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Introduction

Systemic-onset juvenile idiopathic arthritis (SoJIA)
is a chronic inflammatory disease of unknown etio -
logy characterized by chronic arthritis, fever and of-
ten associated with other signs and symptoms,
such as: skin rash, hepatosplenomegaly, pleuritis
and pericarditis1,2.  Eventually these patients may
also present gastrointestinal involvement, such as
abdo minal pain and mesenteric lymphadenopa-
thy2. 

Of note, celiac disease (CD) is an autoimmune
enteropathy illness characterized by the presence
of at least four of the following criteria: clinical ma -
ni festations (diarrhea, stunting and/or iron defi-
ciency anemia), presence of celiac disease IgA class
antibodies, HLA-DQ2 or DQ8 genotype, small in-
testine biopsy compatible with celiac enteropathy,
and response to gluten-free diet3.

Arthritis, involving both the peripheral and 
axial skeletal, might be an early extra-intestinal
manifestations of CD4. Additionally, CD has also
been rarely described in patients with chronic
arthritis, such as JIA, mainly in oligoarticular and
polyarticular subtypes5,6. To our information, only
two cases of CD were reported in SoJIA patients
during follow-up of disease5,7.  

From January 1983 to December 2010, 5.508 pa-
tients were followed at the Paediatric Rheumatolo -
gy Unit of Instituto da Criança da Faculdade de
Medicina da Universidade de São Paulo and 712
(13%) patients fulfilled the International League of
Associations for Rheumatism (ILAR) classification
criteria for JIA1. One of these (0.14%) patients had
a concomitant diagnosis of SoJIA and CD, and this
case was described herein. 
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Case Report

A 10-years-old female patient was hospitalized in
our University Hospital with persistent high fever
(39-40ºC) for 25 consecutive days associated with
an evanescent erythematous rash, weight loss (9 kg
in 25 days), asthenia and anorexia. No epidemio -
logy for Lyme disease, brucellosis and tuberculo-
sis was reported. After one week of hospitalization,
she presented hepatomegaly, chronic arthritis of
left knee and ankle for a period of 75 days. The ini-
tial laboratory exams revealed hemoglobin 
9.3 g/dL, hematocrit 28.5%, white blood cell count
6,700/mm3 (73% neutrophils, 18% lymphocytes,
2% eosinophils and 7% monocyte), platelet count
492,000/mm3, thyroid stimulating hormone (TSH)
1.82 µU/mL (normal range 0.6-5.4 µU/mL) and
free thyroxine 1.36 ng/dL (normal range 0.7-
-1.5 ng/dL). Erythrocyte sedimentation rate was
61 mm/1st hour and C-reactive protein 121 mg/L
(normal < 5). She had normal cardiac examination
according to pediatric cardiologist evaluation. The
thoracic radiography and echocardiography were
normal. The bone marrow aspiration was normal.
Serologic tests, such as: hepatitis virus A, hepatitis
virus B, hepatitis virus C, Epstein-Barr virus (EBV),
cytomegalovirus (CMV), human immunodefi-
ciency virus (HIV), toxoplasmosis and rubella,
were all negative. Antistreptolysin o (ASLO) titer
was 132 UI/mL and immunological tests were
nega tive for the following serum antibodies: an -
tinu clear antibody (ANA), anti-double-stranded
DNA (anti-ds DNA), anti-Sm, anti-Ro, anti-La and
anti-peroxidase (anti-TPO). Serum IgG was 1735
mg/dL (normal range 970-1710 mg/dL), IgM was
141 mg/dL (normal range 53-145 mg/dL) and IgA
was 56 mg/dL (normal range 45-234 mg/dL).
Therefore, the diagnosis of SoJIA was established
according to the ILAR classification criteria1 and in-
domethacin (2.0 mg/kg/day) was introduced with
improvement of chronic arthritis after hospitali -
zation, with persistence of fever, rash and hepa -
tomegaly. At 10 years and 3 months of age, she pre-
sented vomiting, diarrhea and severe abdominal
pain that worsened after food ingestion, and was
re-admitted. At that hospitalization, upper gas-
trointestinal barium study showed small bowel di-
latation and thickening of folds, suggestive of mal-
absorption syndrome. Abdominal ultrasound was
normal. The abdominal computed tomography
scan evidenced mild distension of small bowel. Up-
per endoscopy and colonoscopy were normal. Im-

munoglobulin A (IgA) class anti-endomysial anti-
body (IgA-EMA) by indirect immunofluorescence
was 1/40 (normal < 1/10). Remarkably, the endos -
copic small bowel biopsy showed chronic duo-
denitis and jejunitis with dense cellular infiltrate in
the lamina propria, villous atrophy, crypt hyper-
plasia and elevated intraepithelial lymphocytes
(IELS), compatible with CD (Figure 1). A gluten-
-free diet was introduced with improvement of
diar rhea, and the CD diagnosis was established3. In
order to ensure the adherence to a complete re-
moval of gluten from the diet, the patient remained
hospitalized, however 29 days after CD diagnosis
the patient evolved with sepsis by Serratia sp and
died of septic shock. 

