
have been reported. Each study registered a
decrease in serum TNF-a levels, and no
change in the CD4 cell count or plasma HIV
RNA, or any adverse side effects. However,
the safety and efficacy of anti-TNF-a agents
in CD in the context of chronic viral infec-
tions is unclear. This is the first report of a
patient affected concomitantly by CD and
HIV and treated with an anti-TNF-a agent
(infliximab).

A 42 year old Caucasian woman was
infected with HIV through heterosexual
contact in 1997. HAART therapy had con-
trolled the infection (CD4 counts usually
.250; fig 1) and no opportunistic infections
had appeared. In October 2003 she was
diagnosed with inflammatory bowel disease
(IBD) based on a flare up of rectal bleeding,
diarrhoea, and fever. Left colonoscopy
revealed multiple erosions and several deep
geographic ulcerations. Histology was com-
patible with indeterminate colitis.
Cytomegalovirus (CMV) and other viral,
bacterial, and parasite infections were ruled
out. At the time of IBD diagnosis, the
patient’s CD4 count was 555 cells/ml and
her viral HIV load was ,200 copies. The
patient initially responded to corticosteroids.

In August 2005, the subject suffered an
acute IBD flare up with severe rectal bleed-
ing, which was medically controlled with
intravenous corticosteroids and antibiotics.
Colonoscopy revealed IBD activity in the
sigma and throughout the colon.
Additionally, two fistulae orifices were
observed in the anal canal. Nuclear magnetic
resonance imaging showed a 5 cm inter-
sphincter (internal and external) fistula.
This time the histology was compatible with
CD. Again, CMV, other viruses, and infesta-
tion of bacteria or parasites were excluded.
The last CD4 count before this episode had
been 505 cells/ml (June 2005).

We decided to employ an anti-TNF-a agent
(infliximab) for both inducing remission and
treating the perianal disease. A mantoux test
and a booster were performed, which were
both negative. Infliximab was then adminis-
tered according to the usual scheduled
programme (at weeks 0, 2, and 6). We

measured the CD4 count and viral HIV load
before the first infusion of infliximab,
48 hours after each consecutive administra-
tion, and two months after the third infusion.
No significant modification of the CD4 count
was detected (see fig 1). Viral load never
exceeded 200 copies. The patient experienced
complete clinical and endoscopic remission,
with closure of the fistulae.

The use of infliximab in subjects with HIV
infection and CD seems to be safe and
effective. The patient is now receiving main-
tenance therapy with infliximab. Regular
CD4 counts will confirm the reliability of this
therapeutic approach. However, if the CD4
count drops below 250 cell/ml, the pro-
gramme would need to be re-evaluated
because of the risk of opportunistic infec-
tions.

Future experience will help to clarify the
long term immunological effects of anti-TNF-a
therapy in such circumstances. However, the
benefits obtained with infliximab in a case of
severe CD in the context of a well controlled
HIV infection are highly relevant, particularly
as they were not accompanied by deterioration
in HIV infection
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Predictive value of microsatellite
instability for benefit from
adjuvant fluorouracil
chemotherapy in colorectal
cancer
We read with interest the study by Jover and
colleagues (Gut 2006;55:848–55) on the pre-
dictive value of the DNA mismatch repair
(MMR) or microsatellite instability (MSI)
phenotype for response of colorectal cancer
patients to 5-fluorouracil (5-FU) chemother-
apy. We are concerned however about the
conclusion reached by the authors and the
accompanying commentary (Gut
2006;55:759–61) that MSI status should be
considered in decisions on the use of 5-FU.
While the clinical utility of MSI status for
screening of hereditary non-polyposis colo-
rectal cancer (HNPCC) is unquestioned, we
are of the opinion that currently available
data cannot justify exclusion of patients with
MSI tumours from receiving 5-FU treatment.

The authors state that ‘‘5-FU based chem-
otherapy may not be useful in stage II and III
MMR deficient colorectal cancer and a revi-
sion in the management of this subgroup
should be considered’’. However, examina-
tion of the results shown in fig 3B and table 4
of their paper indicates a benefit from 5-FU
treatment for patients with MMR deficient
(MSI-H or MSI+) tumours, with survival
rates of 89.5% and 82.4% for treated and non-
treated patients, respectively. A similar obser-
vation was recently made by Benatti and
colleagues1 who reported a five year survival
rate of 100% for stage II MSI+ patients
treated with 5-FU compared with approxi-
mately 90% for those treated by surgery
alone. In both studies, the authors appear to
have reached the opposite conclusion to what
is suggested by their own data. In the absence
of appropriately powered studies, it seems
quite astonishing to conclude that MSI+
patients should not be treated with adjuvant
5-FU chemotherapy, particularly for stage III
cases.

