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Intestinal type upper GI
adenocarcinoma develops earlier
in Scottish males
Chronic mucosal damage resulting from
either reflux in the oesophagus or H pylori
infection in the stomach leads to intest-
inal type adenocarcinoma with a strong
male predominance, greatest in the oeso-
phagus and least in the antrum. Since
subtype varies by site it is unclear which
of these variables is the strongest pre-
dictor of male predominance. The current
study addressed this question using the
West of Scotland Cancer Registry cover-
ing 3 million people. Histology was
reviewed in 812 randomly selected cases
and the subtype determined using the
Lauren classification. Overall 63.8% of
cancer patients were male, 55.1% non-
cardiac stomach, 22% gastric cardia and
26.6% oesophageal. The male predomi-
nance was greatest in the oesophagus, the
male/female ratio being 3.5, 2.0 in the
cardia and 1.65 for non-cardiac gastric
cancers. Multivariate analysis showed
that the gender effect was lost when age
and subtype were included. As the figure
shows, the male predominance is largely
due to males developing the intestinal
subtype 17 years earlier than females,
while the diffuse subtype showed no
gender bias. The authors speculate that
oestrogen may delay carcinogenesis by
suppressing the inflammatory response.
See page 16

Abnormal small intestinal barrier
function is necessary for colitis to
occur in IL10–/– mice
Increased intestinal permeability has been
found to be associated with inflammatory
bowel disease, but whether it is aetiologi-
cally important is a matter of debate.
Interleukin 10 gene deficient (IL10–/–) mice
develop patchy, chronic colitis, similar to
Crohn’s disease in humans. These mice
have impaired intestinal barrier function,
but its causative role in the development of
colitis is unknown. Arrieta et al present a
study in which they demonstrate that
increased small intestinal permeability pre-
cedes colonic disease (assessed with TNFa
and IFNc) in IL10–/– mice (see fig).
Furthermore, by treating the mice with
AT-1001, an inhibitor of zonulin (a peptide

secreted into the gut lumen, where it opens
the tight junctions), the small intestinal
permeability was reduced, which clearly
attenuated colitis in these mice. Additional
experiments also demonstrated that AT-
1001 was active only in the small intestine.
Therefore, as abnormal small intestinal
permeability is aetiologically important in
the development of colitis in IL10–/– mice, it
seems plausible that increased small intest-
inal permeability may be involved in the
aetiology of inflammatory bowel disease.
See page 41

The FICE mode is not superior to
standard colonoscopy with
targeted indigocarmine
chromoendoscopy for the
detection of adenoma
The substantial miss rate of colonic lesions
during standard colonoscopy is a clinically
important problem. Computed virtual
chromoendoscopy with the ‘‘Fujinon intel-
ligent colour enhancement’’ system (FICE),
which narrows the bandwidth of light
components to enhance mucosal contrast,

In IL10-/- mice increased small intestinal
permeability (A) precedes the development of
colonic inflammation, measured with IFNc (B).

A flat adenoma visualised with colonoscopy in
the FICE mode (B) and after indigocarmine dye
spraying (C).

Age specific incidence of intestinal subtype of
upper gastrointestinal adenocarcinoma by gender.
Open squares, female; closed squares, male.
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has been proposed to reduce this miss rate.
In the present issue of Gut, Pohl et al
present a randomised multicentre trial
where the adenoma detection rate with
colonoscopy in the FICE mode was com-
pared with standard colonoscopy with
targeted indigocarmine chromoscopy (con-
trol group) (see fig). The adenoma detec-
tion rates were found to be similar in the
groups. Moreover, for the differential diag-
nosis of adenomas and non-neoplastic
polyps the two techniques were compar-
able (sensitivity 93% vs 90%; NS).
Contrary to expectations, FICE did not
shorten the procedural time. To conclude,
no superiority for FICE over colonoscopy
with targeted indigocarmine chromoendo-
scopy could be detected. Therefore, the
place for FICE in clinical practice remains to
be determined. See page 73