Discussion

We described a case of concomitant diagnosis of
these two autoimmune diseases (SoJIA and CD)
with a fatal outcome. These diagnoses were rarely
observed in a large tertiary of pediatric hospital in
Brazil.

CD is an immunologically based enteropathy
characterized by sensitivity to gluten in genetical-
ly predisposed subjects3,5. Notably, similar mecha-
nisms elicited by environmental triggers may in-
duce the concomitant occurrence of multiple or-
gan-specific autoimmune diseases in CD patients,
such as type I diabetes mellitus, Graves’ disease
and Hashimoto’s thyroiditis6,8 .

Likewise, systemic autoimmune diseases, such

Fi gu re 1. Endoscopic biopsy of jejune showed dense 
cellular infiltrate in the lamina propria, villous atrophy,
crypt hyperplasia and elevated intraepithelial lymphocytes
(IELS), compatible with celiac disease.
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as JIA, may also be associated with this autoim-
mune enteropathy5-10. In fact, CD was previously
reported in 2.5% to 6.5% of JIA children5,7,11,12. Of
note, the most frequent JIA subtypes associated
with CD were oligoarticular and polyarticular5,6 and
very rarely patients had SoJIA5. Notably, our pa-
tient presented classical features of SoJIA, inclu -
ding diary high fever during more than 2 weeks,
chronic arthritis, evanescent rheumatoid rash and
hepatomegaly together with the general symp-
toms, such as anorexia and weight loss, that in few
months would evolve to typical gastrointestinal
symptoms of CD. Differently to the present report,
Alpigiani et al. had demonstrated CD diagnosis 3.5
and 4.6 years after JIA onset11, however the sub-
types of these patients were not described.

Remarkably, CD frequently remains asymp-
tomatic for years but may be associated with an in-
creased risk of a second autoimmune disease5. Of
note, the CD diagnosis requires at least four of the
following criteria: presence of typical symptoms of
celiac disease, positivity of serum celiac disease
autoantibodies (IgA-EMA and/or anti-tissue trans-
glutaminase) at high titer, HLA-DQ2 or DQ8 geno-
types, celiac enteropathy at the small intestinal
biopsy and response to the GFD3, as identified in
our present case. 

Differential diagnosis must be done with a varie -
ty of infections affecting small bowel mucosa. Fur-
thermore, autoimmune enteropathy, secondary to
the production of autoantibodies against entero-
cytes, is usually characterized by histologic fin -
dings of villous flattening and crypt hyperplasia,
similarly to CD. Crohn disease may also be ex-
cluded, once it affects the upper gastrointestinal
tract in up to 30% to 50% of cases. In addition, pri-
mary immunodeficiencies, such as common varia -
ble immunodeficiency, may be associated with au-
toimmune diseases such as JIA and CD13. Of note,
the patient reported herein died of septic shock by
Serratia sp. infection and presented lymphopenia
lower than 1500 cells/uL, however Immunophe-
notyping of lymphocytes were not performed.

Our patient was prone to intestinal mucosal le-
sion associated to CD. In fact, Serratia bacteremia
originates mainly from bloodstream, respiratory,
gastrointestinal and urinary tract. Previous studies
demonstrated hospital-acquired septic shock by
Serratia in 14.8% and mortality rates related to Ser-
ratia bacteremia of 25% to 58%14.

CD treatment is based on a gluten-free diet,
which can reduce articular and intestinal mani-

festations5,6,11. To our knowledge, the use of non-
-ste roidal anti-inflammatory drugs, such as in-
domethacin, has no influence to the course of CD,
as observed in our case. 

In conclusion, we reported a case of early diag-
nosis of SoJIA occurring simultaneously with CD.
This study reinforces the importance of taking into
account the possible association of organ-speci fic
autoimmune diseases during JIA course. 
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