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■  GUIDELINES

Coeliac disease is an autoimmune 
condition triggered by an immune 

response to gluten leading to inflamma-
tion and damage to the lining of the small 
intestine (villous atrophy). In September, 
NICE published a new guideline1 to help 
clinicians to recognise, assess and man-
age coeliac disease, which is increasingly 
being acknowledged as an underdiag-
nosed condition.
 Professor David Sanders, who is chair 
of the Coeliac UK Health Advisory Council 
and has received international recogni-
tion for his research into the condition, 
was involved in the production of both 
the 2009 and 2015 NICE guidelines on 
the subject. Professor Sanders says he 
first became interested in coeliac disease 

over 20 years ago when he undertook one 
of the original screening exercises and 
was shocked to find how common it was.
 He went on to publish a landmark 
paper in The Lancet2 in 2001 showing that 
about 5 per cent of people presenting with 
irritable bowel syndrome (IBS)-type symp-
toms could have undiagnosed coeliac dis-
ease. His findings led him to recommend 
that patients with IBS-type symptoms 
referred to secondary care should be rou-
tinely investigated for coeliac disease. He 
notes: “It changed clinical practice and 
meant that GPs were suddenly testing all 
these individuals with IBS symptoms.”
 Studies suggest that 1 per cent of 
people in the UK (and the rest of Europe)3 
are affected by coeliac disease, but in 
about three-quarters of them – approxi-
mately half a million people – the condi-
tion is undiagnosed.4

Delayed diagnosis
Delayed diagnosis of coeliac disease 
can result in serious complications and 
continuing ill health with conditions that 
include osteoporosis (which can result 
from ongoing calcium malabsorption), 
infertility, gastrointestinal problems, and 
delayed puberty and dental problems in 
children (see Table 1).
 Professor Sanders explains: “I think 
the challenge is in detection and get-
ting people to think about testing. The 
problem with coeliac disease is that it 
presents in many and diverse ways. It 
can present to gastroenterologists with 
things like gastrointestinal symptoms, 
weight loss, anaemia; but equally it 
can present with complications such as 
osteopenia or osteoporosis, which might 
be seen in a metabolic bone clinic, where 
the patient is going for a dual-energy X-ray 
absorptiometry [DEXA] scan and no one 
there might think to test for it because 
we still haven’t quite grasped just how 
diverse or how common it is.”

Improving recognition and 
management of coeliac disease
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Coeliac disease is a prevalent condition, but it is 
currently under-recognised and undertreated in the UK. 
The new NICE guidance published in September aims 
to address these issues, offering advice on who to test, 
how to manage the condition and what support to 
offer patients. 
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To screen or not to screen…?
Some people might then suggest the 
answer is to screen everyone. However, 
this would increase the number of peo-
ple with false positive test results, so 
that would lead to difficulties, explains 
Professor Sanders. There is also a funda-
mental ethical difference between testing 
someone who presents with symptoms 
and screening, where you take a healthy 
person and diagnose a condition in them, 
converting them into an ‘ill’ person. 
People who feel healthy and are told they 
have coeliac disease are much less likely 
to accept the diagnosis and adhere to 
the gluten-free diet than those who feel 
ill and go for help. The fundamental prob-
lem is underdetection, he concludes.
 As professor of gastroenterology 
and a consultant gastroenterologist 
at the Royal Hallamshire Hospital and 
the University of Sheffield, Professor 
Sanders has been involved in setting up 
the Sheffield Institute of Gluten-Related 
Disorders (SIGReD), which aims to encour-
age innovative research and collaboration, 
in a bid to improve coeliac disease diagno-
sis and care of the people who are living 
with the disease undiagnosed.
 He says: “Over the last 20 years or 
so, step by step we have been trying to 
raise the profile of this condition by show-
ing associations to different symptoms 
or presenting features that ultimately 
culminated in the NICE guideline making 
a series of recommendations, which you 
might say were very much based around 
the work going on in Sheffield. We are the 
biggest centre in the UK and have been 
involved in every national and international 
guideline. We have a continuous stream of 
research coming from this area.”

