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LETTERS

If you have a burning desire to respond to a
paper published in Gut, why not make use
of our "rapid response" option?

Log onto our website (www.gutjnl.com),
find the paper that interests you, and send
your response via email by clicking on the
"eLetters" option in the box at the top right
hand corner.

Providing it isn’t libellous or obscene, it
will be posted within seven days. You can
retrieve it by clicking on "read eLetters" on
our homepage.

The editors will decide as before whether
to also publish it in a futrue paper issue.

Sulphasalazine and mesalazine:
serious adverse reactions re-
evaluated on the basis of
suspected adverse reaction
reports to the Committee on
Safety of Medicines
We were interested to read the report by
Ransford and Langman of their analysis of
yellow card reports of suspected adverse
drugs reactions for sulphasalazine and mesa-
lazine (Gut 2002;51:536–9). These reports,
submitted to the Committee on Safety of
Medicines, may provide useful flags to signal
unrecognised hazards of drugs. However, as
adverse reactions are not always recognised
or reported to the regulatory authorities by
physicians, these reports usually underesti-
mate the frequency of any adverse drug
reaction. Of greater importance, underreport-
ing is usually not random but selective,
which may introduce serious bias when
comparing different drugs.1 Various examples
have been described previously of drugs that
showed substantive differences in reporting
rates, which were not substantiated after
further research.1 For this reason, it is
recommended that, once there is a signal
for a suspected adverse drug reaction, other
sources of data are investigated.2

We recently initiated a study to quantify
the risk of renal toxicity in patients taking
aminosalicylate (5-ASA) drugs in the UK.

The General Practice Research Database
(GPRD) was used for this study, with data
collected as part of routine medical practice.
The GPRD has previously been demonstrated
to be a representative sample of the general
population of England and Wales, and the
completeness and validity of the GPRD
recording of medically significant events is
well established. Its data have been used
frequently to quantify the risk of adverse
drug reactions.3 Our study population
included almost 40 000 patients. We found
that the overall incidence of renal damage
(which included interstitial nephritis) was
rare in patients taking 5-ASA drugs, but
was increased relative to control patients
(table 1). The risk of renal toxicity in patients
taking mesalazine and sulphasalazine was
comparable. Interestingly, we found that the
risk of renal disease was related to indicators
of severity of inflammatory bowel disease
and to concomitant disease and drug treat-
ment. A recent report also suggested that the
kidney can be an extraintestinal target in
Crohn’s disease.4 We presented the results of
this study at the recent British Society of
Gastroenterology meeting.

Our findings also highlight the substantive
underreporting of the data used by Ransford
et al (table 1). Given the selected and
incomplete nature of the reports of suspected
adverse drugs reactions, one needs to estab-
lish whether physicians reported cases of
interstitial nephritis equally for users of
different 5-ASA drugs. The authors did not
provide any data for the comparability of the
users of the various 5-ASA drugs in the UK.

In conclusion, while we agree that renal
function should be evaluated and monitored
in patients taking 5-ASAs, the results of our
large epidemiological study show no differ-
ence in renal toxicity between mesalazine
and sulphasalazine and that confounding
factors can also significantly affect the overall
risk. A statistical analysis of suspected
adverse drug reaction reports may generate
signals but does not provide conclusive
evidence of differences in safety between
drugs.
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Author’s reply
We do of course recognise that making
deductions from examination of spontaneous
adverse reaction reports poses problems from
the incomplete nature of the data, and the
limited knowledge of biases. Thus we say
‘‘spontaneous reporting….cannot be used to
determine true rates of reaction’’. We also
speculate that reporting rates of interstitial
nephritis with mesalazine may be high
‘‘because a specific warning of possible renal
toxicity had been issued’’.

The comparatively equal values quoted by
Logan and van Staa of 1.2 (mesalazine) and
1.7 (sulphasalazine) cases of interstitial
nephritis per 1000 patient years are very
different from the 29 cases reported sponta-
neously on yellow cards for mesalazine with
none for sulphasalazine in the time period
assessed (there are a total of 47 for mesala-
zine and two for sulphasalazine, a fairly large
difference).

Being aware of the problems of judging
true rates of reaction from spontaneous
reports, and knowing that there was (as for
interstitial nephritis) a relative paucity of
reports for pancreatitis with sulphasalazine,
we have recently analysed data from the
General Practice Research Database (GPRD)
on prior drug exposure in cases of acute
pancreatitis. This clearly shows raised odds
ratios for mesalazine, but not for sulphasala-
zine, and with the odds ratio for mesalazine
being particularly high in those with first
exposure in the prior three months.1 The
finding is consonant with the spontaneous
adverse drug reaction data presented by us.

