


Conclusion: Our study indicates that BSAS may be a beneficial and
practical index to define the disease activity in PED-BD and that further
studies with a large cohort are required.
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Background: Despite their limited licensed indications, anti-IL1 agents
are often used in real-life practice for an increasing number of diseases.
A national survey to record their off-label use in France was started in
January 2011. The survey is coordinated by the French National Reference
Centre for Auto-Inflammatory Diseases, under the aegis of the “Club
Rhumatisme et Inflammation” (CRI).
Aims: The survey aims at gathering information concerning: the number
of patients treated with anti-IL1 agents in France, the treated disease, the
kind and the indication of the used anti-IL1 agents, their efficacy and
safety.
Methods: We set up a physician-directed questionnaire available on the
website of CRI since January 2011 to December 2012, covering the
following areas: patient data, disease data, anti-IL1 agent, its efficacy,
adverse events.
We advertised the study on the occasion of French rheumatology
congresses and by email to French physicians that could be interested.
Any adult or paediatric patient who had received an anti-IL1 agent before
January 2005 in France could be included.
Results:At present 94 patients from 19 centres have been included. Main
diseases were: anakinra-treated CAPS (18), SoJIA (17), AoSD (15), gout (10),
MKD (9), FMF (6), Schnitzler’s syndrome (5).
The main off-label used agent (data known for 72 patients) was anakinra,
used at least once in 66 patients. Canakinumab was used in 15 patients.
Rilonacept is not yet available in France.
Conclusions: Data gathering on off-label use of anti-IL1 agents is
ongoing in France, with a good response from physicians providing
information from everyday practice.
The survey results might justify controlled clinical trials leading to widen
the licensed indications for this class of therapeutics.
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Background: Hyperimmunoglobulin D Syndrome (HIDS is a rare
autosomal recessive condition caused by mutations in the Mevalonate
Kinase (MVK) gene that codes for MVK, an essential enzyme in the
isoprenoid pathway. It shows a wide phenotypic spectrum probably
related with the residual activity of this enzyme (1–20% of normal). So
far, about 63 mutations have been described and the four most prevalent
mutations account for more than 70%.
Aim: Case report of a new mutation of the MVK gene in a child with a
severe Hyper-IgD syndrome.
Results:A 2-year-old portuguese boy presented with recurrent episodes of
fever and malaise, cervical lymphadenopathy and hepatosplenomegaly
since 12 months of age. Rash was seen once. During acute attacks
laboratory evaluation demonstrated microcytic hypochromic anemia (Hg 8-
10 g/dl), leukocytosis with neutrophilia (WBC 23 490-32 280/mm3) and

