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particularly important in these cases 
to gather supportive evidence that
the patient may have coeliac disease 
such as:
• a positive family history
• functional hyposplenism and 
• typical human leucocyte antigen
status (DQ2 or DQ8).

When diagnostic uncertainty exists
one strategy is to repeat biopsies
following a period of gluten challenge
(at least four slices of bread per day
for four to six weeks) or consider
jejunal biopsies via enteroscopy.16

HLA haplotyping should not be
used for the initial diagnosis of coeliac
disease but its high negative
predictive value can be useful for the
gastroenterologist. Around 95% of
patients with coeliac disease carry the
HLA – DQ2 allele with the rest usually
being HLA – DQ8 positive.1 Despite 
15 - 20% of Caucasians carrying the
HLA – DQ2 haplotype, the absence of
this haplotype virtually excludes
coeliac disease.

REFERRAL
Any patient with a positive EMA or
TTG should be referred to a

gastroenterologist for a small bowel
biopsy. Seronegative patients with a
high clinical suspicion such as a
positive family history (attributable
risk 10% in first-degree relatives)
should be referred. Patients with signs
or symptoms suggestive of coeliac
disease who are on a GFD and are
unable to reintroduce gluten should
also be referred. This last group should
be made particularly aware that a GFD
can make it difficult to confirm a
diagnosis of coeliac disease and this
may have implications for their access
to prescribed gluten-free foods.

LONG-TERM CONSEQUENCES
OF UNDIAGNOSED DISEASE
Patients with coeliac disease are
advised to follow a GFD to reduce
symptoms and complications.
Evidence is emerging that the risks of
symptomatically overt and silent
disease may be different. 

Malignancy
Contemporary population studies of
coeliac disease show only a modest
risk of malignancy and death. The
overall hazard ratio for death in coeliac
disease is reported to be as low as 1.3
with most of the excess risk occurring
in the year after diagnosis.17 Another
study with a 20 year follow-up found
no increased risk of malignancy in
seropositive individuals (who did not
have a confirmatory biopsy but are
likely to have untreated coeliac
disease) on a gluten-containing diet.18

There is evidence for an increased risk
of non-Hodgkin’s lymphoma and small
bowel cancer.19 While the risk of small
bowel cancer may be 40 times that of

the general population, it remains a
very rare cancer and absolute risk is
low. 

Intriguingly, patients with coeliac
disease may have lower rates of
breast cancer and hypertension.17, 20

Reduced bone mineral density
Coeliac disease is known to be
associated with reduced bone mineral
density (both osteopaenia and
osteoporosis). The prevalence of
abnormal bone mineral density is
reported to be around 40% and may
lead to an increased fracture risk.21

This increased risk is small, and bone
mineral density usually improves or
stabilises once gluten has been
excluded from the diet. The excess
fracture risk is small overall, adjusted
odds ratio (OR)1.3, even when
considering elderly patients where the
risk is highest.22 It has been calculated
to be two to three additional hip
fractures per ten years of follow up. 

Reproductive problems
Infertility, reduced fertility and an
increased risk of an adverse outcome
during pregnancy have all been
attributed to undiagnosed coeliac
disease. In one study, women with
undiagnosed coeliac disease had
increased risk of intrauterine growth
retardation (OR 1.62), low birthweight
(OR 2.13), and preterm birth (OR
1.71).23

Table 2 

Consider offering serological
testing to children and adults with
any of the following11

• Addison’s disease
• Amenorrhoea
• Aphthous stomatitis (mouth
ulcers)
• Autoimmune liver conditions
• Autoimmune myocarditis
• Chronic thrombocytopaenia
purpura
• Dental enamel defects
• Depression or bipolar disorder
• Down’s 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

Table 3 

Causes of antibody-negative
coeliac disease
• Self-commenced GFD prior to
serological testing or duodenal
biopsy
• IgA deficiency
• Immunosuppressive medication
• Early coeliac disease with lesser
grades of villous atrophy (have not
yet generated antibody response)
• Late coeliac disease
(immunologically overwhelmed)

It is essential to encourage patients
to continue on a gluten containing
diet and refer cases in which you are
still suspicious, even if the antibody
tests are negative

FIGURE 3
Visible vessels in the
duodenum are seen
in coeliac disease

FIGURE4
In coeliac disease
the duodenal
mucosa loses its
usual ‘carpet’
appearance,
appearing flat, with
scalloping of the
folds