Rates from GPRD for interstitial nephritis,
as presented by Logan and van Staa per 1000
patient years, are difficult to relate to
individual patient exposures. It would be
valuable to have such information. Given
that sulphasalazine is the older drug, one
would expect longer exposure in each such
taker (particularly if it was for inflammatory
bowel disease). It would also be valuable to
know if the cases of renal damage in
sulphasalazine takers identified by Logan
and van Staa were in patients with inflam-

Table 1 Rates of renal events in the General Practice Research Database
(GPRD)3 study and in the study of Ransford et al

Rate per 1000 person
years

GPRD Renal toxicity During 5-ASA use 1.2
Mesalazine 1.2
Sulphasalazine 1.7

Control cohort 0.6

Ransford et al During 5-ASA use
Mesalazine 0.1
Sulphasalazine 0
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matory bowel disease rather than in those
with rheumatoid disease, where confounding
by use of other agents, notably penicillamine
and gold, and by complicating renal amyloid,
would need to be borne in mind. Differences
between our findings may be resolved in
due course by current surveillance studies
being conducted by the British Society of
Gastroenterology.
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Worsening of steatosis and
fibrosis progression in hepatitis C
We thank Ratziu et al for their interest in our
work.1 To grade steatosis, we used the
Metavir scoring system, shown by their group
to be accurate and reproducible.2 3 Worsening
was characterised by an increase in the
amount of lipids in hepatocytes, as defined
in this grading system. As emphasised in our
paper, our main finding was that worsening
of steatosis was the only independent factor
associated with fibrosis progression in multi-
variate analysis. This study was observational
and not aimed at establishing causal links, a
goal that requires a combination of prospec-
tive clinical studies and careful in vitro
experiments. Ratziu’s discussion of our data
is interesting but remains purely speculative.1

The issues raised by our results and their
discussion in both our paper and Ratziu’s
letter are currently being addressed through
appropriate studies in our centre.
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Complete regression of advanced
HCC with long acting octreotide
Various therapeutic approaches for unresect-
able hepatocellular carcinoma (HCC) have
been suggested in recent years. However,
major advances concerning tumour regres-
sion or patient survival were not achieved. A
few trials have assessed the effect of the
somatostatin analogue octreotide in
advanced HCC with divergent results.1 2 The
latter might be due to expression of soma-
tostatin receptor type 2 (SSTR2) in some but
not all patients with HCC.3 4 Herein we
describe a patient with advanced HCC who
was treated with long acting octreotide,

which resulted in complete and prolonged
regression of the tumour.

The patient was diagnosed with HCC after
a suspect nodule was detected in the abdom-
inal ultrasound. Laboratory testing revealed a
highly increased alpha fetoprotein (AFP)
level and positive hepatitis C virus antibodies.
Computed tomography (CT) of the liver
displayed multiple tumours (maximum dia-
meter 5 cm) in segment seven and two
smaller nodules in segments six and one.
Histology of an ultrasound guided biopsy
revealed HCC. Due to the advanced stage of
the tumour, surgical resection was not
feasible. As the patient refused local ablative
therapies, treatment with octreotide was
initiated (initially 250 mg twice daily followed
by long acting octreotide (Sandostatin LAR)
10 mg monthly). Four months later a 50–70%
reduction in the size of the multifocal
tumours was demonstrated by CT.
Furthermore, complete regression of the
formerly described tumours was noted 10
months after initiation of octreotide therapy.
This was paralleled by normalisation of the
formerly elevated AFP values (33.1 ng/ml v
7615.3 ng/ml). Octreotide receptor scintigra-
phy performed after 12 months and 19
months of therapy did not reveal any
suspicious enhancement. However, after 13
and 19 months a gradual increase in AFP
levels from 37 to 223 ng/ml and a new
suspicious liver nodule by CT scan was
observed. To date, the patient has not
experienced any tumour associated symp-
toms or drug related side effects and has been
in excellent condition during the 22 months
of treatment.

The survival improving treatment effects of
octreotide described by Kouroumalis and
colleagues1 were not confirmed in a subse-
quent randomised placebo controlled trial.2

Of the octreotide receptors expressed in the
liver, octreotide has the highest affinity for
SSTR2 compared with the four other isoforms
of the somatostatin receptors.3 SSTR2 is
expressed in HCC3 4 and has been shown to
play a major role in mediating cell cycle
arrest.5 Although we were not able to prove
SSTR expression in our patient due to tissue
preparation in another hospital, high SSTR2
expression in our patient might be the reason
for the unusual beneficial clinical course. The
recent increase in AFP levels could reflect the
ability of the tumour cells to escape soma-
tostatin receptor treatment, possibly by
downregulation or mutation of the respective
receptor.

To the best of our knowledge, complete and
prolonged regression of advanced HCC with
normalised AFP levels during octreotide
treatment has not been described previously.
Based on our observation and the divergent
results of recent studies, forthcoming trials
evaluating the effect of octreotide in
advanced HCC might additionally stratify
patients according to the respective somato-
statin receptor expression profile of tumour
cells.
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Diagnosing small bowel Crohn’s
disease with wireless capsule
endoscopy
We read the article by Fireman et al (Gut
2003;52:390–2) with great interest. We agree
that full visualisation and imaging of the
entire length of the small bowel is unsatis-
factory at present and that capsule endoscopy
(CE) is a novel technique and can be
considered as a promising new approach for
the diagnosis of obscure disease located in
the small bowel.

The authors diagnosed Crohn’s disease
(CD) in 12 of 17 patients with clinically
suspected CD according to the findings of
CE. The authors state that the majority of
diagnostic lesions were located in the distal
ileum. At least one colonoscopy had been
performed prior to CE in 15 of 17 patients.
Unfortunately, the investigators do not report
whether or not they were able to explore the
terminal ileum in all of these patients. Hence
the important question arises of which
endoscopic and histological findings had
been observed in the terminal ileum of these
15 study patients prior to CE, and whether
this clinical information may have affected
the interpretation of the CE findings in this
investigational setting. Furthermore, the
authors did not compare their non-diagnostic
x ray findings with the CE results.