NICE guidance on testing
The NICE guideline sets out the wide range 
of symptoms and conditions for which peo-
ple should routinely be offered serological 
testing for coeliac disease (see Table 2).
 As well as irritable bowel syndrome 
(IBS), these include persistent and unex-
plained abdominal or gastrointestinal 
problems, prolonged fatigue, weight loss, 
persistent mouth ulcers and unexplained 
iron, vitamin B12 or folate deficiency. 
NICE also recommends offering routine 
testing at diagnosis of type 1 diabetes 

and autoimmune thyroid disease, as well 
as for patients who have first-degree rel-
atives with coeliac disease, in whom the 
prevalence rises to one in ten5 (which, 
together with a greater concordance 
rate in identical than nonidentical twins, 
indicates a strong genetic component in 
developing coeliac disease).6

 Norma McGough, Coeliac UK’s direc-
tor of policy research and campaigns, says 
that GPs, as the first port of call for people 
with a nonemergency health problem, are 
ideally placed to test for coeliac disease. 
The NICE guidelines flag up the symptoms 
to look out for and the GP is the gate-
keeper who will review the management of 
coeliac disease once it is diagnosed and 
make further referrals as needed.
 The guideline says clinicians should 
also consider offering serological testing 
to patients with: metabolic bone disorder 
(reduced bone mineral density or osteo-
malacia); unexplained neurological symp-
toms – particularly peripheral neuropathy 
or ataxia; unexplained subfertility or 
recurrent miscarriage; persistently raised 
liver enzymes with unknown cause; den-
tal enamel defects; and Down’s and 
Turner syndromes.
 The guidance adds that all serological 
tests should be undertaken in laborato-
ries with Clinical Pathology Accreditation 
(CPA) or ISO15189. For laboratories, it 
spells out the appropriate serological 
tests to be used for young people and 
adults, as well as those for children, and 
specifies tests appropriate to specialist 
and nonspecialist settings.
 Where healthcare professionals 
request serological testing for suspected 
coeliac disease in young people and 
adults, laboratories should make tests 
for total immunoglobulin A (IgA) and IgA 
tissue transglutaminase (tTG) their first 
choice. The tTG test is cheap and can be 
done in large batches, but although it is 
very useful as a first-line test, false pos-
itive results do occur. This means that 
some individuals may have a positive tTG 
test for coeliac disease, but do not actu-
ally have intestinal villous atrophy (see 
Figure 1). The endomysial antibody test 
(which is an immunofluorescence test 
and requires operator interpretation) may 
be useful under these circumstances to 
provide supportive evidence for the pos-

sibility of coeliac disease in the presence 
of a low-level positive tTG. 
 Professor Sanders says: “In general 
if you are endomysial antibody positive 
you’re quite likely to have coeliac disease, 
so you have to have a two-step test before 
you get referred for your camera test. But 
all that can be overarched ultimately by 
any clinician saying ‘I’m suspicious that 
this person has coeliac disease’ because 
– although when we make the diagnosis 
we want a positive antibody test and flat 
villi it doesn’t always happen – about 
5–10 per cent of people with coeliac dis-
ease might have a negative antibody test. 
It’s all about awareness, suspicion and 
testing. That’s the big challenge of coeliac 
disease for the next 10 years.”
 Patients with a positive blood test 
and those with negative antibodies where 
coeliac disease is suspected should be 
referred to a gastroenterologist or pae-
diatric gastroenterologist, in the case of 
children. For children, the first choice test 
should be for total IgA and IgA tTG.
 For all patients – children and adults – 
who are IgA deficient (defined as total IgA 
less than 0.07g per litre), IgG endomysial 
antibody, IgG deamidated gliadin peptide 

Gastrointestinal symptoms
Indigestion
Diarrhoea
Abdominal pain
Bloating
Distension 
Constipation

Nongastrointestinal symptoms
Fatigue
Dermatitis herpetiformis
Anaemia
Osteoporosis
Reproductive problems
Neuropathy
Ataxia 

Symptoms in children 
Faltering growth
Delayed puberty
Static weight 
Progressive weight loss
Dental enamel defects

Table 1. Symptoms of coeliac disease 
(symptoms are wide-ranging and some 
people may initially experience few or none)
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(DGP) or IgG tTG tests should be consid-
ered, says the guideline.

