
negative MCL were clinically similar to those
with cyclin D1 positive MCL. The immuno-
reactivity for cyclin D2 in our reported case
remains to be examined. Final confirmation for
cyclin D2 or D3 in these patients with cyclin D1
negative MCL will be carried out in future
studies.

A literature search using Japana Centra Revuo
Medicina (in Japanese) (keywords: ulcerative
colitis, mantle cell lymphoma; retrieval period:
1983–2007) found no cases, and a similar search
in Medline (keywords: ulcerative colitis, mantle
cell lymphoma) found only one case worldwide
of colonic MCL with ulcerative colitis.3 Therefore
we consider this to be the second reported case
to date of colonic MCL with ulcerative colitis. In
the case reported by Dr Sinharay, the biopsied
samples from pseudopolyps with active ulcera-
tive colitis indicated an overexpression of cyclin-
D1 protein, and a diagnosis of colonic MCL was
made. The samples revealed multiple lympho-
matous polyposis arising from a background of
ulcerative colitis. However, it should be clarified
whether the colonic MCL with multiple lym-
phomatous polyposis was primary or whether
the patient developed MCL on a background of
long standing ulcerative colitis, as described
above.

Loftus et al (reference 2 in Dr Sinharay’s
letter) reported that the risk of developing NHL
in ulcerative colitis does not exceed that of the
general population. Dr Sinharay said that the
possibility of ulcerative colitis transforming
into NHL should be considered. We disagree,
however, because the incidence is low. A
definite correlation between ulcerative colitis
and colonic lymphoma has not been reported,
though it should be noted that colonic lym-
phoma can develop in cases of ulcerative
colitis.

Immune modifier therapy involving an anti-
CD20 antibody (rituximab) could be implicated
in a small percentage of lymphoma patients,
occurring in the setting of inflammatory bowel
disease as described by Loftus et al. However, a
multicentre phase II pilot study indicated that
rituximab following induction chemoimmu-
notherapy appeared to prolong progression-
free survival in various types of MCL without
increasing toxicity, and is not limited to
gastrointestinal lymphoma.4 Forstpointner et
al have also reported that maintenance therapy
with rituximab was effective after salvage
therapy with rituximab along with traditional
chemotherapy, and significantly prolonged the
response duration in patients with follicular
lymphoma and MCL.5 Furthermore, Ritchie et
al have reported that combination therapy with
hyper-CVAD (cyclophosphamide, vincristine,
doxorubicin, and dexamethasone) plus ritux-
imab increases event-free survival in patients
with previously untreated MCL.6 Very recently
Herold et al reported that rituximab added to
first line mitoxantrone, chlorambucil, and
prednisolone chemotherapy, followed by inter-
feron maintenance, prolongs survival in
patients with advanced follicular lymphoma.7

We strongly suspect that immune modifier
treatment involving rituximab added to tradi-
tional chemotherapy will produce more sig-
nificant prolongation of progression-free
survival. We look forward to future prospective
studies of these important subjects.
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Does hyperhomocysteinaemia
contribute to gastric
carcinogenesis in Helicobacter
pylori infected patients?
In a recent issue of Gut, Marino et al showed
that eradication of Helicobacter pylori resulted in
increased levels of vitamin B-12 (cobalamin)
and decreased levels of plasma homocysteine
in elderly patients (Gut 2007;56:469–74), con-
firming preliminary reports.1 The authors recall
that cobalamin deficiency is associated with
H pylori infection and is a major cause of
hyperhomocysteinaemia in the general popula-
tion.

Global DNA hypomethylation, which is
associated with hyperhomocysteinaemia,2 is
an epigenetic event often found in tumour
cells.3 The homocysteine raising effect of
H pylori may thus promote gastric carcinogen-
esis. Consistently, a recent study showed that
hyperhomocysteinaemia may increase the risk
of developing gastric cancer in a Chinese

population.4 Along with Marino’s results, these
findings may provide new insights in our
understanding of H pylori related gastric carci-
nogenesis.

One question remains open: Is eradication of
H pylori the best way to prevent gastric cancer?
The conclusion of the Maastricht III consensus
report was that ‘‘Eradication of H pylori infec-
tion has the potential to reduce the risk of
gastric cancer development’’.5 Indeed, current
evidence is insufficient to accurately identify a
definitive population where prevention or
treatment strategies have to be targeted. In
this regard, future trials to identify high risk
individuals for gastric cancer are eagerly
awaited.6

Collectively, the above findings suggest that
prevention strategies might target a subset of
patients with lowest serum cobalamin levels.
One question thus arises: Should we screen
and treat H pylori positive patients for cobala-
min deficiency (and hyperhomocysteinaemia)
to reduce the risk of gastric cancer?

Future epidemiological and intervention
studies assessing the influence of eradication
of H pylori on the risk of gastric cancer must
include the measurement of cobalamin and
plasma homocysteine concentrations. This may
shed new light on the H pylori story.7
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Author’s reply
We thank Dr Peyrin-Biroulet for his comments
on our study and we would like to make some
further observations. It is well accepted that
H pylori is a group 1 carcinogen. The mechan-
isms whereby the microorganism induces
gastric carcinogenesis are not completely
understood but are linked to bacterial virulence
factors, host genetics, and environmental
factors. In human gastric carcinogenesis,
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