To date, we have performed a total of 130
capsule endoscopy procedures. In 50 patients
with obscure gastrointestinal bleeding, we
were able to disclose CD as the most probable
underlying cause of bleeding in four patients.
In addition, one patient suffering from Peutz-
Jegher’s syndrome was diagnosed as also
having CD of the small bowel. We also
performed CE in eight patients in whom the
diagnosis of CD had been established prior to
CE to ‘‘stage’’ the small bowel for additional
lesions that could influence treatment deci-
sions. In the majority of our patients we
found that the main pathological lesions
were located in the terminal ileum. We were
however able to confirm most CD lesions
histologically by applying a second ileocolon-
oscopy with special emphasis on the small
bowel biopsies in most of these patients,
which allows for a greater diagnosis validity
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as small bowel ulcerations obtained with CE
may also be caused by non-steroidal anti-
inflammatory drug abuse, ulcerative ileitis, or
coeliac disease. Hence from our experience
we strongly recommend that patients with
suspected CD should initially undergo careful
ileocolonoscopy with close inspection of as
much as the ileum as possible, and acquisi-
tion of multiple ileal biopsies to histologically
establish CD prior to therapy.

We believe that at present CE is only
clinically indicated in patients with signs
and symptoms suggestive of small bowel CD
in whom:

N a stenosis/stricture has clearly been
excluded,

N the terminal ileum looks unremarkable on
endoscopy, or

N the ileum cannot be intubated for techni-
cal reasons.

The present study does not elucidate
whether CE is really superior to conventional
endoscopy plus histological assessment,
which must still be considered the gold
standard for the diagnosis of CD. As there
is a substantial risk of capsule retention in
the gastrointestinal tract in patients with
stenosing CD, it should be determined if the
benefits of CE findings outweigh the risks of
this otherwise remarkable novel technique in
individual patients.
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Ruhr University, Bochum, Germany
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Authors’ reply
We thank Drs Schulmann, Hollerbach, and
Schmiegel for their interest in our paper on
the subject of diagnosing small bowel
Crohn’s disease with wireless capsule endo-
scopy.1 Regarding colonoscopy,1 please note
that in the materials and methods section,
under study population, it is clearly stated
that all underwent colonoscopies elsewhere,
at most six months prior to entering the
study, and this statement is repeated in the
first paragraph of the results section. As these
patients came to us from other medical
centres with the results of their previous
colonoscopies, we sent the results of capsule
endoscopy (CE) to their own physicians (Re:
exploration of the terminal ileum). In the
results section, we state that six patients
underwent ileoscopy which was normal.

We appreciate the experience of your group
and agree with your indications and contra-
indications regarding the CE study.
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Cost effectiveness of pegylated
interferon alpha 2b and ribavirin
combination in chronic
hepatitis C
I read with great interest the excellent cost
effectiveness analysis of pegylated interferon
alpha 2b and ribavirin combination in
patients with chronic hepatitis C (Gut
2003;52:425–32). I was surprised by the
relatively low cost of treatment initiation in
Germany (table 3). The cost estimate of pre-
therapeutic diagnostics, at 473, included a
pregnancy test, quantitative hepatitis C virus-
RNA, thyroid stimulating hormone, thyrox-
ine, liver biopsy, and partial inpatient cost for
initiation of treatment. Do you exclude the
genotype assessment in these baseline tests?
In a previous US cost effectiveness study1

and in our hospital, the same pre-therapeutic
diagnostics seems more expensive (.1000).
How do you estimate the cost of a liver
biopsy? Even without taking into account the
complications of liver biopsy (three severe
complications out of 1000 and three deaths
out of 10 000), the cost of the baseline
diagnostics could be decreased by using non-
invasive biochemical markers of liver fea-
tures, such as the Fibrotest-Actitest, which
costs only 90 euros.2 3
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Risk of fracture in coeliac disease
We agree that the risk of fracture in coeliac
disease needs to be estimated more precisely
and that judicious use of DEXA scanning is
appropriate in this group, as it is in the
general population. However, as Walters and
colleagues (Gut 2003;52:1229–30) and others
have clearly shown, bone mineral density does
improve following treatment with a gluten
free diet, so recommendations to screen all
newly diagnosed patients with coeliac disease
at diagnosis do not seem judicious.1

Larger studies are needed and one such is
in progress. Nevertheless, the small increases
in risk which we found are similar to those
found in the only other population based
study of fracture risk in patients with coeliac
disease.2 In the absence of robust data
showing a marked increase in the risk of
fracture in patients with coeliac disease,
perhaps the onus should be on those
making such recommendations1 to provide

evidence supporting their efficacy and cost
effectiveness.
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NOTICES

Sir Francis Avery Jones British Society of
Gastroenterology Research Award 2004
Applications are invited by the Education
Committee of the British Society of Gastroen-
terology who will recommend to Council the
recipient of the 2004 Award. Applications
(TWENTY COPIES) should include:

N A manuscript (2 A4 pages ONLY) describ-
ing the work conducted

N A bibliography of relevant personal pub-
lications

N An outline of the proposed content of the
lecture, including title

N A written statement confirming that all or
a substantial part of the work has been
personally conducted in the UK or Eire.

Entrants must be 40 years old or less on 31
December 2004 but need not be a member of
the Society. The recipient will be required to
deliver a 30 minute lecture at the Annual
meeting of the Society in Glasgow in March
2004. Applications (TWENTY COPIES)
should be made to the Honorary Secretary,
British Society of Gastroenterology, 3 St
Andrews Place, London NW1 4LB by 1
December 2003.

