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eaders are encouraged to write letters to the editor concerning articles that have been published in GASTROENTEROLOGY. Letters that include original,

npublished data will not be considered. Letters should be typewritten and submitted electronically to http://www.editorialmanager.com/gastro/
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isceral Hypersensitivity in Irritable
owel Syndrome: Does It Really
ormalize Over Time?
ear Sir:
We would like to comment on the article by Naliboff et

l1 published in the August 2006 issue of GASTROENTER-
LOGY. Hypersensitivity of the colon is often considered
s a biological marker of irritable bowel syndrome (IBS)
n many of these patients.2– 4 The causes and conse-
uences of this process are still debated, and data are
bviously lacking on the natural history of this hyper-
ensitivity. Naliboff et al1 realized a tour de force when they
tudied the pain threshold to rectal balloon distention in
BS patients every 4 months during 1 year. The informa-
ion provided here is unique and essential. The authors
bserved that:

. IBS symptoms remained stable over 12 months,
whereas visceral hypersensitivity improved, suggesting
an absence of direct relationship between both phe-
nomena, and confirming the notion extrapolated
from other studies where clinical improvement could
be obtained by psychological5 or pharmacologic6,7

treatments, without modification of intestinal sensi-
tivity.

. The measure of visceral sensitivity remained stable
over 4 months, an important confirmation of other
studies,5–7 often using a 10- to 14-week comparison
period.

. At the 3rd and 4th barostat testing, done at 8 and 12
months, respectively), the pain threshold of the 20 IBS
patients increased significantly (real values not given
in the text but were extrapolated from figures) from
�30 mm Hg to �36 mm Hg (the normal range being
�34 – 44 mm Hg).

We absolutely agree with the authors that this increase
n the pain threshold probably reflects a process of ha-
ituation (although definitive proof is indeed still lack-

ng). However, we believe that this habituation process is
ot restricted to IBS. As the authors mention, a definite
rend (P � .1) was noted; the mean discomfort threshold
n their 12 healthy control subjects increased over time
rom �35–36 mm Hg to �42– 43 mm Hg. It is striking to
ee in Figure 2 in the article that the longitudinal changes
n discomfort thresholds revealed absolute parallel curves
or IBS patients and for healthy controls, clearly suggest-
ng that both groups had a similar evolution. Such an
ncrease in visceral pain thresholds has been already de-
cribed in healthy controls submitted to repeated disten-

ions of the esophagus.8 Consequently, if we can appre-
iate the increase in the measured pain threshold with
epeated testing, we are not convinced that “visceral hy-
ersensitivity normalized over time” as the authors said.
n Figure 2, the distribution of normal controls cannot
ollow the hatched area extrapolated from the initial test,
ut must be adjusted for the control values obtained at 0,
, 8, and 12 months specifically. The manuscript report
id not allow us to perform statistical analyses, but the
iscomfort thresholds at each time point seem always

ower in IBS patients than in the control subjects, the
ifference between IBS patients and controls being thus
table over time.

In our opinion, this most interesting paper therefore
hows that visceral hypersensitivity is (1) present in IBS
atients, (2) stable over a 4-month period, and (3) per-
istent over a longer period of 8 –12 months (although
he discomfort thresholds can vary over time).
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eply. We appreciate the comments of Dr Faure and
olleagues on our manuscript entitled “Longitudinal
hange in perceptual and brain activation response to
isceral stimuli in irritable bowel syndrome patients.”1

hey point out that the change in visceral perception
ver the course of the multiple testings observed in the
atients with irritable bowel syndrome (IBS) may also
ccur in the control subjects, suggesting that the group
ifferences in perceptual sensitivity would therefore re-
ain constant despite the changes for both groups. The

ontrol subjects in our study did in fact show an in-
reased discomfort threshold from the first to the fourth
esting (39.6 – 43.5 mm Hg), which was not significant.
he controls also showed a small but nonsignificant

11.7–10.9 cm) decline in ratings of the 50-mm Hg dis-
ention, which we did not report in the original paper.
his measure decreased by about 1.4 cm in the IBS
atients (see Figure 1C in the original article). Although
e would argue that for both these measures the changes

or the control subjects were somewhat smaller than that
or the IBS subjects due to less vigilance, given the small
ample of controls it is not really possible (nor was it a
rimary purpose of this study) to test directly group
ifferences in the amount or temporal pattern of percep-
ual change. In any event, we do agree with Dr Faure and
olleagues that, in a larger sample, one would expect to
ee significant changes in perception in the control sub-
ects with repeated exposure, and that this is an impor-
ant consideration for barostat studies.

We have also argued that cognitive and attentional
actors such as vigilance, although very significant com-
onents of the perceptual response in IBS, are not exclu-
ive mechanisms and in fact some degree of hypersensi-
ivity may come from multiple other sources.2– 4 The

rimary purpose of the paper, however, was to test
hether the perceptual response in IBS patients was to a
ignificant extent modifiable by experience, and with ex-
erience, would the behavioral response move to within
he range usually associated with normal perception? We
lso wanted to examine the central circuits associated
ith this modifiable part of the perceptual response we
ypothesized was associated with hypervigilance. Hope-

ully, future studies will be able to more carefully exam-
ne the separate mechanisms of afferent input, attention,
ognition, and pain modulation in both IBS and control
ubjects to better clarify these issues of visceral hypersen-
itivity.5
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