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ABSTRACT

A case of occult coeliac disease (CD)
presenting with recurrent
monoarthritisin a boy aged 11 yearsis
reported. The case is unique due to the
association of occult untreated CD and
arthritisin childhood. Peripheral or
axial arthritis as a first manifestation
of occult CD has been described in
adult patients, with an interval be-
tween the arthritis and CD of up to 15
years. In our case the interval between
the appearance of arthritis and the
diagnosis of CD was 2 years. The boy
was asymptomatic for bowel disease
and his nutritional status was normal.
The diagnosis of CD was established
using anti-gliadin (AGA) and anti-
endomysium (EMA) antibody tests and
was confirmed by small bowel biopsy.
The introduction of a gluten-free diet
resulted in the persistent remission of
arthritis. Asthe treatment of CD-
associated arthritisis based on dietary
therapy, physicians should be alert to
the possibility of occult CD in any
child with arthritis of unclear origin.

Introduction

The association of arthritis and coeliac
disease (CD) isarare condition that was
first described in 1982, with only afew
cases observed over the following dec-
ade (1, 2). More recently, the availabili-
ty of sensitive tests such as those based
on anti-gliadin (AGA) and anti-endo-
mysium (EMA) antibodies, alow the di-
agnosis of CD even in patients who ex-
hibit no intestinal manifestations. In a
high percentage of occult CD patients,
arthritisis the presenting symptom of the
gut disease, the diagnosis being subse-
guently confirmed by small bowel bi-
opsy. Both arthritis and mucosal atera-
tions have been reported to improve with
agluten-free diet (3-7).

On the other hand, arthritis has rarely
been reported in CD patients treated with
such adiet, confirming the hypothesis
that gluten may trigger joint inflamma-
tion. We report the case of an 11-year-
old boy who developed recurrent epi-
sodes of monoarthritis before the diag-
nosis of CD. A persistent remission of
arthritis was observed after the dietary

therapy.
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Casereport

An 11-year-old boy suffering from a
painful, swollen left knee with limited
motion was referred to our Paediatric De-
partment. His medical history was unre-
markable except for recurrent upper res-
piratory tract infections since the age of
3. His family history was negative for
rheumatic diseases, psoriasis and inflam-
matory bowel disease (IBD). He had no
history of traumaor local infection.
Physical examination showed a boy with
anormal nutritional status, who was not
in acute distress. Upon admission, his
weight was 32.5 kg (> 25° percentile),
his height 146 cm (> 50° percentile), and
his arterial pressure 120/70 mm Hg. His
puberty stage was 2 according to Tan-
ner.

Knee X-rays excluded bone abnormali-
ties, while ultrasound evaluation reveal-
ed amarked synovia effusion et the level
of the left knee. 99MTc¢ bone scintigra-
phy was normal. Lung X-rays, electro-
cardiogram and echocardiogram were @l
normal. Laboratory test results were also
within the normal range, including a
complete blood count, erythrocyte sedi-
mentation rate, C-reactive protein, aa-
nine and aspartate aminotransferases,
antistreptolisin titre, immunoglobulin
and complement levels, rheumatoid fac-
tor, and clotting evaluation. A Mantoux
test was negative. Serological tests for
known vird and bacteriad infections were
all negative. No antinuclear antibodies
were detected. Slit lamp control did not
reveal ocular inflammation.
Non-steroidal anti-inflammatory therapy
(NSAID), Flurbiprofen (5 mg/Kg/day),
and local ice packs were prescribed. The
inflamed knee progressively improved,
normalising within 1 month, and NSAID
therapy was withdrawn. After discharge
the boy remained well for 7 months, but
then the arthritis flared up again. All
blood tests and an eye evaluation were
normal. An ultrasound exam showed
synovial effusion at the left knee. Late-
onset juvenile chronic arthritis (JCA)
was suspected and Flurbiprofen was re-
sumed. An arthrocentesis was not per-
formed since the joint normalised within
afew days with anti-inflammatory treat-
ment and local ice packs.

HLA tissue typing was performed to
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check for the presence of the B27 hap-
lotype which is usually associated with
late-onset JCA. The boy was found to
be B27-negative, while carrying HLA,
A1, A33, B8, B14, Bw6, DR1, DR3,
DR52, DQ1, and DQ2. Despite the con-
tinuation of NSAID therapy, two simi-
lar flares were observed over the next
two months. At the fourth flare of arthri-
tis, an MRI was performed which con-
firmed the presence of increased syno-
vial fluid but excluded any dterations of
the meniscus, ligaments and synovia. On
this occasion AGA and EMA were again
tested. AGA IgA were within the normal
range while AGA 1gG wereraised; EMA
were also positive. A diagnosis of CD
was made, and confirmed by small bowel
biopsy which revealed the presence of
villous atrophy, crypt hyperplasia, and
lymphocyte infiltration of the intraepi-
thelial and lamina propria. The hetero-
dimer DQA*501 DQB *0201, whichis
strongly associated with CD due to the
linkage disequilibrium of thisalele with
the HLA-DRS3 haplotype (8), was then
tested for and found to be positive.