increased ESR (61-91 mm/h), CRP (6.27-18.49 mg/dl) and serum amyloid A
(104-510 mg/L). Clinical and laboratory improvement was seen between
attacks. Renal and liver functions, like cardiac and ophthalmologic
evaluations, were normal. Infectious causes, primary immunodeficiency,
neoplastic and autoimmune diseases were excluded. Despite normal serum
IgD, HIDS was clinically suspected. DNA sequence analysis revealed a
homozygous Arg-277-Gly (p.R277G) new mutation in MVK gene. The healthy
non-consanguineous parents were heterozygous for this mutation. Short
NSAIDs and corticosteroid courses were given during attacks with poor
benefits. Anakinra was started (2mg/Kg/day), with partial clinical response.
Discussion:R277G is a previously unreported MVK mutation and in this
case was associated with a severe phenotype. Further studies are needed
to evaluate a co-relation genotype-enzyme activity-phenotype and by so
helping to define best therapeutic strategies for each patient.
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Background: No clear information on the optimal dosage of Canakinumab
in CAPS is available.
Aim: To analyse the modification of dosage schedule of Canakinumab in
CAPS in 12 months of routinely clinical practice.
Methods: 12 patients (9 children and 3 adults) with Muckle-Wells
syndrome (3), MWS/CINCA overlap (3) and CINCA (6) were analyzed.
Patients were previously enrolled in the CACZ885D2306 trial and studied
for the following 12 months.
Results:At baseline, 7 patients were treated with the initial dosage of
2 mg/kg (or 150 mg, if > 40 Kg) every 8 weeks. In 5 patients (2 MWS/
CINCA overlap, 5 CINCA) the dosage was 4 mg/kg (or 300 mg) every
8 weeks.
During the following 12 months modification of dosage of frequency was
performed in 7/12 patients. The 5 patients at higher dosage during the
CACZ885D2306 study needed to increase the frequency of administration
with a mean frequency of 6 weeks (range 4-8). The mean reason was the
presence of mild clinical manifestation and/or persistent elevation of acute
phase reactants. In one of these patients the therapy was subsequently
discontinued due to persistent disease activity. An increased frequency
(6 and 7 weeks) was also performed in 1 MWS and 1 CINCA patient,
respectively.
In 5 patients the treatment was not modified being effective in the
control of the disease.
Conclusions:This study confirms the efficacy of Canakinumab in CAPS.
However, pediatric patients and those with a more severe phenotype
require higher and more frequent dosage than previously described.
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Chronic Nonbacterial Osteomyelitis (CNO) is an autoinflammatory disease
that presents as recurrent flares of bone pain, sometimes febrile and with
lytic radiological pictures. Extraarticular manifestations are also possible. We
present a retrospective study of eleven children (ten females, one male),
followed in Pediatric Orthopedic ward of the Caen University Hospital
between 2001 and 2011. We report the initial symptoms, the biological
profiles and the radiological findings which led to the diagnosis of CNO.
Secondly, we describe treatment and disease’s evolution of these patients.

Pediatric Rheumatology2011, Volume 9 Suppl 1
http://www.ped-rheum.com/supplements/9/S1

Page 22 of 119



Aim: To evaluate the clinical features, response to treatment and disease
outcome in a large cohort of patients with PFAPA syndrome.
Methods: We conducted a retrospective study on patients with clinical
diagnosis of PFAPA syndrome followed at a tertiary center from January
1993 to August 2010. Clinical and laboratory parameters have been
evaluated at onset and during the follow-up. Disease remission was
considered as the absence of symptoms for at least one year. Disease
outcome in patients who underwent tonsillectomy was compared to
those treated with standard medical therapy (NSAIDs, prednisone).
Results:275 patients with PFAPA syndrome were identified, 59.6% males,
mean age at onset 27.9 months (range 1-132), mean duration of symptoms
40.5 months (10-122). A positive family history for PFAPA in first degree
relatives was found in 86 patients (31.2%). The percentage of patients
responding to tonsillectomy, 27/41 (65.8%), was not significantly different of
what observed in those on standard therapy, 137/232 patients (59%) treated
with just medical treatment (p=0.51). Neither the mean disease duration, in
months, (39.7 vs 39.9) nor the age at remission (5.6 vs 5.5) were significantly
different in both groups.
Conclusions: In a large cohort of patients with PFAPA syndrome,
tonsillectomy did not offer a significant advantage in comparison with
the standard medical treatment.
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Aim: We assessed bone strength parameters and response to treatment
in a girl with McCune -Albright syndrome (MAS) using tibia pQCT.
Methods: We present a 14y old girl with polyostotic fibrous dysplasia (right
humerus, femur, tibia, skull), precocious puberty and café au lait skin spots,
diagnosed as MAS with a confirmed heterozygous c.601C>T mutation of the
GNAS1 gene. Due to initial bone pain and continuously increasing bone
turnover, the patient was treated with iv bisphosphonates for 4 years. We
used pQCT to estimate bone strength parameters at the site of fibrous
dysplasia lesion of the right tibia (38% of tibia length) vs the same site of
the left (healthy) tibia at baseline and after treatment. A Stratec XCT-2000
scanner was used (Stratec Medizintechnik, Pforzheim, Germany) and we
specifically assessed for the 38% site cortical BMC (Cort_CNT), cortical BMD
(Cort_DEN), cortical area (Cort_A),cortical thickness (Cort_THK) and Stress
Strain Index (SSI) as an indicator of bending/torsional strength.
Results:At baseline all parameters were lower at the right (lesional) tibia:
Cort_DEN (right 916.53 vs left 1154.47 mg/cmÂ³), Cort_CNT (0.78 vs
2.65 gr/cm), Cort_A (85 vs 230.25 mm2) , Cort_THK ( 0.99 vs 4.76 mm), SSI
(941 vs 1110.35 mm3). All parameters increased significantly after 4 years of
therapy at both legs with maximal increases at the lesional tibia: Cort_DEN
(left +10.16% vs right + 13.54%), Cort CNT (+13.9% vs +34.6%), Cort_A
(+3.14% vs +19.7%), Cort_THK (+4.2% vs +19.19%), SSI (+16.77% vs +26.4%).
Conclusions:1) With 3- dimensional densitometry we can actually
measure the loss of cortical bone and derived strength of lesional sites in

