
REMEMBER
• Recent data suggest that coeliac disease is becoming more

common, not just because of increased clinical awareness,
but also because the incidence is climbing. In the USA, the
incidence of young males who are seropositive for both anti-
tissue transglutaminase antibodies (tTG IgA) and endo mysial
antibodies rose almost five-times over 50 years to 0.9% in
2000.1 A similar rise has been observed in Finland, with a
doubling in the prevalence of coeliac disease since 1980 to
about 2% of the adult population in 2000.2 A rising prevalence
of coeliac disease has been associated with a generally milder
presentation; however, recent reports indicate an increased
mortality associated with unrecognised coeliac disease
whether it be manifest by subtotal villous atrophy or subtle
intraepithelial lymphocytosis on small bowel histology.3

• There is a steady shift among some opinion leaders to adopt
the concept of ‘genetic gluten intolerance’ rather that the
current diagnostic term ‘coeliac disease’.4 Such a change
acknowledges the limitations of diagnosis based ultimately on
small bowel histology with demonstration of villous atrophy.
Various technical shortcomings of small bowel histology in
the diagnosis of coeliac disease result in a false-negative rate
of at least 10%. A recent Finnish study indicates that the
severity of small bowel damage steadily progresses from mild
to severe in patients who are seropositive for tTG IgA, possess
the susceptibility genes for coeliac disease (HLA DQ2 or DQ8)
and continue to consume a normal diet.4 Digestive symptoms
often respond to a gluten-free diet in patients who are sero -
positive for tTG IgA and possess the HLA DQ2 or DQ8 genes
but do not fulfil the present histological criteria for coeliac
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New guidelines suggest that patients with
digestive symptoms, unexplained weight loss
or anaemia should be serologically tested for
coeliac disease, or genetic gluten intolerance
as it might preferably be called.
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disease (i.e. the pre sence of villous
atrophy, crypt hyper plasia and
intraepithelial lympho cytosis in the
small intestinal mucosa).4 However,
there remains no place for the
diagnosis of coeliac disease based on
symptoms responsive to a gluten-free
diet alone or in the presence of anti-
gliadin IgG or IgA.

ASSESSMENT
• Evidence-based guidelines released by

the UK National Institute of Health
and Clinical Excellence (NICE) now

support case finding for coeliac
disease in a substantial number of
patients presenting to GPs.5

• The NICE report finds that serological
testing for coeliac disease is appropriate
in patients with digestive symptoms
(including diarrhoea and constipation),
unexplained weight loss or anaemia
with or without digestive symptoms,
and in children with failure to thrive
or faltering growth. In fact, screening
for and consideration of coeliac
disease is considered appro priate for
many patients present ing to their GPs

with digestive symptoms (Table). A
recent randomised trial indicates that
there is an improved quality of life and
nutritional parameters in asympto -
matic, screen-detected patients with
coeliac disease when they are treated
with a gluten-free diet.6

• According to the economic analysis
performed by NICE, testing for coeliac
disease in these patient groups is
more cost-effective than many of the
screening procedures widely imple -
mented in general practice, such 
as mammography, and reduces 
the use of sometimes exten sive and 
inap propriate investigations.7

• Despite extensive evidence supporting
widespread case finding for coeliac
disease, Medicare item number claims
indicate rates of testing varies substan -
tially between states and territories.
Per capita testing in eastern states is
higher than in South Australia and
Western Australia, and overall testing
is disproportionately focused on adult
females.8 These trends in testing are at
odds with the epidemiology of coeliac
disease; most cases of coeliac disease
could be diagnosed if 7-year-old
children were screened, and males are
also commonly affected.2,9

• Increasingly, it is apparent that 
serolo gical screening for tTG IgA
misses 10 to 20% of cases of coeliac
disease. However, addition of 
new-generation serological tests for
deamidated gliadin peptide (DGP)
antibodies to tTG IgA increases the
sensitivity of this screening test; 
DGP serology is far superior to the
traditional whole protein-based gliadin
enzyme-linked immuno sorbent
assays.10 Use of the combination of 
tTG IgA and DGP IgG appears to
overcome the need to test total IgA
levels to detect patients with coeliac
disease who are IgA deficient and also
detects some further patients who are
seronegative for tTG IgA.11