Prediagnostic test diet
Clinicians are advised about the 
impor tance of instructing people 
to include gluten in more than one 
meal every day for at least six weeks 
before they are tested as the test will 
only be accurate if they eat a gluten- 
containing diet during the diagnostic 
process. Even if serological test results 
are positive, patients should not adopt 
a gluten-free diet until the diagnosis is 
confirmed. Serological testing should not 
be offered for infants before gluten has 
been introduced into their diet.
 The guidance calls on laboratories to 
keep health professionals in the picture 
and to “clearly communicate the inter-
pretation of serological test results and 
recommended action” to them.
 It says: “Often laboratories report the 
results of the assays to the requesting GP 
as numbers, with no other indication about 
whether coeliac disease is serologically 
suspected or not.” This could lead the GP 
to misinterpret the result, so laboratories 
should change the results’ presentation 
to state clearly if coeliac disease is sus-
pected, to make sure the requesting GP 
interprets the results correctly Once pos-
itive serological test results are received, 
clinicians should refer patients to an 
appropriate gastroenterologist or gastroin-
testinal specialist for further investigation 
using endoscopic intestinal biopsy and to 
confirm or exclude coeliac disease.
 However, the NICE Guideline Committee 
calls for further research into the sensitiv-
ity and specificity of the different serolog-
ical tests to eliminate the false negative 
results experienced by some patients. 
This would allow clinicians to interpret test 
results with more certainty and to make 
more informed decisions, thereby saving 
patients from distress and the NHS from 
added pressure on its resources.

More specialist dietitians
The NICE guidance says the challenge for 
the NHS is to make sure that patients 
with coeliac disease have access to a 
healthcare professional who is trained 
to give specialist dietetic advice in both 
primary and secondary care settings.

 Professor Sanders notes that coe-
liac disease is unique in that, unlike all 
other diseases, the only treatment is a 
gluten-free diet. This makes the contribu-
tion of specialist dietitians crucial to the 
successful treatment of people with the 
condition – and that can lead to problems.
 “Dietitians are very important, universi-
ty-educated professionals, and the corner-
stone of dietary advice,” he says. “We don’t 
have enough of them, that’s the problem. 
And funding an increased level of dietetic 
support within the NHS on a national level 
has not happened for some time.”
 The NICE guidance suggests that com-
missioners and coeliac disease service 
providers could help by working together to 
develop a local service model for follow-up 
care that includes providing access to 
specialist dietitians, group clinics or phar-
macy-based support. This could include 
developing and extending the skills and 
knowledge of existing dietitians and other 
healthcare professionals by pointing them 
towards training opportunities such as 
the British Dietetic Association’s course 
Coeliac disease: an overview of manage-
ment and the coeliac disease section of 
the Centre for Pharmacy Postgraduate 
Education’s The Learning Pharmacy.7 (Both 
resources were developed in conjunction 
with Coeliac UK.)
 Professor Sanders remarks: “The after-
care of these patients is poor because of 

the woefully inadequate and underfunded 
dietetic services in the NHS in the UK. 
The dietitians we have are brilliant, but we 
don’t have enough. If commissioners want 
to help, they should be saying we need a 
dietetic service in every hospital, where you 
have a diagnostic service with this path in 
order to get seen very rapidly.
 “There is no other condition with 
such exclusivity that needs dietetic sup-
port, and some people don’t take it seri-
ously. It’s almost as if something where 
you give treatment – a pill or something 
– is treated with greater respect. I think 
that’s partly due to the fact that within 
society, gluten-free or additive-free living 
has become almost a lifestyle choice.
 “On the one hand, that’s very good 
for coeliac disease patients because it 
gives them more choice when they go 
down the supermarket aisle, but on the 
other, commissioners and such might not 
view coeliac disease as a significant dis-
ease and I think that’s very wrong.”

