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Table 1

Indications for screening for coeliac disease1

Coeliac screening 
recommended

•Persistent unexplained 
abdominal or gastrointestinal 
symptoms
•Faltering growth
•Prolonged fatigue
•Unexpected weight loss
•Severe or persistent 
mouth ulcers
•Unexplained iron, vitamin B12 
or folate deficiency
•Type 1 diabetes
•Autoimmune thyroid disease
• Irritable bowel syndrome
•First-degree relatives of 
people with coeliac disease

INVESTIGATION
A combination of coeliac serology and
duodenal biopsy is required for the
diagnosis of coeliac disease in adults. 

The current British Society of
Gastroenterology7 and NICE1 guidelines
recommend screening high-risk adults
by coeliac serology. Testing for 
IgA-tissue transglutaminase antibodies 
(IgA-TTG) should be performed as 
a first-line screening test, as it has 
a high sensitivity and negative 
predictive value. 

A study of 2,000 patients with a
prevalence of coeliac disease of 3.4%
compared the sensitivities of IgA-TTG
alone and a two-step approach testing
for IgA-TTG and endomysial antibodies
(EMA). IgA-TTG alone was found to be 
a sensitive marker for coeliac disease
compared with IgA-TTG plus EMA
(sensitivity 90.9% vs 85.7%, and negative
predictive value 99.6% vs 99.7%).8
Therefore, IgA-TTG is the recommended
first-line test. However, if IgA-TTG is
weakly positive, EMA testing should be
carried out.7 This has a high specificity of
95%.9,10 It should be noted that EMA
testing utilises the substrates of monkey
oesophagus or human umbilicus, which
have limited availability. It is also
expensive, labour intensive and
interpretation of the results is subjective.

Patients with IgA deficiency do not
produce IgA-TTG or IgA-EMA
antibodies, and could therefore give a
false-negative result. IgA deficiency is
ten times more prevalent in coeliac
disease compared with the general
population (2.6% vs 0.14-0.2%).11

Therefore it is essential to test for

immunoglobulin levels in conjunction
with serology routinely. For those with
IgA deficiency, IgG-TTG, IgG-EMA 
and IgG-deamidated gliadin peptide
(IgG-DGP) can be tested instead. 
A recent meta-analysis found that 
IgG-DGP had a pooled sensitivity
ranging from 80.1% to 98.6% compared
with TTG ≥90%.12

In recent years, several point of care
tests have become commercially
available in pharmacies and online for
patients to purchase.13,14 However, there
is relatively limited data in the literature
on their performance compared with
conventional serology. Therefore, the
results should be confirmed with TTG
and EMA. 

It is important to advise patients to eat
a gluten-containing diet (10 g of gluten 
a day, equivalent to four slices of bread)
for six weeks before their investigations
to ensure the serological and histological
results are not affected. 

DIAGNOSIS 
Duodenal biopsies showing increased
intraepithelial lymphocytes, crypt
hyperplasia and villous atrophy (Marsh
3a-3c) with positive coeliac serology
confirms the diagnosis of coeliac disease
in adults. 

Although studies have demonstrated
excellent sensitivities for IgA-TTG and
EMA, the sensitivities often drop when
the tests are performed in the real world
with a lower prevalence in the general
population. 

Therefore, a confirmatory duodenal
biopsy is mandatory to ensure that
patients are correctly diagnosed with
coeliac disease before being subjected
to a lifelong gluten-free diet. Additionally,
it avoids any diagnostic uncertainty in
cases where patients do not respond to
a gluten-free diet, and provides a
baseline reference for histological
response to a gluten-free diet. 

It must be noted that clinical response
to a gluten-free diet does not confer a
diagnosis of coeliac disease. This can be
seen in patients with non-coeliac gluten
sensitivity, which is characterised by
symptom improvement on gluten
avoidance without coeliac disease
(negative coeliac serology and absence
of villous atrophy).15

On the other hand, the recent
European Society for Paediatric
Gastroenterology Hepatology and
Nutrition guidelines recommend that
paediatric patients no longer require
biopsies to confirm the diagnosis of
coeliac disease if they have TTG levels
ten times over the upper limit of normal,
positive EMA and the presence of the
HLA-DQ2 or HLA-DQ8 genotype.16
This avoids the need for a gastroscopy
which often requires general
anaesthesia in the paediatric population.
This is an appropriate approach in
carefully selected paediatric cases in the
hands of specialists but should not be
extended to adult practice. With the
poor specificity of TTG and variation in
assays across the UK, the potential risk is
of adults being committed to a gluten-
free diet who do not have coeliac
disease.

REFERRAL
All adult patients with positive coeliac
serology should be referred to
gastroenterology for a gastroscopy, see
figure 1, p13, to confirm or exclude
coeliac disease. Children with positive 
coeliac serology should be referred to
paediatric gastroenterology for further
investigations. 

Any patients with negative serology
should be referred to gastroenterology 

Coeliac screening should 
be considered

•Metabolic bone disorders (reduced
bone mineral density or osteomalacia)
•Unexplained neurological symptoms
(particularly peripheral neuropathy or
ataxia)
•Unexplained subfertility or recurrent
miscarriage
•Persistently raised liver enzymes with
unknown cause
•Dental enamel defects
•Down’s syndrome
•Turner’s syndrome

‘Advise patients 
to eat a gluten
containing diet for
six weeks before
their investigations
to ensure the
serological and
histological results
are not affected’