A gluten-free diet was introduced and
since then the patient’ s arthritis has been
in stable remission for afollow-up peri-
od (to the present time) of 5 years. Com-
pliance with the gluten-free diet has been
regularly checked by AGA and EMA
testing. After 6 months and to the present
time, the results of both tests have been
consistently negative, confirming adher-
enceto the diet. One year after the intro-
duction of the diet the boy’s weight
reached the 40° percentile.

Discussion

Our patient represents a paediatric case
of occult CD whose presenting manifes-
tation was a recurrent monoarthritis that
was successfully treated with a gluten-
free diet. The patient never developed
bowel symptoms and his nutritional sta-
tus was not predictive of any underlying
intestinal damage. The diagnosis of CD
was established by AGA and EMA test-
ing and then confirmed by intestinal bi-
opsy. In aprevious study from our group,
we reported a seven-fold increase in the
incidence of CD in children affected with
JCA (9).

Joint involvement has rarely been ob-
served in CD patients treated with diet-
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ary therapy, while in untreated patients
arthritis has frequently been observed (3-
7) and a swollen joint may be the first
manifestation of the underlying coeliac
intestinal lesions (2-7). The first report
of peripheral arthritisin an adult patient
with CD was published in 1982 (1) and
over the following ten years this asso-
ciation has been sporadically observed
(2, 3). Inthelast decade, when the diag-
nosis of CD was facilitated by the de-
velopment of the AGA and EMA tests,
arthritis has been reported with increas-
ing frequency in occult CD patients (4-
6). In 1985 six adult CD patients, 3 of
them asymptomatic for bowel disease,
were reported; arthritis commonly in-
volving the knees preceded the diagno-
sis of CD by up to 15 years, and went
into remission after dietary therapy (3).
CD-associated arthritis usually affects
multiple joints, although monoarthritis
has been reported in several patients. In
particular, oligoarthritis as the present-
ing manifestation of occult CD was ob-
served in one adult with little evidence
of malabsorption, who was subsequently
diagnosed to have CD by intestinal bi-
opsy. Joint inflammation was controlled
by a gluten-free diet and never relapsed
2.

In 1993, another case of silent CD pre-
senting with monoarthritis was reported
in an adult patient who eventually de-
veloped severe and erosive bone dam-
agein the talo-navicular joint, although
his inflammation was brought under con-
trol with agluten-free diet (4).

The overal prevalence of arthritisin CD
has recently been evaluated in alarge
study involving 200 adults. Arthritiswas
detected in 26% of untreated patients,
with the peripheral and axial joints fre-
quently involved, while the incidence in
patients on dietary therapy was lower (6).
The onset of CD-associated arthritisin
adults may be acute or insidious, and in
most cases the outcome is favourable.
The arthritis is characterised by swell-
ing, limited motion, pain and morning
stiffness and is comparable to the IBD-
associated arthritides.

A different degree of demineralisation
may be detected by conventional X-rays
and blood tests may be normal except
for areduction in the values for nutri-
tion parameters.
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To the best of our knowledge, few stu-
dies have been carried out on the inci-
dence of arthropathy in paediatric pa-
tients with occult CD (10). CD isknown
to be associated with JCA (7), although
the reported data on its incidence are con-
flicting (9-11). Moreover, it remains un-
clear whether JCA and CD are coinci-
dental diseases or if thereisarelation-
ship between these two immune-medi-
ated conditions (12, 13). Gut-derived
lymphocytes could mediate the immune
response and promote the development
of arthritis. The introduction of agluten-
free diet helpsto repair the flattened vil-
lous mucosa and usually induces remis-
sion of the arthritis. CD shares HLA
hapl otypes with other autoimmune dis-
orders, such as thyroiditis and connec-
tive tissue diseases. The occurrence of
systemic lupus erythematosus has been
reported in a 12-year-old child whose CD
was diagnosed during the first year of
life (14). Recently we observed in avery
young girl the co-existence of dermato-
myositis and CD, diseases which share
a common genetic background (15).
The introduction of gluten-free therapy
in our case induced a sustained remis-
sion of arthritis, suggesting the possible
role of gut damage as atrigger of joint
inflammation. Serological tests for CD
should be performed in al children with
arthritis of unclear etiology since joint
involvement could be the presenting
manifestation of gluten intolerance.
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