The view that MSI+ tumours do not
respond to 5-FU chemotherapy has also been
promulgated by other workers.2–5 In direct
contrast with this view, other authors,
including ourselves, have published evidence
that patients with MSI+ tumours either gain
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disease (CD). June 05 shows the CD4 count before the acute flare where it was decided to
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a survival advantage from 5-FU chemother-
apy6–8 or have extremely good survival when
treated with 5-FU.9–11 There are several
possible reasons for these discordances,
including the methods used to evaluate MSI
status and the small sample size and short
follow up time of most studies. The Jover et al
study examined only 19 MSI+ patients with a
median follow up time of just two years.

Another potentially important issue that
has been widely overlooked is the fact that
MSI+ tumours show different molecular
profiles according to patient age and genetic
background. For example, both BRAF muta-
tion and tumour suppressor gene methyla-
tion are rare in MSI+ tumours from young
patients and HNPCC patients, but frequent in
sporadic MSI+ tumours from older
patients.12 13 This observation may not be
relevant if the MSI+ phenotype itself is
directly involved in the response to 5-FU.
However, it becomes a critical issue if BRAF
mutations, DNA methylation, or other related
phenotypic features are more important for
5-FU response than MSI. Evidence that DNA
methylation is a predictive marker for good
survival benefit in 5-FU treated colorectal
cancer patients has already been pub-
lished.14 15

It is therefore reasonable to hypothesise
that non-methylated MSI+ tumours from
younger or HNPCC patients do not respond
to 5-FU whereas the heavily methylated
MSI+ tumours typically seen in older spora-
dic patients do respond. In support of this,
the only study on the predictive value of
MSI+ carried out exclusively on HNPCC
patients found no survival benefit from the
use of 5-FU.16 None of the other published
studies on the predictive significance of MSI
has taken into account the molecular hetero-
geneity of this phenotype in relation to
patient age and genetic background
(HNPCC or sporadic), particularly with
respect to DNA methylation. Until this issue
is addressed, we believe it is premature and
potentially irresponsible to herald the arrival
of MSI+ as a predictive marker to guide the
use of 5-FU in colorectal cancer.
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Coeliac disease: between
‘‘pizza’’ and ethics
Van Heel and West (Gut 2006;55:1037–46)
published a very complete and up to date
review on coeliac disease (CD), dealing very
clearly with all aspects of CD, from clinical
problems to basic science. In the last para-
graph they introduce a very ‘‘hot topic’’,
future therapeutic perspectives of CD, invol-
ving immunosuppressive drugs, introduction
of non-toxic cereals, development of inhibi-
tors of the enzyme tissue transglutaminase,
etc. However, the possibility of introducing
drug based therapy for CD brings forth some
ethical considerations.

A gluten free diet (GFD) is currently the
only available therapy, and resolves the
intestinal damage, normalises serological
markers, and leads to disappearance of
symptoms in the vast majority of cases.
Compliance with GFD is not perfect because
of the widespread use of gluten in Western
diets, but clearly improves if patients are
clinically followed up.1 Moreover, so called
‘‘hidden gluten’’ is a problem that frightens
CD patients, although not a proven danger to
their prognosis, and the outcome of sporadic
gluten ingestion in asymptomatic patients is
unknown.

For these reasons, there is considerable
interest in the development of alternative
therapies.2 However, GFD remains the only
treatment that does not involve drugs, side
effects, or long term risks, and has an almost
100% success rate, and so any ‘‘better than
GFD’’ therapy should therefore not only
allow gluten ingestion without stimulating
an immunological response but also have no
side effects, no long term risks, and be highly
effective and cheap. This is a very difficult
goal and poses ethical problems for future
trials.

Three strategies can be considered for
alternative therapy: (1) a vaccine-like ther-
apy; (2) an on-demand therapy available
during sporadic gluten intake; and (3) life
long immune therapy allowing complete or
partial gluten reintroduction. However, all of
these pose problems: a ‘‘vaccine’’ must be
safe and have no long term consequences on
immunity, and an on-demand approach
requires knowing the exact amount of gluten
that can be blocked by the drug and, given
that gluten induced damage is dose indepen-
dent, estimating possible intake frequencies.
It is also important to note that compliance
with drug based therapies is not perfect and
that determining drug effectiveness requires
a very long follow up because it is well known
that CD can relapse after many years of a
gluten containing diet.3

Another problem concerns the selection of
trial patients because heavily symptomatic
patients may have difficulty in giving consent
and asymptomatic patients could have dif-
ferent degrees of intestinal involvement.1

In general, presenting possible new thera-
pies to patients should include a clear
explanation of the pros and cons in order to
allow their free and informed adherence to
experimental trials.
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The statistics of targets
Targets play an increasing role in medicine.
Using the recent target of caecal intubation in
over 90% of colonoscopies,1 I herewith outline
some statistical issues implicated. Typical
trainees need three years to achieve compe-
tence. CUSUMs2 are useful in assessing
progress during the learning curve, but ‘‘test
endoscopies’’ are needed to calculate and
prove performance statistically more robust.
But how many?

A trainee at the end of his learning curve
with a true and unchanging success rate of
93%, which sample size is necessary to
confidently prove competence? A small sample
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