LETTERS TO THE EDITOR

termed early clamping. Anecdotally,
there has been no evidence of significant
harm to these infants. Scientifically, the
changes that have been noted are of
arguable long-term medical conse-
quence. If it were clearly detrimental to
the health of the child to perform
clamping in one fashion or another,
surely legislation would have been insti-
tuted by now. Therefore, we leave the deci-
sion of when to clamp and collect the
cord blood up to the preferences of the
mother and her physician or midwife. In
our experience, we have not found that
the difference in time involved makes for
a significant difference in collection.
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Discrepancies between histology
and serology for the diagnosis
of coeliac disease (1)

Editor — Sweis and colleagues showed
discrepancies between histology and
serology in the diagnosis of coeliac disease
(CD) (Clin Med August 2009 pp 346-8),
and suggest we reduce our reliance on
serology testing in diagnosing and
excluding CD. However, we feel there are
major reasons to reconsider this.

The numbers reported here must be
interpreted carefully: 10 out of 26 CD
patients who received serologic testing were
seronegative. This 38.5% occurrence of
seronegative CD is misleading. In the spirit
of Bayes theorem, the more common the
condition we are testing, the greater the per-
centage of false negative results.! In this case,
all 26 patients were selected due to the diag-
nosis of CD, meaning the prevalence in this
group was already 100%. Therefore, this
group is bound to have a high number of
false negative tests. The authors correctly
state that a small number of cases of CD will
be missed by relying on serology alone, but
the true prevalence is unknown, and this
number is likely to be much lower than 38.5%.

In addition, the predictive value of using
an ELISA-based method to detect tissue
(tTG)
remains open to discussion. There are

transglutaminase autoantibody
currently numerous tTG assays available,
all with varying performances. The
International tTG Workshop for CD
performed head-to-head comparisons of
various commercial and laboratory-based
tTG assays. For this workshop, assays
reported sensitivities ranging from 82% to
93%, underscoring the marked variability
in assay performance.? Given these find-
ings, the lack of positive serology in a
proportion of their biopsy-proven coeliacs
could be assay dependent.

Finally, even though intestinal biopsy is
the gold standard method to diagnose CD,
it is not without its short comings. The
sensitivity of histology is largely dependent
on the site and number of biopsy samples
taken.>* Negative histology often excludes a
diagnosis of CD. However, a proportion of
these patients have CD-like gastrointestinal
symptoms, which might be attributed to
the subtle changes seen in microscopic
enteritis that could go undetected.’

In all, we agree that it is important not to
rely on serology alone for the diagnosis of
CD, but to allow serology to increase or
decrease your estimation of risk of disease.
However, considering the lifelong implica-
tions of a diagnosis of CD, one should still
maintain a degree of suspicion and also take
great care in interpreting villous atrophy in
the absence of autoantibodies in any patient.
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Discrepancies between histology
and serology for the diagnosis
of coeliac disease (2)

Editor — Discrepancies between histology
and serology for the diagnosis of coeliac dis-
ease (CD) (Clin Med August 2009 pp 346-8)
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are inevitable, given the fact that, even
measurement of transglutaminase autoan-
tibodies (TGAA), the latter now considered
to be the most efficient single test for CD,!?
generated variable diagnostic accuracy in
a workshop designated to compare test
performance for TGAA among 20 institu-
tions, comprising five commercial and 15
research and clinical laboratories. In that
study six laboratories contributed sera
from individuals with CD as defined by
accepted clinical criteria including small
bowel biopsy, and these were compared
with healthy control sera from individuals
not known to have CD or type 1 diabetes.
Assays for TGAA included enzyme-linked
(ELISA) and
radiobinding assays (RBA). Laboratory

immunosorbent assay

sensitivity ranged from 69% to 93%, and
specificity ranged from 96% to 100%. The
highest sensitivity (93%) with 100% speci-
ficity was achieved by two radiobinding
assays, and RBA identified sera from CD
patients as positive with greater frequency
than did ELISA. Nevertheless, ELISA assays
together provided less variation in ‘signal-
to-noise’ than did RBA. However, for the
coeliac samples between different laborato-
ries performing ELISA, linear correlation,
r-squared, ranged from 0.4244 to 0.8882.3
What has also emerged is that the age-
related differences documented in the
clinical and histological stigmata of CD,
have, as a corollary, a correlation between
TGAA levels and degree of villous atrophy.
This was shown in a study where severe vil-
lous atrophy (Marsh IIIB and IIIC) was sig-
nificantly (p<<0.0001) more prevalent in
children than in adults. In that study, a sig-
nificant correlation was also established
between IgA TGAA titres and age (Pearson
coefficient=0.524; p<<0.001), and also
between IgA TGAA titres and degree of vil-
lous atrophy (Spearman rho=0.59;
p<0.001).* Accordingly, given the fact that
concordance Dbetween histology and
serology depends, not only on the perfor-
mance and methodology of the laboratory
performing the serological tests, but also
on patient characteristics, histology should
continue to be the ‘gold standard’ for
diagnosis of CD.
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In response

We would like to thank the respondents for
their helpful insights and comments which
offer several plausible explanations for the
discrepancy we observed between serological
and histological testing for coeliac disease
(CD). The ELISA-based IgA anti-tissue
transglutaminase (anti-tTG) assay used at
Medway Hospital is typical of that used at
many peripheral centres. Although an
antibody radiobinding assay for measuring
IgA antibodies to human tissue transgluta-
minase has been shown to achieve a sensi-
tivity and specificity at least equivalent to
endomysial antibody,! it is not readily
available. It is therefore common practice
to combine serological testing in order to
improve sensitivity and specificity.> The
positive and negative predictive value of
combining IgA anti-tTG antibodies and
IgA anti-endomysial antibodies has been
reported to be over 95%.° A multicentre
European study showed that out of 126
biopsy-confirmed cases with CD, eight
(6.4%) had negative combined IgA anti-tTG
(ELISA-based) and IgA anti-endomysial
antibodies.* We accept that the IgA and
IgG anti-gliadin antibody assay is no
longer used in most centres due to reduced
sensitivity and specificity, and serological
testing at Medway hospital has since been
changed to IgA and IgG anti-endomysial
antbody and IgA and IgG anti-tissue trans-
glutaminase. Furthermore, although none
of the patients were known to be on a
formal gluten free diet, it is possible that
some may have reduced their gluten intake
prior to serology testing.

© Royal College of Physicians, 2010. All rights reserved.

LETTERS TO THE EDITOR

We fully accept that our false negative rate
for serology should be interpreted with cau-
tion and because of the small numbers, may
overestimate the magnitude of the problem.
Never the less, it would be surprising if this
finding was unique to our hospital. There is
often a long delay in diagnosis ranging from
4.9 to 11 years,>® as illustrated by our case
study and the increasing reliance on non-
invasive testing means that patients will
remain undiagnosed. What is clear is that we
all agree that it is important for physicians to
be aware of the more protean presentations
of CD, the limitations of serology and the
importance of a duodenal biopsy in making
the diagnosis of CD.
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