode of action of SSRIs; it
was not designed to be the definitive clinical
study. Therefore, we excluded patients with
high anxiety and depression levels and we
performed assessments of the effect of the
SSRI on colonic sensorimotor function. Hence,
although the number of patients included in
this demanding trial is small, the patients were
exceptionally well characterised in terms of
symptoms, colonic sensorimotor function and
psychosocial profile. Moreover, the participa-
tion rate throughout the study remained high,
and the study remained double blind through-
out its long course. The cross-over design was
also chosen to allow close correlation of
(effects of citalopram on) colonic sensorimotor
function and symptomatic outcome. As such,
this study is the first one to show efficacy on
core IBS symptoms, which cannot be attrib-
uted to peripheral effects in colonic sensor-
imotor function, nor to effects on anxiety,
depression or somatisation.

It is crystal clear that this needs confirma-
tion in a larger, placebo-controlled parallel
group trial in a non-tertiary care setting, as
we already indicated in the final sentence of
the paper: “Larger scale studies will be required
to study the efficacy of citalopram or other
SSRIs in the IBS patient population seen in
primary practice and in secondary care”. When
designing such a large trial, our study provides
important insights on which symptoms to
assess, what dose of citalopram to use, which
symptoms respond over which time course of
response, and shows that results can be
obtained even when excluding patients with
high anxiety or depression levels. However, it is
generally extremely difficult to obtain funding
for therapeutic trials in patients with func-
tional bowel disorders with existing psycho-
tropic drugs, and we believe this is the main
reason that such information is lacking. If Van
Kerkhoven et al were to succeed in organising
such a large multicentre trial, we would be
more than happy to contribute by including
carefully selected and well-characterised
patients with IBS.
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Mechanical lithotripsy for
Bouveret’s syndrome

We read with interest the editor’s quiz about
Bouveret’s syndrome by Yau ef al (Gut
2006;55:373, 387). We noted the comments
that these cases are usually dealt with surgi-
cally, and carry a high morbidity. Recently, we
had a similar case, which was managed with-
out surgical intervention using mechanical
lithotripsy as normally used at endoscopic
retrograde cholangiopancreatography, avoiding
the need for laparoscopic surgery.

A 79-year-old woman was admitted with a
2-month history of recurrent vomiting, abdom-
inal pain and weight loss. A CT scan of the
abdomen showed a grossly dilated stomach
suggestive of gastric outlet obstruction due to
stones in the second part of the duodenum
(D2). A subsequent gastrografin follow
through showed duodenal obstruction and a
cholecystoduodenal fistula.

An oesophagogastroduodenoscopy showed
an inflamed and narrowed pylorus with
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