British Society of Gastroenterology
Hopkins Endoscopy Prize 2004
Applications are invited by the Endoscopy
Committee of the British Society of
Gastroenterology who will recommend to
the Council the recipient of the 2004 Award.
Applications (TEN COPIES) should include:

N A manuscript (2 A4 pages ONLY) describ-
ing the work conducted

N A bibliography of relevant personal pub-
lications

N An outline of the proposed content of the
lecture, including title

N A written statement confirming that all or
a substantial part of the work has been
personally conducted in the UK or Eire.

An applicant need not be a member of the
Society. The recipient will be required to
deliver a 20 minute lecture at the Annual
meeting of the Society in Glasgow in March
2004. Applications (TEN COPIES) should be
made to the Endoscopy Section Secretary,
British Society of Gastroenterology, 3 St
Andrews Place, London NW1 4LB by 1
December 2003.
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High magnification chromoscopic
colonoscopy as a screening tool
in acromegaly
We read with great interest the paper by
Jenkins et al (Gut 2002;51:V13–14) regarding
screening guidelines for colorectal cancer
(CRC) and polyps in patients with acrome-
galy and the subsequent discussion by
Renehan addressing screening inconsisten-
cies compared with other high risk groups.1 2

The optimal colorectal screening modality
and frequency in this group however requires
clarification. Colonoscopy in this patient
group is technically demanding and often
complicated by inadequate bowel prepara-
tion.3 However, despite current controversies
regarding true CRC risk categorisation in
acromegaly, previous data from the largest
published series showed a trend for adenoma
and carcinoma formation in the right hemi
colon.4 This is an important observation for
many reasons.

Flat adenomas and carcinomas can be
difficult to detect by conventional colon-
oscopy alone, often presenting as subtle
mucosal erythema, mucosal pallor, fold con-
vergence, interruption of innominate grooves,
air induced deformation, or loss of vascular
net pattern.5 The neoplastic risk for this
morphologically distinct group has addition-
ally been shown by many authors to be
higher when compared with exophytic poly-
poid lesions and exhibit a propensity for the
right colon.6–9 De novo neoplastic lesions and

‘‘minute’’ colorectal cancers are also asso-
ciated with an increased risk of lymph node
metastasis due to early invasion of the
submucosal layer.10 Tada et al found extensive
submucosal invasion in a cohort of flat
colorectal neoplasms,11 with Shimoda’s series
corroborating these data with submucosal
invasion demonstrable in 69% of flat carci-
nomas compared with only 35% of sessile and
broad based polypoid carcinomas.12

Morphologically flat and depressed lesions
are also known to occur in chronic ulcerative
colitis13 where the need for CRC screening
with total colonoscopy and now adjunctive
chromoscopy is adopted by many centres.
Failure to detect such lesions may in part
account for those cases of CRC which
occurred in Winawer’s study, despite clear-
ance of all exophytic polyps, and thus stresses
the requirement for accurate diagnosis and
definitive treatment of these high risk
lesions.14

Given the lack of standardised and uniform
reporting regarding the morphology of colo-
rectal lesions in many of the existing pre-
valence studies of adenomas and CRC in
acromegaly however, at present we can only
hypothesis that the high incidence of right
hemi colonic neoplasia may be an indicator of
an alternative morphologically distinct lesion
such as the flat adenoma and carcinoma
with a trend towards a de novo pathogenic
sequence.

In our prospective study, 38 patients with
acromegaly underwent total colonoscopy by a
single endoscopist using the Olympus C240Z
magnifying colonoscope. Preparation was
with 4 litres of Kleanprep 24 hours prior to
the procedure. Pancolonic chromoscopy using
0.5% indigo carmine sprayed onto the colonic
mucosa using an Olympus diffusion catheter
(CS12890) was applied. Identified lesions
were morphologically grouped according to
the Japanese Research Society Classification
(JRSC).15 16 A flat lesion was defined as
mucosal change with a flat or rounded
surface combined with a height of less than
half the diameter of the lesion.17 High
magnification views of all suspected lesions
were then obtained and reported according to
the modified Kudo criteria.18 Tissue sampling
was performed with cold biopsy or endo-
scopic mucosal resection following exclusion
of a Kudo type V(n)/IIIs invasive crypt
pattern which suggests deep submucosal
invasion. Mean intubation and extubation
times were recorded. Neoplastic change was
classified according to the Vienna criteria.19

Caecal intubation was achieved in 37/38
(97%) patients with 36/38 (94%) receiving
confirmatory terminal ileal biopsies. Males
represented 14/37 (37% of the cohort, mean
age 64 years (range 40–75)). The mean
duration of intubation to the caecum was
16.5 minutes (range 3–31) and extubation
(excluding interventional procedures) was
35 minutes (range 20–55). There were no
complications.

A total of 28 lesions were identified in 15
patients. Twenty two hyperplastic lesions
were identified (79%) of which 17 (77%)
were flat (JRSC II). Twenty (91%) were
located in the left colon and rectum. Of the
five adenomas identified, four (80%) were
present in the right colon with 4/5 (80%)
being of JRSC II morphology. A single
adenoma with high grade dysplasia was
present in the right colon and was flat with
a small area of central depression. No
invasive carcinomas were diagnosed. Results
are summarised in table 1.

