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PATHOPHYSIOLOGY

CD is a complex multifactorial condition
in that while genetic factors are important,
other factors are necessary for the disease
to manifest itself. The vast majority of
coeliac patients express the HLA-DQ2
or HLA-DQ8 genes, which are part of
the MHC class IT antigen presenting
receptor system distinguishing cells
between self and non-self in the immune
system. However in the West, 25-30% of
the population express HLA DQ2 and
are exposed to gluten, but only a minority
develop CD. Around 5% of patients
with CD do not have the HLA-DQ2
gene’. The HLA-DQ molecules bind to
and present gluten derived peptides to T
lymphocytes, initiating the autoimmune
process. Most coeliac patients have a
two-gene HLA-DQ2 haplotype referred
to as DQ2.5 haplotype. While most
coeliac patients inherit only one copy of
this DQ2.5 haplotype, some inherit it
from both parents. This latter group is
especially at risk for CD, as well as being
more susceptible to severe complications®.
The frequency of the HLA-DQ genes
varies geographically. DQ2.5 has a

high frequency in peoples of North and
Western Europe; Ireland particularly

has a high frequency®. While genetic
predisposition is a factor, the amount of
gluten in the diet may also predispose
people to CD. In the Swedish CD
epidemic an increase in gluten content

in the food resulted in a tripling of CD
incidence®. However a diet high in gluten
is also recognised to cause intestinal
damage, regardless of whether a person
has CD or not".

Gliadin in wheat belongs to a group of
storage proteins called prolamins, rich

in proline (prol-) and glutamine (-amin).
Hordein in barley and secalin in rye are
also prolamins. One particular region in
a-gliadin stimulates enterocytes in the gut
allowing the leakage of larger molecules
between the cells. These gliadin peptides
then stimulate both the innate and the
adaptive (T-helper cell mediated) immune

response. The innate immune response to
gliadin results in inflammation.

The enzyme tissue transglutaminase
(tTG) generates gluten peptides that
bind with high affinity to HLA-DQ2 or
HLA DQ8. Antibodies to the enzyme
tTG are present in most coeliac patients.
Gluten peptides are modified by tTG in
two ways, deamination or transamination.
In deamination, a glutamate residue is
formed. In transamination, cross-linking
of a glutamine residue from the gliadin
peptide to a lysine residue of tT'g occurs.
Cross-linking may occur either within or
outside the active site of the enzyme. This
results in the formation of new epitopes,
which are believed to then trigger the
primary immune response by which the
autoantibodies against tTg develop®’.
The inflammatory process, mediated by T
cells, leads to disruption of the structure
and function of the small bowel’s mucosal
lining causing malabsorption.

MUSCLES AND COELIAC DISEASE

Myopathy in the context of gluten
sensitivity exists, but has not been well
characterized. The myopathy normally
presents as a proximal muscle weakness.
Endomysium-specific antibodies
(antibodies that bind with high affinity
to cell-surface t TG) are thought to be
involved, but these are also the most
sensitive markers for the presence of
enteropathy, which were not present in
this patient. A spectrum of abnormalities
has been described on muscle histology
in gluten sensitivity-associated myopathy.
Muscle inflammation is a common
feature. IgA deposits against tTG have
been demonstrated in extra intestinal
target sites such as muscle in a patient
with coeliac disease and myopathy and
cerebellar tissue in a patient with gluten
ataxia. Myopathy may be a manifestation
of gluten sensitivity and may have an
immune mediated pathogenesis'’.
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CONCLUSION

This case report documents an unusual
presentation of CD, where a high index
of clinical suspicion was necessary to
make the diagnosis. The reasons for the
isolated masseter muscle pain are difficult
to explain, but a potential etiological
mechanism is described.
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