
unresectable tumour with extensive local
spread and distant metastases to the liver.

This case illustrates two key points. Firstly,
carcinoma developed in spite of argon plasma
coagulation treatment. Only half of the
aVected mucosa was treated in this study to
allow the remaining half to serve as an inter-
nal control and so it is impossible to state
whether this oesophageal carcinoma arose in
the argon plasma coagulation treated or
untreated segment. The central issue is
whether squamous re-epithelialisation abol-
ishes the malignant potential of the gastro-
oesophageal junction. Destruction of colum-
nar epithelium by argon plasma coagulation
followed by restitution of squamous epithe-
lium may reverse dysplastic changes but
could simply hide them.

Secondly, and perhaps more importantly,
this carcinoma went undetected in spite of
rigorous endoscopic follow up and a well
defined biopsy protocol, raising further
doubts over the eVectiveness of conventional
endoscopic surveillance of columnar lined
oesophagus. The surveillance process is sub-
ject to several potential sampling errors. The
dysplastic process may be patchy and changes
may be missed at biopsy. The histological
interpretation of dysplasia is subjective and
observer dependent. Finally, carcinoma may
arise from the submucosal layers of the
oesophagus, with very little mucosal abnor-
mality, and beyond the reach of conventional
endoscopic biopsy forceps. Such carcinomas
are likely to remain undetected until a very
late stage.

No evidence of the phenomenon of “bur-
ied glands” was seen following argon plasma
coagulation treatment in this case. Other
authors have reported this appearance follow-
ing thermal ablative treatment of columnar
lined oesophagus.1–4 These islands of persist-
ent metaplastic tissue may retain the potential
for malignant transformation. Their signifi-
cance is as yet unclear but, in this case at
least, they cannot be implicated in the
progression to carcinoma.

All patients with columnar lined oesoph-
agus who have participated in clinical studies
of argon plasma coagulation will require close
follow up over many years to ensure that
potentially malignant tissue has truly been
ablated and not merely covered by a “white-
wash” of squamous epithelium.
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Reply

EDITOR,—Dr Shand and colleagues clearly
underlined, as we did (Gut 2000;46:574–7),
the major concerns about the eradication of
Barrett’s mucosa by thermocoagulation.
Their case diVers from ours in the followings
ways: our patient did not show any dysplasia
at baseline diagnosis, has completed full
eradication of the Barrett’s segment, and
showed recurrence of neoplasic glands after a
period of 18 months, clearly beneath the
squamous; this last finding supports the fact
that emergence of neoplastic glands was
probably newly developed. The present case
is interesting because it raises another con-
cern with this type of management; as no
buried glands were evidenced under the new
squamous layer and the interval between
endotherapy and occurrence of unresectable
tumour was very short (approximately four
months), this case clearly illustrates the need
for a complete and optimal staging and map-
ping of the target areas before starting the
destruction of Barrett’s mucosa disclosing
dysplasia.

As stated and discussed by the authors, the
initial dysplastic process was probably patchy
and changes may be missed or under staged
at biopsy; in this situation, argon plasma
coagulation treatment only hides the dysplas-
tic areas.

Furthermore, submucosal origin of the
carcinoma ideally should be excluded by per-
forming endoscopic ultrasonography and
profound biopsies with large forceps.

Reporting these cases clearly shows that:
(a) Barrett’s mucosa destruction remains

experimental and surveillance has to be
strictly maintained.

(b) Selection of patients is paramount and
should include accurate staging and
mapping of the target areas before endo-
therapy.
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Outcome of lamivudine resistant
hepatitis B virus infection in liver
transplant recipients in Singapore

EDITOR,—We read with interest the article by
Mutimer and colleagues (Gut 2000;46:107–
113). The Birmingham group described the
clinical course of four liver transplant patients
who developed graft infection with lamivu-
dine resistant virus. Lamivudine resistant
hepatitis B developed after a mean duration
of nine months (range 8–11) after the
transplant. Liver function abnormalities oc-
curred at a mean duration of six months
(range 3–12) after the emergence of lamivu-
dine resistant virus and three of the four
patients died 5–20 months later. The authors
concluded that the lamivudine resistant phe-
notype can cause severe graft damage.

In our liver transplant centre, 12 patients
with chronic hepatitis B (four with hepatocel-
lular carcinoma) underwent liver transplanta-
tion over a five year period. All were given
lamivudine before and after transplant. Lami-
vudine resistant hepatitis B developed in six
of the nine survivors at a mean duration of 60
weeks (range 1–127) after liver transplant.
Apart from weaning oV immunosuppression
aggressively, no further antiviral treatment
was added. All six had normal liver function
at their last follow up (mean 28, range 0–123

weeks after emergence of lamivudine resist-
ant virus).

Contrary to what the Birmingham group
experienced, all of our patients with lamivu-
dine resistant virus were well, with no
evidence of graft dysfunction. Long term
outcome of such patients remains unknown
and it may be premature to conclude that the
lamivudine resistant phenotype causes severe
graft damage.
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Gastric cancer in patients with benign
dyspepsia

EDITOR,—There is an ongoing debate regard-
ing the value of endoscopy in younger
patients presenting with dyspepsia. One
important consideration is the likelihood of
detecting an underlying cancer which might
be cured by early treatment. The large retro-
spective study by Breslin and colleagues in
the January issue of Gut (Gut 2000;46:93–97)
indicates that underlying cancer will be diag-
nosed in about 1 in 1000 patients presenting
with uncomplicated dyspepsia under 45 years
of age. However, the calculated 95% confi-
dence intervals for this are wide (1 in 2963 to
1 in 300).

An important question in considering the
significance of this finding is whether the
prevalence of cancer in these patients with
benign dyspepsia is any diVerent from that in
the general population. In our own country,
Scotland, the chance of a patient presenting
with gastro-oesophageal cancer before the
age of 50 is 1 in 909 (ISD Scotland Cancer
Surveillance Group Data Request and Analy-
sis Service) and half of those have presented
with the cancer within the age band 45–49.
Most of these patients will have had the
tumour present in their stomach for a consid-
erable time prior to clinical presentation,
which would have been detected by screening
endoscopy five years earlier. Even allowing
for the fact that population based rates of
gastro-oesophageal cancer are higher in Scot-
land than Alberta,1 this suggests that the
prevalence of underlying cancer in patients
presenting with uncomplicated dyspepsia
may not be diVerent from that in the general
population. Consequently, oVering endos-
copy to patients with simple uncomplicated
dyspepsia to detect cancer may merely repre-
sent screening of the general population.

There has been a general assumption that a
tumour growing in the stomach will produce
dyspeptic symptoms. However, there is no
evidence for this. Tumours developing in the
colon or other parts of the gastrointestinal
tract rarely, if ever, cause symptoms until they
produce complications such as bleeding or
obstruction.

A very small proportion of patients pre-
senting with uncomplicated dyspepsia will
have underlying cancers but this finding may
be unrelated to their symptoms. Unless
uncomplicated dyspepsia is confirmed to be a
symptom of underlying malignancy, then one
would be as well to recommend oVering
endoscopy to patients presenting with a
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