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Abstract

Background: Several autoimmune diseases may
occur in the same patient. Celiac disease (CD) is
found in patients with diabetes mellitustype-1 and
thyroiditis. Few studies have addressed the associa-
tion between CD and rheumatic disorders such as
rheumatoid arthritis (RA).

Objective: To study the prevalence of anti-en-
domysial antibodies in RA patients.

Methods: The presence of IgA anti-endomysial an-
tibodies (EmA-IgA) was evaluated in 85 RA patients
and in 97 healthy controls through indirect immu-
nofluorescence using human umbilical cord as
substrate.

Results: None of the RA patients or healthy controls
was positive for EmA-IgA.

Conclusion: We could not find an association
between RA and anti-endomysial antibodies in the
studied population.

Keywords: celiac disease, gluten enteropathy, rheu-
matoid arthritis, anti-endomysial antibodies

Resumo

Introducdo: Doencas auto-imunes podem ocorrer
de maneira associada em um mesmo individuo.
Doenga celiaca (DC) com freqiiéncia tem sido en-
contrada em pacientes com diabetes mellitus tipo-
-1 e tireoidites. Sao raros os relatos de associacdo
entre DC e doencas reumadticas como a artrite reu-
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matéide (AR).

Objetivo: Verificar a prevaléncia de anticorpos anti-
-endomisio em pacientes com AR.

Material e métodos: Estudou-se a presenca de an-
ticorpos anti-endomisio (EmA-IgA) em 85 pacien-
tes com AR e 97 controles sadios, utilizando-se de
técnicas de imunofluorescéncia indireta com cor-
ddo umbilical humano como substrato.
Resultados: Nenhum paciente com AR ou indivi-
duo do grupo controle sadio apresentou positivi-
dade para o EmA-IgA.

Conclusao: Ndo se encontrou associagdo entre AR
e presenca de anticorpos anti-endomisio na popu-
lacdo avaliada.

Palavras-chave: doencga celiaca, enteropatia gla-

ten-induzida, artrite reumatoéide, anticorpos anti-
-endomisio.

Introduction

Systemic or organ specific autoimmune diseases
may occur simultaneously in the same person.! The
attending physician must be alert for these associa-
tions, not only to make an early diagnosis but also
to understand the overall clinical manifestations.

There is no clear-cut explanation for the associa-
tions of autoimmune diseases although it is noted
that they may share a common genetic background
or an exposure to a common etiological agent.!

Rheumatoid arthritis (RA) is an inflammatory
articular disease with a particularly high incidence
in the small joints of the hands and feet. RA is as-
sociated with high co-morbidity and increased
mortality.?

Celiac Disease (CD) is an autoimmune disease
that affects 0.3 to 0.5% of the general population.
This is a chronic inflammatory and immunological
mediated intestinal disease, genetically determi-
ned, that causes lifelong sensitivity to gluten, a ce-
real protein found in wheat, rye, barley and oat.?
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Crypt hyperplasia, villous atrophy and intra epi-
thelial lymphocytic infiltration are the main patho-
logical characteristics of CD.*

CD patients frequently develop prolonged di-
arrhea, abdominal pain and weight loss. Some may
present iron or folate deficiency, osteoporosis,
chronic fatigue, milk intolerance, dental problems,
neuropathy, dementia and failure to thrive. This
disease is also associated with infertility, lympho-
mas and other autoimmune diseases.* Sub clinical
forms are quite common; it is not rare that CD pa-
tients with minor gastroenterological symptoms
are misdiagnosed as having an irritable bowel di-
sease or that the CD diagnosis is only detected af-
ter the investigation of iron deficiency anemia or
low bone mass (osteoporosis/ osteopenia)®.