Access to gluten-free foods on 
prescription
There is objective evidence of this, says 
Professor Sanders, in the cuts made by 
some CCGs in the number of prescribing 
units for coeliac disease patients, who 
are eligible for prescriptions once they 
have a medical diagnosis. By restrict-
ing their access to gluten-free foods on 

Offer serological testing to people with any of the following: 
• 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, at diagnosis 
• Autoimmune thyroid disease, at diagnosis 
• Irritable bowel syndrome (in adults) 
• First-degree relatives of people with coeliac disease

Consider serological testing in people with any of the following: 
• Metabolic bone disorder (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 syndrome 
• Turner syndrome

Table 2. NICE guidance: who to offer serological testing for coeliac disease1
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prescription, these patients have to buy 
them in supermarkets, where gluten-free 
foods cost three or four times as much 
as gluten-containing food. He says: 
“That’s fine if you are in a reasonable 
socioeconomic income bracket, but not 
good if you’re in a low income bracket, 
and that’s the group that will fall off the 
cliff if that attitude proliferates.” 
 Norma McGough points out that 
patients with coeliac disease, unlike 
those with some other medical condi-
tions, do not become exempt from pre-
scription costs. She explains: “Most 
coeliac disease patients get a prepay-
ment certificate for their monthly rations 
of gluten-free food if they get regular 
prescriptions, and that almost brings the 
price down to make it comparable with 
gluten-containing food.
 “Gluten-free staple food provision 
is currently a big issue within England 
because some individual CCGs have 
stopped access to gluten-free food and 
others are restricting the amounts and 
types of food available on prescription.
 “But there are cost and availability 
issues because the best range of prod-
ucts is going to be in the larger supermar-
kets and you will definitely not be able to 
get gluten-free bread in local convenience 
stores or budget supermarkets. That 
means people on low incomes and those 
who are less mobile are going to be more 
vulnerable, so the impact of prescription 
cuts will be more significant for them.”

Patient monitoring
The NICE guideline recommends long-
term monitoring of patients. It recom-
mends that once diagnosed with coeliac 
disease and gluten has been excluded 
from the diet, the clinician should con-
sider referring patients for endoscopic 
intestinal biopsy when their serological 
titres are persistently high and show lit-
tle or no change after 12 months or if 
they have persistent symptoms such 
as diarrhoea, abdominal pain, weight 
loss, fatigue or unexplained anaemia. 
Serological testing alone should not be 
used to monitor compliance to the diet.
 Patients with a diagnosis of coe-
liac disease who fail to improve on a 
gluten-free diet are considered to be 
affected by nonresponsive coeliac dis-

ease and a very small group may be 
at risk of developing refractory coeliac 
disease. When this happens, the origi-
nal diagnosis should be reviewed. The 
patient should be referred to a specialist 
dietitian to investigate whether they have 
been exposed – usually inadvertently – 
to gluten. Possible complications or 
co-existing conditions such as IBS, lac-
tose intolerance, bacterial overgrowth or 
colitis that might be causing persistent 
symptoms should also be investigated. 
 In addition, clinicians should offer an 
annual review, in which they measure the 
patient’s weight and height, review symp-
toms and consider the need to assess 
their adherence to the gluten-free diet and 
the need for specialist dietetic and nutri-
tional advice. If any concerns are raised, 
the patient should be referred to a GP or 
consultant, who should assess the need 
for a DEXA scan, specific blood tests, spe-
cialist referral and the risk of long-term 
complications and co-morbidities.
 Norma McGough notes that, in addi-
tion to the other complications of coeliac 
disease, there is a risk of lymphoma, 
which is very rare but requires ongoing 
review of patients with coeliac disease 
once the condition is diagnosed in order 
to troubleshoot and identify those who 
are at risk of the complication.
 She adds: “Coeliac UK wants clini-
cians to take note of the new guidance on 
offering an annual review with a healthcare 
professional who understands the condi-
tion. And obviously we want anyone who is 
at risk of associated conditions or compli-
cations to be identified appropriately.”

 However, the NICE guideline recom-
mends that it is important to undertake 
further research into the effectiveness of 
different monitoring frequencies to ensure 
that people with coeliac disease are hav-
ing their condition adequately monitored.
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Figure 1. Untreated coeliac disease can result in intestinal villous atrophy, leading to malabsorption
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