
SYMPOSIUMGASTROENTEROLOGY 
COELIAC DISEASE

2.12 However, false positives occur in
conditions such as inflammatory
bowel disease, and autoimmune
disease. Conversely antibody-negative
disease accounts for about 9% of
cases.13 Causes of antibody-negative
coeliac disease are listed in table 3,
pxx. IgA deficiency is a cause of false
negatives and IgA levels should be
checked at the same time as EMA and
TTG. Anti-gliadin antibodies have no
role in contemporary diagnosis of
coeliac disease.

It is important that patients
consume a gluten-containing diet for
six weeks before serological testing
and biopsy if necessary. A gluten-free
diet (GFD) renders both blood tests
and biopsy inaccurate for the purpose
of diagnosis. If a patient is unwilling or
unable to follow a gluten-containing
diet, they should be referred to a
gastroenterologist for further
discussion.  

All those with positive serological
tests, and those for whom clinical
suspicion is high even if seronegative,
should be referred to a gastroenterologist
for a duodenal biopsy to confirm or
exclude coeliac disease. 

Diagnosis of coeliac disease requires
the demonstration of villous atrophy in
the small bowel which improves when
gluten is withdrawn. There are two
main causes of diagnostic uncertainty;
first, not all villous atrophy is coeliac,
and second, different degrees of
histological change may be present. 

Alternative causes of villous atrophy
include:
• Crohn’s disease
• Allergies to proteins other than
gluten e.g. chicken, soya or cow’s milk
• Whipple’s disease14

Histological variability occurs between
individuals and within the individual.15

Increased intraepithelial lymphocytes
and crypt hyperplasia are histological
changes which fall short of the
required villous atrophy. It is
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DIAGNOSIS
Recent NICE guidelines aim to
improve recognition and diagnostic
rates in coeliac disease.11 They identify
patient groups who should be offered
testing. These are summarised in table
1, pxx. They also identify associated
conditions (table 2, pxx) and these
patients should be considered for
serological testing for coeliac disease. 

A high index of suspicion and an
aggressive case-finding strategy
appears to have the most cost-
effective detection rates. 

The coeliac iceberg demonstrates
that the presence of relevant
symptoms is not essential for a
diagnosis of coeliac disease.
Additionally, positive serological
testing alone is not sufficient to
confirm the diagnosis. EMA and TTG
have a combined sensitivity and
specificity of over 90% when used in
combination in selected populations
such as those identified in tables 1 and

stage had a normal duodenal biopsy
while on a regular diet, and then
develop villous atrophy later in life.
Second, and much more rarely,
patients may have histological features
of villous atrophy but continue on a
gluten-containing diet and at 
re-biopsy revert to normal duodenal
mucosa. Latent coeliac disease is rare,
management is contentious, and
specialist gastroenterological advice
should be sought.  

The fourth stratum of the iceberg
describes individuals with positive
serological testing - tissue
transglutaminase (TTG) or endomysial
antibody (EMA) - but normal histology
on duodenal biopsy. These findings are
often seen in first-degree relatives of
patients with coeliac disease,10 as well
as those with autoimmune diseases
such as hypothyroidism. These
patients should be counselled that
they do not have coeliac disease but
may develop it in the future.

Table 1

Serological testing should be offered to adults and children with any of these signs and symptoms11

Signs and symptoms
• Chronic or intermittent diarrhoea
• Failure to thrive or faltering growth (in children)
• Persistent or unexplained GI symptoms including 
nausea and vomiting
• Prolonged fatigue (tired all the time)
• Recurrent abdominal pain, cramping or distension
• Sudden or unexpected weight loss
• Unexplained weight loss
• Unexplained iron deficiency anaemia, or other unspecified anaemia

Conditions
• Autoimmune thyroid disease
• Irritable bowel syndrome
• Type 1 diabetes
• First-degree relatives (parents,
siblings or children) with coeliac
disease

FIGURE 2
The coeliac iceberg
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