Serological tests are valuable tools for the diag-
nosis of CD and may be used in the initial investi-
gation because they are not invasive and have a
high sensitivity. They can also be used to monitor
treatment. Anti-endomysial (EmA-IgA) antibodies
and anti-tissue transglutaminase antibodies (anti-
-tTG IgA) are the most commonly used. EmA-IgA
antibodies have a specificity and sensitivity greater
than 90% for the diagnosis of CD. The titer of the-
se antibodies correlates with the degree of intestinal
villous atrophy® and symptom severity.” The com-
bination of serological tests with intestinal biopsy
is the «gold standard» for CD diagnosis.®

The association between CD and other autoi-
mune diseases (particularly those that affect endo-
crine organs) such as type 1 diabetes mellitus (DM)
and thyroid autoimmune diseases is common.*!* In
Brazil, the association of CD with Type 1 DM is es-
timated to be 4.8%,!! reaching 21.2% with thyroid
autoimmune diseases.'? Nevertheless, the rela-
tionship of CD with systemic autoimmune disea-
ses such as RA is still controversial.

Feighery et al. found an 11% prevalence of anti-
-tTG antibodies in RA patients."® Song et al. descri-
bed an anti-tTg antibodies’ prevalence of 6.1% in
RF positive sera." Bizzaro et al. detected 1% preva-
lence of anti-tTg antibodies in RA patients.'> Howe-
ver, the search for antigliadin antibodies in 40 RA
patients, performed by Kochbati et al., was comple-
tely negative.!®

The aim of this study was to analyze the prevalen-
ce of IgA anti-endomysial antibodies in RA patients.

Methods

This study was approved by the local Ethics Re-
search Committee. All patients were recruited from
the Rheumatologic Unit of the Hospital Evangéli-
co de Curitiba, Paran4, Brazil and fulfilled the Ame-
rican College of Rheumatology Classification Cri-
teria for Rheumatoid Arthritis *".

Patients: Eighty-five RA patients were included
between March and October 2005, being 12.9%
(11/85) males and 87.1% (74/85) females with a
mean age of 47 years (minimum 23 and maximum
71 years). The patients were included in the study
consecutively, as they attended the routine follow-

Positive EmA-IgA in cryostatic section of human umbilical
chord (400X)

Negative EmA-IgA in cryostatic section of human umbili-
cal chord (400X)

Figure . Positive and negative controls used for EmA-IgA
determination.
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-up. After formal consenting, 3 ml of blood were
collected from each subject. Samples were centri-
fuged and the serum separated, aliquoted and im-
mediately stored at -80° C until the tests were per-
formed.

In this population, 68.3% (58/85) were RF posi-
tive. None of the patients had signs or symptoms
of malabsortion at the time of inclusion.

Controls: As a control, 97 blood donors from
the same geographical region, matched for age and
sex, were studied.

EmA-IgA technique: All serum samples were
screened for EmA-IgA by indirect immunofluores-
cence technique using cryostatic cuts of human
samples of umbilical chord and anti-IgA fluores-
cent conjugate (INOVA, San Diego, USA), accor-
ding to the technique described by Volta et al'®. The
serum was initially diluted to 1:2.5 with PBS pH
7.2. Positive and negative controls were included
in each test battery (Figure 1).

All EmA-IgA positive patients were invited to
perform an upper gastrointestinal endoscopy with
duodenal biopsy for histological analysis.

Results

The EmA-IgA search was negative in all 85 RA pa-
tients tested. None of the controls were positive
for EmA-IgA.

Discussion

RAis acommon systemic autoimmune inflamma-
tory disease, affecting 1% of the population'®. A sub
clinical intestinal mucosa inflammation has been
described in 67% of the RA patients. This inflam-
mation has been attributed to the use of nonste-
roidal anti-inflammatory drugs in some cases!®?.
The role of intestinal inflammation in the etio-
pathogenesis of RA is not well understood but it is
thought that antigens from intestinal microbiota
may have an arthritogenic potential®. There are
also some isolated reports suggesting that a gluten
free diet may reduce joint inflammation and that
such improvement is associated with a decrease in
the level of antibodies against food antigens?'.
CD, dermatitis herpetiformis, recurrent mouth
ulcers and IgA nephropathy are diseases associa-
ted with gluten hypersensitivity. CD has a worldwi-
de distribution with a higher prevalence in Anglo-

-Saxon and Nordic populations?.

