
In BPJ 9 (October 2007), we addressed the topic of 

managing coeliac disease in primary care. There are a 

number of tests available for diagnosis and monitoring 

and there is some confusion over which tests to use and 

when. We invited Immunologist, Dr Richard Steele who 

has a special interest in coeliac disease to provide some 

clarification.

Key Points

IgA TTG should be the only test for coeliac disease  ▪
used in general practice.

Duodenal biopsy is required to confirm diagnosis. ▪

There are a number of reasons why IgA TTG tests  ▪
may be negative in a person with coeliac disease so 
clinical judgement is important.

Testing for anti-gliadin antibodies (AGA) is unnecessary  ▪
for either the diagnosis of coeliac disease or ‘gluten 
sensitivity’.

Background

Coeliac disease is a common but often unrecognised 
disorder, affecting about 1% of the population in New 
Zealand.1 It is unknown what the identification rate is in New 
Zealand, but some countries with comprehensive health 
systems have identification rates of only about 10%.2 The 
appropriate use of laboratory tests for coeliac disease in 
primary care is crucial to increase this number. 

Over the years, there have been a significant number of 
tests used to screen for coeliac disease. The variety of 
tests reflects the progression in our understanding of 
coeliac disease over the past three decades. 

IgA TTG should be the only test used in general practice

The IgA anti tissue transglutaminase antibodies (IgA TTG) 
assay has been shown to have a high sensitivity (90-98%) 
and specificity (90-99%) for coeliac disease and is therefore 
the only test required in primary practice.3-5 

In adult patients with a low probability of coeliac disease, 
the TTG test has high negative predictive value, therefore 
a negative test result would virtually exclude the condition. 
Patients with a positive test result require confirmation 
by endoscopic duodenal biopsy while still on a gluten 
containing diet.
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 On the laboratory request form, indicate “IgA TTG” 

rather than ambiguous requests such as “coeliac screen”. 

There are however a number of situations where a negative 
IgA TTG test does not exclude coeliac disease. In these 
situations the clinician must have a lower threshold for 
referral for upper gastrointestinal endoscopy and duodenal 
biopsy.

Why a negative IgA TTG test may not exclude 

coeliac disease

Studies show that up to 10% of people with coeliac disease 

are antibody negative.3 The reasons for this antibody 
negative status are unknown. If a person has a negative 
IgA TTG and is still suspected of having coeliac disease, the 
clinician should assess the likelihood of coeliac disease 
based on known risk factors,  for example, first degree 
relatives of patients with coeliac disease, presence of 
gastrointestinal symptoms, iron deficiency anaemia and 
type I diabetes.2 

Antibodies are only present with a normal gluten containing 

diet, so IgA TTG testing and duodenal biopsy should not 
be performed in people on a gluten free diet. The length 
of time needed to be on a gluten containing diet and the 
amount of gluten required varies with the individual.6 A 
practical approach to this would be to recommend a 
normal diet (at least four slices of bread per day) until the 
patient becomes symptomatic and for at least one to two 
months.4 Studies have shown that 70-90%7, 8 of patients 
with a positive IgA TTG test will revert to negative after 12 
months on a strict gluten-free diet. The tests can become 
negative in over 50% of patients after three months.9

IgA deficiency has been reported to be increased in 

people with coeliac disease.10 If a patient is found to be IgA 
deficient (total IgA less than 0.05g/L), IgA based testing for 
coeliac disease such as the IgA TTG is usually negative. The 
frequency of coeliac disease in people with IgA deficiency 
varies, however in one study, the prevalence of coeliac 
disease in 126 children with IgA deficiency was found to be 
8.7%.11 If a person is IgA deficient, some experts suggest 

IgG based coeliac disease testing, while others suggest 
going directly to duodenal biopsy, if the clinical suspicion 
of coeliac disease is high. IgG TTG testing has shown a 
reasonable sensitivity and specificity in limited case series 
but further study in this area is needed.12 

IgA TTG antibody testing is less reliable in children. It 
takes a somewhat more mature immune system to make 
some of the “anti-self” antibodies, therefore a child may 
not have detectable IgA TTG levels until several years 
after the introduction of gluten into the diet. In addition, 
in one study, about 50% of children who were initially IgA 
TTG positive became negative later in childhood despite 
staying on a gluten containing diet.

People with coeliac disease who are immunosuppressed 

are thought to be more likely to have negative coeliac 
disease tests and also normal duodenal biopsies. There 
is however little evidence of this at present.

Anti-gliadin antibodies and “gluten sensitivity”

Anti-gliadin antibody (AGA) testing is now redundant for 

the diagnosis of coeliac disease.

AGA testing gained popularity in the 1980s as a test for 
coeliac disease. It was the first widely available test that 
could be used for screening. The overall performance 
of AGA for diagnosing coeliac disease is inferior when 
compared to IgA TTG.13-15 There is also significant variation 
in the performance of the different testing kits available. 
This test should not be requested in primary care when 
considering the diagnosis of coeliac disease as it will 
lead to higher rates of false reassurance or unnecessary 
duodenal biopsies depending upon the result. 

Because of its historical importance and the high rate 
of false positives, AGA testing has perpetuated and 
popularised the diagnosis of “gluten sensitivity” (sometimes 
referred to as “gluten intolerance”). Gluten sensitivity can 
be termed a syndrome where patients attribute a wide 
variety of predominantly gastrointestinal, dermatological 
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and neurological symptoms to the ingestion of gluten 
containing foods, where the diagnosis of coeliac disease 
has been reasonably excluded. 

Antibodies to gliadin are common, occurring in up to 20% 
of the population depending upon the assay used and 
isotypes tested.16 Studies comparing the frequency of 
these antibodies in various diseases including psoriasis 
and multiple sclerosis compared to healthy controls usually 
show no increase.17-19  

There are no robust scientific studies to support the testing 
of AGA in the diagnosis of gluten sensitivity. People who 
suspect they have gluten sensitivity should be counselled 
that AGA testing is not reliable in diagnosing this syndrome. 
For the management of such patients the following steps 
are suggested:

1. Exclude other diagnoses based on the clinical 
presentation.

2. Discuss with the patient the pros and cons of the 
gluten-free diet including the issues of cost and 
convenience.

3. Referring selected patients to a dietician with clinical 
expertise in food intolerance can be very helpful. The 
dietician can assess the nutritional adequacy of the 
diet and consider food challenges, if appropriate.

In summary, there has been a significant evolution in 
the serological testing for coeliac disease and further 
advances are likely to occur in the near future. At present 
IgA TTG is the recommended test for coeliac disease.
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