CpG island methylator phenotype
(CIMP-high) predicts lower colon
cancer specific mortality
CpG islands are genomic areas that
contain a high frequency of cytosine and
guanine dinucleotides. They are fre-
quently found in promoter regions, where
methylation is thought to inhibit gene
expression. A subset of colorectal cancer
(CRC) showing widespread promoter
methylation are called CpG island methy-
lator phenotype (CIMP) high. While
microsatellite instability (MSI) is asso-
ciated with better prognosis and mutation
of the BRAF gene has an adverse effect,
the effect of CIMP is unclear since CIMP-
high is associated with BRAF mutation.
This study examined 649 CRCs derived
from two long term population cohorts
containing 121 700 women and 51 500
men. Pathology slides were retrieved and
DNA analysed. The commonest mutation

was KRAS (37%), with 19% MSI high,
19% CIMP high and 17% with a BRAF
mutation. As the figure shows, the CRC
specific survival was worse in CIMP-low,
BRAF+ tumours and best in CIMP high,
BRAF– patients. The multivariate analysis
showed that KRAS status had no inde-
pendent effect on prognosis. The adverse
effect of BRAF+ remained but was amelio-
rated by being CIMP high. Defining just
how these mutations interact will
improve our ability to predict prognosis
in CRC. See page 90

Hereditary pancreatitis in
France—a very rare but
ultimately frequently fatal genetic
disorder
Hereditary pancreatitis (HP) is a rare
autosomal dominant genetic condition
and so most reports to date have been
small. This population-based study
attempted to describe all HP patients in
France and identified 200 patients within
78 families, giving a prevalence of 0.3 per
100 000 of the French population. As the
figure shows, most patients develop
symptoms before the age of 30 though
the diagnosis was often delayed. The
cationic tripsinogen gene (PRSS1) muta-
tion accounted for 68% of cases with
mutation of the serum protease inhibitor
KAZAL type 1 (SPINK1) in 13% and a
mutation of the CFTR (cystic fibrosis
transmembrane conductance regulator) in
2%. The main symptoms were abdominal
pain in 83% and acute pancreatitis in 69%.
Exocrine and endocrine pancreatic insuf-
ficiency developed in 32% and 26% at a
median age of 29 and 38 years, respec-
tively. The presence or absence of a PRSS1
mutation did not influence the develop-
ment of pancreatic insufficiency. 16% had
endoscopic procedures while 24% had

surgery, mostly splenopancreatectomy.
10 (5%) developed adenocarcinoma, the
risk increasing with age, reaching 53% by
the age of 75. Pancreatic adenocarcinoma
accounted for 42% of the 19 deaths and is
thus the largest single cause of mortality
in HP. See page 97

Metabolic syndrome—an
independent risk factor for liver
cirrhosis in chronic hepatitis B
Metabolic syndrome, comprising type 2
diabetes, hypertension, central obesity
and dyslipidaemia, is a negative prognos-
tic factor for patients with various chronic
liver diseases. However, the role of the
metabolic syndrome in patients with
chronic hepatitis B (CHB), the most
common cause of liver cirrhosis world-
wide, is unknown. In this issue of Gut,
Wong and co-workers convincingly
demonstrate that metabolic syndrome is
an independent risk factor of liver cirrho-
sis in CHB. This was true for patients
with histological liver cirrhosis, as well as
for patients with possible and probable
liver cirrhosis, assessed with liver stiffness
measurement (see fig). Moreover, the
odds ratios for development of probable
and possible cirrhosis had an increased
trend with increasing numbers of compo-
nents of the metabolic syndrome. In a
subset of the patients the accuracy of liver
stiffness measurements was assessed and
found to be good. Based on the findings in
the present study assessment of the
benefit of therapy for the metabolic
syndrome in patients with CHB seem
warranted. See page 111

Age at onset of symptoms in hereditary
pancreatitis.

Survival curves in colon cancer according to
CIMP/BRAF status showing colon cancer
specific survival.

Metabolic syndrome increases the prevalence
of histological, possible and probable liver
cirrhosis in CHB. Grey bars represent patients
with the metabolic syndrome and white bars
represent patients without metabolic syndrome.
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