It is important to remember that only a mino-
rity of patients has the classical and symptomatic
form of CD with diarrhea, nausea, vomiting and
weight loss. Most of them have minor gastrointes-
tinal complaints such as pain, dyspepsia, flatulen-
ce and changes in the intestinal habits. Others are
totally asymptomatic from the gastrointestinal
point of view®.

There are some arguments in favor of a possi-
ble association between RA and CD. In fact, both
diseases share a Th1 mediated physiopathology 2
and patients with RA have frequent gastrointesti-
nal complaints that sometimes are not fully clari-
fied®.

In this study, the investigation of the presence
of EmA-IgA antibodies in 85 RA patients failed to
show any positive case. Therefore, there was no
need for endoscopy and duodenal biopsy in any of
them. Although intestinal biopsy is the best test
for CD diagnosis, serological markers are extre-
mely useful as screening tools due to their high
sensitivity. The sensitivity of anti-tTG-IgA ELISA
test and EmA-IgA indirect immunofluorescence is
equivalent, although the EmA-IgA indirect immu-
nofluorescent test has a better specificity 22", Kot-
ze et al. showed that both tests had a good corre-
lation with results from intestinal biopsy °.

Association between CD and systemic autoim-
mune diseases has been studied in patients with
systemic lupus erythematosus (SLE), juvenile idio-
pathic arthritis (JIA) and Sjogren syndrome (SS),
among others. Rensch et al. studied patients with
SLE and found high prevalence of antigliadin an-
tibodies (23.3%) but in the same study the positi-
vity for EmA-IgA antibodies was low and patients
had no clinical features of CD, so the presence of
antigliadin antibodies was not considered indica-
tive of CD®.

A study of 151 JIA patients with a high number
of hypothyroidism cases and autoimmune thyroid
disease showed a 6.6% prevalence of CD*. In SS pa-
tients, the prevalence of anti-tTG antibodies was
found to be three times more common than in the
normal population. Most of these patients had
some complaints®.

There are some previous studies analyzing se-
rological markers for CD in RA patients. Feighery
etal.found anti-tTG antibodies in 11% of the 53 RA
patients studied®. Bizzaro et al., studying 400 pa-
tients with connective tissue disease (SS, SLE, scle-
roderma and RA), failed to demonstrate increased
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Table I. Celiac Disease Antibodies and Rheumatic Diseases

Disease Antibodies Postivity Country Reference
SLE Anti-gliadin 23,3% USA 29

SLE Anti-tTG- IgA 1% Italy I5

JIA EmA-IgA 6,6% Italy 33

SS Anti-tTG- IgA 12% USA 25

SS Anti-tTG-IgA 0% Italy I5
Scleroderma Anti-tTG- IgA 0% Italy I5
Psoriasis Anti-gliadin 16% Sweden 30

Psoriatic arthritis ~ Anti-gliadin 17,4% Sweden 31

RA Anti tTG-IgA 1% Ireland 13

RA Anti-tTG- IgA 1% Italy I5

RA Anti-gliadin 0% Tunisia 16

RA EmA-IgA 0% Brasil Nisihara et al.

SLE: Systemic lupus erythematosus; JIA: Juvenile idiopathic arthritis; SS: Sjogrens' sindrome;
RA: Rheumatoid arthritis; Anti-tTG: Anti-transglutaminase tissue antibody;

EmA-IgA: Anti-endomysial antibody.

rates of CD*. Michalesson et al found raised CD
auto-antibodies in patients with psoriasis that had
showed improvement of skin lesions after being
submitted to a gluten free diet®. Lindqvist et al.
also found a high number of CD autoantibodies in
patients with psoriatic arthritis but they didn’t eva-
luate the effects of a gluten free diet on these pa-
tients®. These results are summarized in Table I.
Genetic and geographical background may be res-
ponsible for the variability of the results. One
should also note that the specificity of the autoan-
tibodies used in these studies is different. Anti-gli-
adin antibodies and anti-tTG antibodies can be
positive in other diseases such as autoimmune he-
patitis and inflammatory bowel diseases®.

In the present study no association could be
found between adult RA and anti EmA -IgA anti-
bodies. The authors conclude that a routine search
for CD in RA patients is not necessary except in ca-
ses where the clinical suspicion of CD is high.
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