MAS 2) All bone strength parameters improved with iv bisphosphonates.
P QCT, where applicable, is an easy, safe and accurate method for non
invasive monitoring of disease progress.
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Background: Phalangeal microgeodic syndrome is a rare bone disorder
affecting the fingers of young children, originally described by Maroteaux
in 1970.
Aim: The aim of this case series is to present the clinical and radiological
manifestations of three affected pediatric patients, and to illustrate the
redundancy of additional investigations if the physician is aware of the
disease.
Patients: The details of three patients with phalangeal microgeodic
syndrome are summarized in the table. Three boys presented before the
age of 2 years with swelling of the digits of one or both hands. Further
clinical examination and laboratory evaluation were normal. On radiological
examination multiple small osteolytic areas with sclerotic lining and periostal
reactions were visible in the phalanges of the affected hands. All cases were
treated with a conservative approach and spontaneous resolution occurred
within weeks to months.
Conclusion:Phalangeal microgeodic is a rare bone disorder presenting
with swelling of multiple digits yet alarming radiological signs. These
manifestations can be misinterpreted as caused by an infectious,
inflammatory or osteolytic condition and prompt clinicians to expand the
diagnostic process with MRI or scintigraphic imaging and even biopsy.
Timely recognition of clinical and typical radiological signs may prevent
unnecessary investigations for this benign condition.
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Background: Mucopolysaccharidosis VI (MPS VI, Maroteaux-Lamy
syndrome) is an autosomal recessive lysosomal storage disorder
determined by mutations in the arylsulfatase B gene located in
chromosome 5. Pathogenic mutations of this gene result in reduced or
absent activity of enzyme arylsulfatase B (N-acetylgalactosamine 4-
sulfatase, ARSB). Incomplete degradation and cellular accumulation of
glycosaminoglycans (dermatan sulfate) result in cell and tissue injury
following clinical manifestation. Three major clinical phenotypes of the
disease could be distinguished among our patients: severe, and
intermediate. Because patients with an attenuated MPS VI phenotype

(abstract P28)

Patient 1 Patient 2 Patient 3

Sex male male male

Age 24m 24m 3m

Clinical signs Painless swelling, redness, both hands Painless swelling, no redness, left hand Painful swelling, redness, right hand