• Genome-wide association studies
indicate that the genes implicated in
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TABLE. CLINICAL FEATURES THAT WARRANT TESTING FOR COELIAC
DISEASE ACCORDING TO NATIONAL INSTITUTE OF HEALTH AND CLINICAL
EXCELLENCE (NICE)5 *

A. Offer serological testing to 
children and adults with any of the
following signs, symptoms and
conditions

Signs and symptoms

• Chronic or intermittent diarrhoea

• Failure to thrive or faltering growth 

(in children)

• Persistent or unexplained

gastrointestinal symptoms including

nausea and vomiting

• Prolonged fatigue (‘tired all the time’)

• Recurrent abdominal pain, cramping

or distension

• Sudden or unexpected weight loss

• Unexplained iron-deficiency anaemia

or other unspecified anaemia

Conditions

• Autoimmune thyroid disease

• Dermatitis herpetiformis

• Irritable bowel syndrome

• Type 1 diabetes

• First-degree relatives (parents,

siblings or children) with coeliac

disease

B. Consider offering serological
testing to children and adults with
any of the following

• Addison’s disease

• Amenorrhoea

• Aphthous stomatitis (mouth ulcers)

• Autoimmune liver conditions

• Autoimmune myocarditis

• Chronic thrombocytopenia purpura

• Dental enamel defects

• Depression or bipolar disorder

• Down syndrome

• Epilepsy

• Low-trauma fracture

• Lymphoma

• Metabolic bone disease (such as

rickets or osteomalacia)

• Microscopic colitis

• Persistent or unexplained constipation

• Persistently raised liver enzymes 

with unknown cause

• Polyneuropathy

• Recurrent miscarriage

• Reduced bone mineral density

• Sarcoidosis

• Sjögren’s syndrome

• Turner syndrome

• Unexplained alopecia

• Unexplained subfertility

* National Institute for Health and Clinical Excellence (2009). Adapted from Clinical Guideline 86. Coeliac disease: recognition and
assessment of coeliac disease. London: NICE. Available from www.nice.org.uk/guidance/CG86. Reproduced with permission.
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coeliac disease shape cellular and
innate immunity rather than the gut
epithelium.12 More than two-thirds of
the 40 genes implicated in coeliac
disease are also associated with various
autoimmune diseases, in particular
type 1 diabetes. These recent findings
offer an explanation for the over-
representation of autoimmune thyroid,
adrenal and liver diseases along with
Sjögren’s syndrome and type 1 diabetes
in patients with coeliac disease.
However, alleles encoding HLA DQ2
and DQ8 remain by far the most
important genes determining risk for
coeliac disease, and the absence of
these genes effectively excludes the
presence of coeliac disease.13

MANAGEMENT
• Several therapeutic developments

offer the prospect of agents to com -
plement the use of a gluten-free diet.14

• In Australia, clinical development of
an agent to re-establish immune
tolerance to gluten is underway; a
successful phase 1 clinical trial of the
agent Nexvax2 has recently been
reported.15

• Meanwhile, the efficacy of a gluten-
free diet is increasingly questioned as
follow-up biopsy one to two years
after exclusion of gluten from the diet
becomes more widely practised.
Overseas studies indicate histological
healing of the gut occurs in fewer than
half of adult patients after five years on
a gluten-free diet.16 Long-term failure
to heal the small intestine is associated
with increased osteoporosis and
possibly cancer.17

• More data on this important issue are
awaited, but increased and more
systematic clinical follow up by GPs 
is warranted to ensure adequate
compliance with a gluten-free diet and
avoidance of complications.

CONCLUSION
Considering the possibility of coeliac 
disease in the workup of patients with

digestive complaints is now standard in
general practice. However, coeliac disease
continues to be overlooked in men and
children, and especially as an explanation
for atypical presentations.

The rising incidence and robust clini-
cal evidence now support early and wide
usage of serology to address the possibil-
ity of unrecognised coeliac disease in
many patients presenting to GPs. MT
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