Although the numbers entering this study
are small, our results show a clear prevalence
for JRSC class II lesions in this select patient
group. Although only one adenoma with high
grade dysplasia was detected, it was small
(5 mm) and was not identified prior to
chromoscopic and magnification enhance-
ment, and therefore carries major clinical
connotations.

We suggest that further large prospective
studies are required to establish the true
prevalence of flat and depressed colorectal
lesions in acromegaly so that the optimal
screening modality and frequency can finally
be established. Furthermore, colonoscopists
require training in chromoscopic techniques
if a higher endoscopically ‘‘treatable’’ lesional
frequency is to be detected at a screening
level, so as to avoid the high apparent
incidence of interval neoplasms.
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Table 1 Lesion demographics

Histology n

Morphology (JRSC)

Dominant crypt pattern Mean size (mm)

Anatomical location

I II Rt colon Lt colon/rectum

Hyperplastic 22 5 17 I/II 6 2 20
Adenoma LGD 5 1 4 IIIL 6.5 4 1
Adenoma HGD 1 0 1 V(a) 5 1 0
Invasive neoplasia

(T2 or beyond)
0 0 0 Nill 0 0

LGD, low grade dysplasia; HGD, high grade dysplasia.
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Fetal ‘‘cardiac mucosa’’ is not
adult cardiac mucosa
De Hertogh et al’s autopsy study of the fetal
gastro-oesophageal region provides valuable
insight into the development of foregut
epithelium in the 13–24 week gestational
period (Gut 2003;52:791–6). Coincidentally,
two other studies appeared on the same
subject in April 2003.1 2 These studies were
stimulated by our hypothesis that cardiac
mucosa does not exist as a normal structure
in humans.3 4

Three columnar epithelial types are
reported between squamous epithelium and
parietal cell containing gastric mucosa in De
Hertogh’s study (Gut 2003;52:791–6). These
are called ‘‘primitive oesophageal mucosa’’,
‘‘primitive stomach mucosa’’, and ‘‘cardiac
mucosa’’. Careful anatomical correlation

place all of these mucosae in the oesophagus,
proximal to the gastro-oesophageal junction.
‘‘Primitive oesophageal mucosa’’ is a ciliated
epithelium that disappears at 24 weeks.
‘‘Proximal stomach mucosa’’ is a layer of flat
columnar cells containing depressions that
correspond to early gland pits distally.
‘‘Cardiac mucosa’’ is composed of foveolar
and surface epithelium overlying glandular
structures containing no parietal cells. The
description of ‘‘cardiac mucosa’’ and figs 2
and 4 show a very thin columnar epithelium
composed of uniform mucous cells with
foveolar pits and rudimentary sac-like struc-
tures devoid of any inflammation. Derdoy
et al’s ‘‘cardiac mucosa’’2 and Park et al’s
‘‘transitional zone’’1 are identical in appear-
ance. I have never seen this fetal epithelium
in any adult patient. The fact that these
authors call it ‘‘cardiac mucosa’’ does not
make it identical to the more conventional
cardiac mucosa seen in adults. The only
similarity is that it is a glandular mucosa
composed of mucous cells only. It is much
thinner than adult cardiac mucosa, it has no
inflammation, and its glands are much less
developed if present at all.

I would like to propose an alternate
explanation for the changes seen in all three
papers that I believe provides a better
explanation of the data in the papers. The
early fetal oesophagus is lined by primitive
undifferentiated ciliated columnar epithe-
lium. It begins differentiating into squamous
epithelium proximally and gastric mucosa
distally. Gastric differentiation is marked by
the appearance of true glands containing
parietal cells. In the second trimester, the
oesophageal squamous epithelium is sepa-
rated from parietal cell containing gastric
mucosa by a columnar epithelium composed
of foregut columnar stem cells forming a flat
surface and a foveolar pit. This is uncom-
mitted fetal columnar epithelium. This con-
tinues to develop into either squamous
epithelium proximally or parietal cell con-
taining gastric mucosa distally, so that its
overall length decreases as fetal age increases
(as shown in De Hortogh et al and Derdoy et
al’s studies2). With completion of the devel-
opment of the lower oesophageal sphincter in
early infant life, the physiological gastro-
oesophageal junction is defined and the
uncommitted columnar foregut epithelium
completes its development into squamous in
the oesophagus and gastric mucosa with
parietal cells distal to the lower oesophageal
sphincter. The uncommitted foregut colum-
nar epithelium disappears. The only normal
mucosae seen after development is complete
are squamous and gastric with parietal cells.
This is proven by illustrations that show
children with a direct transition of squamous
epithelium to gastric mucosa with parietal
cells (Chandrasoma and colleagues4 and fig
2A of Park and colleagues1). The absence of
cardiac mucosa in these illustrations is proof
that cardiac mucosa is not universally present
in children. Adult-type cardiac mucosa is also
absent universally in fetuses. The only reason
why De Hertogh et al reach the conclusion
that it is universally present in fetal life is
that they erroneously apply the term ‘‘cardiac
mucosa’’ to the uncommitted fetal columnar
epithelium that is universally present in fetal
life.
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Author’s reply
We would like to thank Dr Chandrasoma for
his attentive reading and kind comments on
our work published in Gut. He has also
provided the readers with an admirable
synthesis of the most recent research on the
development of the different mucosal types
in the gastro-oesophageal junction region. By
means of this letter, we want to reflect on
some of his comments.