Radiological
signs

Multiple small osteolytic lesions with
sclerotic rim and periosteal reaction

Multiple small osteolytic lesions with
sclerotic rim and periosteal reaction

Multiple small osteolytic lesions with
sclerotic rim and periosteal reaction

Therapy none none none

Resolution >3m 3m 1.5m
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Background: Pediatric Sarcoidosis is a rare multisystem granulomatous
disorder and series from the Asian subcontinent are few.
Aim: We describe our experience to date with an inceptional cohort.
Methods: Retrospective chart review of the demographic, clinical,
diagnostic and genetic characteristics were studied.
Results:Over seven years, 12 of 1214 new cases seen in the Pediatric
Rheumatology Clinic (1%) (M: F = 1:1), were diagnosed as Sarcoidosis. 11/12
(91.7%) had an onset ≤4 years of age, 8/12(67%) maintained a cumulative
follow-up of 33.7 years ( range 1-9 years). 7/12(58.3%) had received anti-
tuberculous therapy prior to referral.
Diagnosis was by clinical presentation ‘plus’: ACE (4/12), biopsy (1/12), biopsy
and ACE (3/12), biopsy and mutation (1/12), mutation (2/12). 3/9(33.3%) are
positive for CARD15 mutation (Blau Syndrome). 2 have sporadic mutations
at R334W while 1 with a mutation at G464W, developed cardiomyopathy
and aortoarteritis and has a symptomatic parent with the identical mutation.
None of the 8 patients following up are off therapy. 5/8(62.5%) achieved
clinical improvement in a median duration of 6.9 months[5.6-9.6 IQR].
Conclusions:In our setting, Pediatric Sarcoidosis had a significant time
lag to diagnosis, being often initially diagnosed as tuberculosis owing to
similar clinical picture and histology. Morbidity is considerable, with
arthritis, fever and rash responding to therapy while eye changes and
organ damage are relatively refractory. All children show significant
growth retardation at diagnosis and follow up inspite of control of
constitutional features. Amongst the 3 Blau Syndrome patients, one had
an atypical presentation and an autosomal dominant inheritance.
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Background: Sarcoidosis is a rare chronic granulomatous disease of
unknown cause. It involves different organs and shows a variable clinical
presentation according to the age of onset. High index of clinical
suspicion and a positive biopsy are needed to confirm the diagnosis.
Immunosuppressive treatment is required. The type of organs affected
and response to treatment determine prognosis.
Aim: To describe the clinical features and course on a cohort of
Colombian children with sarcoidosis.
Methods: Retrospective descriptive study at 4 pediatric rheumatology
centers in Bogota
Results:5/7 patients had early onset(before 5th birthday) another 2 had
late onset sarcoidosis. All patients had a delayed diagnosis and were
treated for other diseases. Early onset sarcoidosis was more multisystemic.
Arthritis and uveitis were more common. The triad of: skin, joint and eye
compromise was observed. The frequency of lung involvement was similar
on both groups and 1/7 had mediastinal involvement. No patients with
Löefgren triad were identified. A course with flares and remissions was a
cardinal feature.
Conclusion:Sarcoidosis shows variable clinical presentations. Early onset
sarcoidosis presented more febrile and multisystemic than late onset.

Joint, eye and skin were more common. Histological confirmation is
needed to rule out other entities. Chronic uveitis and polyarthritis
determined poor outcome. Chronic course was associated with worse
prognosis.
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Background: Cartilage-hair hypoplasia (CHH) is a rare autosomal
recessive disorder characterized by short-limbed skeletal dysplasia. Some
patients also develop defects in cell-mediated immunity and antibody
production. Granulomatous inflammation has been described in patients
with various forms of primary immunodeficiencies but, to date, has not
been reported in patients with Cartilage-hair hypoplasia.
Aims: To describe granulomatous inflammation as a novel feature in
patients with CHH, assess associated immunodeficiency and evaluate
treatment options.
Methods: In a retrospective, observational study, we collected clinical
data on 21 patients with CHH in order to identify and further characterize
individuals with granulomatous inflammation.
Results:Four unrelated patients with CHH (with variable degrees of
combined immunodeficiency) developed epithelioid cell granulomatous
inflammation in the skin and visceral organs. Anti Tumor necrosis factor
alpha monoclonal antibody therapy in 3 of these patients led to significant
regression of granulomas. However, one treated patient developed fatal
progressive multifocal leukoencephalopathy due to the JC polyomavirus. In
two patients, immune reconstitution after allogeneic hematopoietic stem
cell transplantation led to the complete disappearance of granulomas.
Conclusion: To the best of our knowledge, this is the first report of
granulomatous inflammation in patients with CHH. Although Tumor
necrosis factor alpha antagonists may effectively suppress granulomas, the
risk of severe infectious complications limits their use in immunodeficient
patients.
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Introduction: Juvenile arthritis (JA) leads to premature impairment of
pediatric physical health, psychological and social limitations, that
considerably worsen health related quality-of-life of patients. That is why
improvement of health related quality-of-life is one of the main aims of
treatment of patients with juvenile arthritis.

