
LETTERS TO
THE EDITOR

Ileal pouch-anal anastomosis for
Crohn’s disease

EDITOR,—In his leading article (Gut
1998;43:303–8), Mr Phillips makes a plea for
realistic comparisons between outcomes for
pouch surgery in Crohn’s disease with other
restorative procedures for this disease, rather
than comparisons with restorative procto-
colectomy for other diseases, specifically
ulcerative colitis. We agree that like compari-
sons are important in scientific analysis, but
point out that such comparisons are con-
founded by the diYculties of accurate
histological diagnosis in inflammatory bowel
disease. In particular we should like to
highlight the diagnostic confusion and unreli-
ability of a change in diagnosis from ulcera-
tive colitis to Crohn’s disease based on the
histological examination of the defunctioned
rectum in ulcerative colitis.1 Nearly all of the
inflammatory changes of Crohn’s disease
have been described in the defunctioned
colorectum in ulcerative colitis.2 Any change
from a diagnosis of ulcerative colitis to
Crohn’s disease must be based on a re-
examination of the colectomy specimen and
placed in context with the clinical history.
The misdiagnosis of diverted ulcerative coli-
tis, as Crohn’s disease, will only add further
to the confusion surrounding the debate on
the role of the pelvic ileal reservoir in Crohn’s
disease.
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A requiem for the cholecystokinin
provocation test?

EDITOR,—We read with interest the study by
Smythe et al (Gut 1998;43:571–4); however,
we feel that on the basis of the data presented,
the pronouncement of death for the test may
perhaps be a little premature.

Firstly, despite the low sensitivity and spe-
cificity reported, the test still had positive and
negative predictive values (66.7 and 57%
respectively) which would be clinically useful
in allowing patients to come to an informed
decision regarding cholecystectomy.

Secondly, the authors conclude that there
is no statistical diVerence between the
positive and negative test groups in terms of
their outcome after cholecystectomy. The
relative benefit of the test expressed as the
odds ratio is 2.7 with a 95% confidence inter-
val from 0.7 (no benefit) to 10 (great
benefit)—hence the authors cannot reach a
conclusion with a study of this size regarding
the usefulness of the test. We estimate that if
the proportions of subjects in the various
outcome groups remained the same, 148
subjects would be needed for the study to
have 80% power with an odds ratio of 2.7.
The ideal number of subjects for this study
would depend on the size of diVerence in
clinical outcome, which would be useful to
detect. Obviously, if the true odds ratio is
higher than 2.7 then fewer subjects would be
required, but at a more realistic but still clini-
cally useful odds ratio of less than 2.7 an even
larger study would be necessary.

Thirdly, we obtained diVerent figures
for sensitivity, specificity and p value for
the ÷2 test (with Yates’ correction) of
75%, 47%, and p=0.26, respectively, with
respect to symptomatic improvement after
cholecystectomy—perhaps the authors’ defi-
nition of these parameters was diVerent to
our own interpretation of their data.

Fourthly, the results of this study may not
be applicable to a wider clinical setting.
Cholecystectomy was performed on a highly
selected group of subjects, after a variable
time period and with the cholecystokinin
provocation test result already known. It
might have been more appropriate to oVer all
subjects cholecystectomy or to randomise
them to management with or without knowl-
edge of the test result.

S CAMPBELL
R A ELTON

P BRAMLEY
Stirling Royal Infirmary NHS Trust,

Livilands, Stirling FK8 2AU,
Scotland, UK

Reply

EDITOR,—We agree entirely with the concept
that larger numbers in this study (as in any
other) would yield narrower confidence
intervals. In our study the cholecystokinin
provocation test had low sensitivity and
specificity (the use of Yates’ correction is
controversial) and we disagree that these
positive and negative predictive values are
clinically useful in counselling patients re-
garding outcome after cholecystectomy.

We also agree that a randomised blind
study may be a more objective way of assess-
ing the usefulness of this test; however, most
patients in the study underwent cholecystec-
tomy for symptoms and we have assessed
symptomatic relief separately from chole-
cystokinin positivity. Indeed, most patients
were given saline first (they were blinded to
the infusion) and their symptoms recorded.
We suggest that the comments raised by
Campbell and colleagues do not detract from
the fact that almost 50% of patients with
acalculous biliary pain experience relief after
cholecystectomy and the cholecystokinin
provacation test is unable to predict those
with good outcome.
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Measles virus and Crohn’s disease

EDITOR,—We read with interest the view of
Professor ter Meulen (Gut 1998;43:733–4)
regarding the possible association of measles
virus and Crohn’s disease. We are in complete
agreement with the author that current data
available in the literature, mostly derived
from serological, epidemiological and case
control studies, are controversial and need to
be investigated further. Professor ter Meulen
proposes that the definitive answer to the
problem of the involvement of measles virus
in inflammatory bowel disease (IBD) would
come from amplification of measles virus
genome from IBD tissues by polymerase
chain reaction (PCR) and then characterisa-
tion of the amplified DNA fragment by
nucleotide sequencing. We would like to draw
attention to published studies from several
groups including ourselves and the IBD
study group, who formulated the original
measles hypothesis, which have tackled this
issue using PCR but have not been men-
tioned by Professor ter Meulen in his article.
These papers report highly sensitive measles
specific RT-PCR systems that have been used
to examine both colonic biopsy specimens
(from both newly diagnosed and treated
patients with Crohn’s disease) and resection
specimens, and have targeted diVerent re-
gions of the measles virus gene using primers
corresponding to the N, F and H gene
regions.1–5 All have produced negative results.

Professor ter Meulen also suggests that
lack of detection of measles virus in diseased
tissues may be a result of low copy number of
viral genes in infected cells. The sensitivity
limits of the detection systems established by
the groups mentioned earlier varied consider-
ably. One group reported amplification of the
target sequence from a single copy of the
measles virus genome.5 We successfully am-
plified RNA templates extracted from virus
particles corresponding to about 10−3 pfu
(plaque forming units) and applied ap-
proaches which potentially improved the sen-
sitivity of the detection system by examining
the amplified DNA products by Southern
blotting or digoxigenin antibody assay.2 Oth-
ers also used diVerent approaches to improve
the assay sensitivity including enriching the
measles virus RNA templates by oligonucleo-
tide capturing from IBD specimens.3 In our
laboratory we were able to amplify measles
virus RNA from a nucleic acid mixture
extracted from control tissues including
material from SSPE brain, colonoscopic
biopsy samples spiked with measles virus,
and from virus infected tissue culture fluid.2

This evidence supports the view that mea-
sles virus does not persist in IBD tissues and
therefore probably is not involved in the aeti-
ology or pathogenesis of Crohn’s disease. In
addition we suggest that lack of detection of
measles virus sequence is not due to low copy
numbers of viral genes but perhaps their
complete absence.
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