The quintessence of Dr Chandrasoma’s
vision on cardiac mucosa (CM) is that it is
not a normal structure but develops through
metaplasia in the context of gastro-oesopha-
geal reflux disease. The presence of a small
length of CM in many ‘‘normal’’ adults could
be the result of asymptomatic low level
reflux. According to his view, the ‘‘non-
ciliated non-glandular late fetal foregut
epithelium’’ (which we call CM in our study)
will develop into either oesophageal squa-
mous epithelium or gastric mucosa with
parietal cell containing glands. The necessary
corollary of his theory is that there can be no
such thing as a normal CM. He also puts
forward the notion that the presence of CM
in some infants might be due to deviant
differentiation of the uncommitted epithe-
lium in the context of reflux or other trauma
such as nasogastric intubation. Even if this
hypothesis is correct, we think that other
possibilities should be considered. One pos-
sible situation could be the persistence of the
uncommitted epithelium with development
of a sort of heterotopic CM (analogous to the
heterotopic fundic-type mucosa described in
the upper third of the oesophagus). Clearly,
much more research is needed.

Obviously, our work is not completely
representative of the development of the
gastro-oesophageal junction region through-
out gestation. Notably, we need extra speci-
mens from third trimester fetuses. At this
moment we are gathering this material for
future research. As Dr Chandrasoma himself
says, the most important reason for the
divergent conclusions of his work and ours
are the terminology and interpretation of
the data. What we call CM is, in Dr
Chandrasoma’s opinion, an uncommitted
epithelium devoid of glands. He specifically
warns against applying the designation
‘‘gland’’ to the tangentially cut tortuous ends
of the foveolar pits (our fig 2 and fig 4). We
believe glands are present in these illustra-
tions. We formed this conclusion both on a
purely morphological basis (the gland cells
are cuboidal to triangular and contain a
centrally located round nucleus, as opposed
to the tall columnar foveolar and pit cells
with basically located nuclei) and after
histochemical evaluation (the foveolar and
pit cells contain a large amount of mostly
neutral mucins, whereas the gland cells for a
long time contain only a small amount of
mostly acidic mucins). We used the term CM
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for this zone interposed between squamous
and fundic mucosa because of its morpho-
logical analogy with adult CM (whether
normal or abnormal). Its principal character-
istic is the presence of mucus producing
glands devoid of parietal cells. We stated that
CM develops during gestation and is present
at birth. We do not know what happens with
this CM in infants and children. We cannot
comment on the identity of adult CM: has it
always been there or did it develop through
metaplasia? To prove or disprove Dr
Chandrasoma’s theory, evidently much
further research has to be done.
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Helicobacter pylori infection in
Africa and Europe: enigma of
host genetics
Helicobacter pylori infection is one of the most
common bacterial infections. The prevalence
varies from 25–50% in developed countries to
70–90% in the third world.1 Despite improved
treatment modalities, H pylori related gastro-
intestinal pathology, in common with gas-
tritis, peptic ulcers and consecutive bleeding
events, gastric MALT lymphoma, or carci-
noma, remains a major burden on Western
health systems. In the USA, approximately
four million people have active peptic ulcers
and about 350 000 new cases are diagnosed
each year. Four times as many duodenal
ulcers as gastric ulcers are diagnosed.2

Epidemiological evidence suggests that both
infection with H pylori and the consecutive
development of clinically relevant pathology
are influenced by genetic predisposition as
only a fraction of exposed individuals develop
infection and likewise a fraction of infected
individuals develop ulcers or even gastric
cancer.3

Thye et al used H pylori reactive serum
immunoglobulin G as a marker of H pylori
infection in Senegalese siblings and provided
for the first time concrete statistical evidence
for a genetic predisposition to H pylori
infection. The authors reported an association
between IFNGR1 polymorphisms and high
antibody concentrations.4 Inclusion of the
three variants (H318P, L450P, 256 T/C) in

the linkage analysis increased the LOD score
to 4.2. The two African amino acid exchange
variants, H318P and L450P, were not found
in 100 unselected Germans.4

Immediately, the question arises of
whether variation in the interferon c
receptor 1 (IFNGR1) locus is related to
H pylori infection or pathology in Caucasian
populations We genotyped two polymorph-
isms at the IFNGR1 locus (rs608914,
rs11914) in 344 H pylori infected individuals
undergoing upper gastrointestinal endoscopy
from northern Germany and 311 healthy
blood donors. H pylori infection was tested by
rapid urease test from a gastric biopsy or
histology. Patients were grouped according to
the severity of the mucosal inflammation,
ranging from mild inflammation such as
gastritis or duodenitis, to erosions and ulcer
disease. Polymorphisms were selected from
the Applied Biosystems ‘‘Assay on Demand’’
service (https://store.appliedbiosystems.com)
and genotyped by Taqman using standard
protocols. Because both polymorphisms were
non-functional single nucleotide polymorph-
isms (rs11914: synonymous T/G exchange in
exon 1, frequency in blood donors 13.5%;
rs608914: C/T exchange about 6.5 kb down-
stream of the transcriptional start site,
frequency in blood donors 31.3%) a haplotype
case control analysis was performed using
Hapmax5 to assess the association of the
locus with the respective phenotypes. The
markers exhibited a low degree of linkage
disequilibrium (LD) (D9 = 0.174) yielding a
highly informative haplotype analysis of the
locus (frequencies in normal controls: TC
0.586; TT 0.100; GC 0.279; GT 0.035). No
significant association with infection status
or severity of H pylori associated inflamma-
tion was found (table 1).

We conclude that INFGR1 is unlikely to be
involved in the aetiology of H pylori infection
or the development of clinical sequelae in
German Caucasians. This may be due to
aetiological differences between African and
Caucasian individuals, as suggested patho-
physiologically by Mitchell et al, who demon-
strated major differences in the IgG subclass
response to H pylori infection in the first and
third world.6 In relation to clinical disease
manifestations, the IFNGR1 locus may affect
antibody concentrations but not the clinical
course of H pylori infection in Caucasians.
Alternatively, other immunoregulatory genes
in the vicinity of the IFNGR1 locus such as
the interleukin 20 receptor a (200 kb dis-
tance) or MAP kinases 5 (600 kb distance)
could harbour the causative variants. High

densitiy LD mapping of the locus is required
to unravel the causative genetic variants in
both African and Caucasian populations. Our
data support the hypothesis that the genetic
diversity of the host immune system may
contribute to the differences in H pylori
prevalence and clinical outcome in African
and Caucasian populations.
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Platelet activation in patients with
irritable bowel syndrome may
reflect a subclinical inflammatory
response
We read the recent article by Houghton et al
and found the results very interesting (Gut
2003;52:663–70). Their observations included
higher platelet concentrations of 5-hydroxy-
tryptamine among patients with diarrhoea
predominant irritable bowel syndrome (d-
IBS) compared with controls. It is interesting
that a small but significant subgroup of IBS
patients report onset of their symptoms after
an episode of acute gastroenteritis and a role
of subclinical inflammatory aetiology has
been suggested for the condition.1 The role
of platelets in various inflammatory condi-
tions has previously been demonstrated but
their importance in IBS remains largely
unknown.2–7 We recently looked at the
possibility of platelet activation in IBS
patients by determining surface expression
of the activation markers at baseline and
after stimulation. Stimulation involved the
use of thrombin receptor activating peptide
(TRAP), activation markers P-selectin (CD62)
and glycoprotein 53 (CD63), and glycoprotein
(GP) receptors GPIb-IX and GPIIb/GPIIIa,
using whole blood flow cytometric analysis
(Becton Dickenson Flow Cytometer).8 9

Twenty consecutive IBS patients (18
females), mean age 29 years (20–62), ful-
filling the Rome II criteria (90% d-IBS) and
15 healthy controls (11 females), mean age
28 years (22–49), were included. Raised
inflammatory markers, previous bowel dis-

Table 1 Haplotype analysis of infection status and clinical manifestation of
Helicobacter pylori infection

Comparison groups n (groups) p Value

Infection status (normal controls versus all H pylori positive patients) 311 v 344 0.39
Moderate versus mild pathology in H pylori infected patients
(gastric/duodenal erosions versus no pathology or gastritis/duodenitis)

66 v 166 0.33

Severe versus mild pathology in H pylori infected patients
(gastric/duodenal ulcers versus no pathology or gastritis/duodenitis)

112 v 166 0.61

The table shows the comparative frequencies of the IFNGR1 haplotype described above.
Susceptibility to H pylori infection was tested by comparison of all H pylori positive patients (n: all
subgroups: 66+112+166 = 344) against normal controls (top row). Genetic predisposition for
complications of H pylori infection was tested by comparison of patients with moderate pathology
(gastric or duodenal erosions, n = 66) and severe pathology (gastric or duodenal ulcers n = 112) against
patients with mild or no pathology grouped together (no pathology, gastritis, or duodenitis, n = 166).
Significance was assessed by a x2 test of the global likelihood ratio of the case control haplotype
estimations.
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ease or surgery, diverticulosis, and current or
recent (past four weeks) use of non-steroidal
anti-inflammatory drugs were exclusion
criteria.

Standard venepuncture precautions were
observed for sample collection and final
analysis.8 A fluorescein isothiocynate (FITC)
conjugated GP1b specific antibody was used
to gate around the platelet population and list
mode data on 10 000 platelets acquired.
Mean fluorescence intensity (MFI) was used
to quantify FITC labelled GPIIb/GPIIIa and
GPIb-IX specific antibody binding. Binding of
P-selectin and GP53 to a phycoerythrin
labelled monoclonal antibody was expressed
as the percentage of platelets positive for that
antibody (% fluorescence). We tested varying
strengths of TRAP, ranging from 110 to
670 mm, in five controls and found maximal
reactivity of circulating platelets at a concen-
tration of 223 mM (concentration used for
activation studies). Differences between
groups (p) were assessed using the Mann-
Whitney U test for unpaired data. All
analyses were performed using the Minitab
statistical software and SPSS for windows
(10.0.5).

Baseline expression of P-selectin was sig-
nificantly increased in the IBS group (median
5.9 (interquartile range (IQR) 4.4 –8.9))
compared with healthy controls (median 4.1
(IQR 3.2–5.9)) (p = 0.03), all values repre-
senting per cent expression. Baseline expres-
sion of GP53 was higher in the IBS group
(median 3.0 (IQR 1.9–4.0)) compared with
normal controls (median 2.3 (IQR 1.9–2.8))
but failed to reach clinical significance. TRAP
stimulation resulted in increased expression
of P-selectin and GP53 in both groups.
Glycoprotein reactivity post stimulation was
significantly lower in the IBS group com-
pared with normal controls (p,0.05).

The numbers of GPIIb/IIIa and GPIb-IX
receptor sites on the platelet surface for each
group were calculated using a calibration
curve where MFI and the corresponding
number of antibody sites of multiple bead
populations were plotted using a log log
scale. The results in the two groups were
comparable.

In IBS patients with normal routine
inflammatory markers, we demonstrated a
significant increase in surface expression of
baseline P-selectin. The observed changes in
baseline and reactive expression of platelet
activation markers may support the theory of
an ongoing subclinical inflammatory process
in IBS. Reduced glycoprotein reactivity fol-
lowing TRAP stimulation in IBS may possibly
signify a continuous low level platelet activa-
tion and degranulation with consequent
platelet ‘‘exhaustion’’ and reduced expression
of antigens. Precise interpretation of our
results remains unclear due to the small
number of included patients. Future studies
involving a wider IBS population with possi-
ble subdivision based on the various disease
characteristics, including determination of
the possible disease triggering event, particu-
larly a past history of gastroenteritis, may
help to further clarify these observations.
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CORRECTIONS

Two errors have been noted in the paper by
CJ Hawkey et al in the June issue (Incidence
of gastroduodenal ulcers in patients with
rheumatoid arthritis after 12 weeks of rofe-
coxib, naproxen, or placebo: a multicentre,
randomised, double blind study. Gut
2003;52:820–6). On page 822, the lower
95% CI for the difference between rofecoxib
and placebo (4.05), is given as 93.37 rather
than 3.37. Also, in the key to fig 2, the dose of
rofecoxib is given as 500 mg instead of 50 mg.

In the letter by Siveke et al (Gut 2003; 52:
1531) the author list was ordered incorrectly
as JT Siveke, C Folwaczny and C Herberhold.
The correct order for the listing of authors
should have been JT Siveke, C Herberhold
and C Folwaczny. This was due to a technical
error for which the journal apologises.

NOTICES

British Society of Gastroenterology
Paul Brown Travel Fellowships
The Paul Brown Travel Fellowships are
awarded by the Endoscopy Committee of
the BSG. They are intended to assist trainee
gastroenterologists and established consul-
tants in visits to units outside the United
Kingdom for specialist experience and train-
ing in endoscopy.

Specialist registrars who have not achieved
their CCST are expected to have the approval
of their Postgraduate Dean and their
Regional Training Director when they apply

for a Travel Fellowship. Applicants are
expected to provide confirmation that they
have been accepted for training in the unit
that they wish to visit.

Successful applicants will be expected to
provide a brief written report to the
Endoscopy Committee of the outcome of
their visit.

Application forms are available from the
British Society of Gastroenterology Office, 3
St Andrew’s Place, London NW1 4LB. Email:
bsg@mailbox.ulcc.ac.uk

Hong Kong-Shanghai International
Liver Congress 2004
This conference will be held on 14–17
February 2004 in Hong Kong. The topic of
the conference is ‘‘Liver Diseases in the Post-
Genomic Era’’. Further details: Ms Kristie
Leung, Room 102–105 School of General
Nursing, Queen Mary Hospital, 102
Pokfulam Road, Hong Kong. Tel: +852 2818
4300/8101 2442; fax: +852 2818 4030; email:
kristieleung@hepa2004.org; website:
www.hepa2004.org

PET/CT and SPECT/CT Imaging in
Medical, Radiation, Surgical and
Nuclear Oncology
This continuing medical education pro-
gramme will take place on 19220 March
2004 at Johns Hopkins University School of
Medicine, Baltimore, Maryland, USA. Further
details: Office of Continuing Medical
Education, Johns Hopkins University School
of Medicine, Turner 20, 720 Rutland Avenue,
Baltimore, Maryland 21205-2195. Tel: +1 410
955 2959; fax: +1 410 955 0807; email:
cmenet@jhmi.edu;website:www.hopkinscme.
org

39th Annual Meeting of the European
Association for the Study of the Liver
This meeting will be held on 15–19 April 2004
in Berlin, Germany. Further details:
Secretariat, c/o Kenes International, 17 rue
du Cendrier, PO Box 1726, CH-1211 Geneva,
Switzerland. Tel: +41 22 908 0488; fax: +41 22
732 2850; email: info@easl.ch; website:
www.easl.ch/easl2004

N Deadline for receipt of abstracts: 16
November 2003

N Deadline for early registration 10 February
2004

Second Sheffield Multi-Disciplinary
Colorectal Meeting
There will be a multi-disciplinary symposium
for surgeons, physicians, radiologists and
specialist nurses on 9 January 2004. The
faculty includes: Wendy Atkin —St Mark’s
(London), Professor Jonathan Rhodes —
University of Liverpool, Professor John
Scholefield —Nottingham, Dr S Taylor—St
Mark’s Hospital, Mr Andrew Shorthouse—
Sheffield, Dr Stewart Riley—Sheffield, and
Karen Smith—Nurse Endoscopist at
Sheffield. The Second Sheffield Multi-
Disciplinary Colorectal Meeting takes place
between 10am and 5pm at the Postgraduate
Centre, Northern General Hospital, Sheffield.
The registration fee is £25. For further details,
please contact: Anne Smedley, Secretary to
Mr AJ Shorthouse, Royal Hallamshire
Hospital, Glossop Road, Sheffield, S19 2JF.
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