(abstract P38)

Early onset Late onset

Sex(F:M) 1:1.5 1:1

Mean age of onset 2,8 6

Skin 100% 50%

Lungs 40% 50%

Mediastinal 0% 50%

Joints 100% 50%

Eye 80% 50%

Fever 80% 0%

Mean time to diagnosis(years) 3,8 3,5
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Objectives and study: A 4- year-old boy was admitted to our hospital
because of progressive proximal muscular weakness of 4 weeks duration,
heliotrope rash, erythematous skin lesions in the trunk and limbs and
febrile fever. The muscle enzymes were elevated: creatine kinase 7,056 IU/L
(0–170), aldolase 40.3 U/L (0–8), aspartate transaminase 601 U/L (10–37),
alanine transaminase 289 U/L (10–37). The laboratory test revealed a
hemoglobin level of 86 g/dL, a platelet count of 100,000/mm3, an
erythrocyte sedimentation rate of 30 mm/h . A peripheral blood smear
revealed schistocytes (2%). Urine analysis revealed large number of red
blood cells and proteinuria 1.06 grams / liter. The level of total serum
bilirubin was 37 µmol / l (normal up to 17 µmol / l). Serum creatinine was
200 µmol/l. Direct and indirect Coombs’ reaction was negative.
Prothrombin and thrombin time and D-dimers were within normal limits.
The serologic tests for the antinuclear antibody, antineutrophil cytoplasmic
antibody, antibodies to DNA, cardiolipin antibodies, antibodies to b2-
glycoproteins were negative. Lupus anticoagulant was not detected. The
electromyographic findings were consistent with the inflammatory
myopathy. A renal biopsy contained 43 glomeruli and was evaluated by
light and immunofluorescence microscopies. Diffuse fibrin-platelet thrombi
were revealed in glomerular capillaries. Small arteries was narrowed by the
swelling of the endothelium. The expression of the fibrin + +. There were
no immune deposits at any location.
Methods: The patient received three pulses of methylprednisolone 30mg /kg
daily, followed by oral prednisolone 60 mg/day. Alternate-day plasmapheresis
with fresh frozen plasma for 1 week and intravenous cyclophosphamide
treatment (750 mg/m2/month) were started.
Results: The treatment resulted in slow improvement in his muscle
weakness within 4 weeks along with markedly decreased muscle enzymes
and normalization of renal function. Prednisolone was changed to 1 mg/day
of oral prednisolone, which was later decreased to 0.5 mg/day followed by
transition to long-term oral methotrexate 10 mg / m2/week (after 6 monthly
pulses of cyclophosphamide).
Conclusions:The described clinical case demonstrates the varied nature
of renal pathology at juvenile dermatomyositis. The kidney damage
appeared to have been very severe. But under the well-timed and
adequate therapy it underwent to a back development in a great degree.
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Introduction: Juvenile Dermatomyositis (JDM) is the most common
idiopathic inflammatory myopathy in childhood, a systemic vasculopathy
that affects usually skin, skeletal muscle, gastrointestinal tract and other
organs. The diagnosis is made by criteria and the goals of treatment include
control the underlying myositis and prevent disease and treatment
complications. Stepwise aggressive treatment decrease long term sequelae
and improve outcomes with a more rapid normalization of muscle
inflammation.
Methods: We studied demographics, epidemiology, clinical and laboratory
characteristics in a descriptive observational study of 18 children with JDM
assisted at our hospital from January 2000 to November 2010.
Results:72.2% of patients were females. Mean age at disease onset was
7.36 years. Most common presenting features were cutaneous and

weakness. Medium time between first signs/symptoms and diagnosis was
59 days. 81.2% had pathological CK at diagnosis. CMAS was pathological in
85.7% of patients, electromyography in 84.61% and magnetic resonance
image (MRI) in all patients that was made. Muscular biopsy was compatible
with JDM in 83.33%. Medium time between first symptoms and treatment
beginning was 1.94 months. Drugs more frequently used were
corticosteorids, methotrexate, hidroxicloroquine and intravenosus
immunoglobulines. Time to response was 7.12 months. 50% of patients
had disease relapse (66.6% of them with normal muscular enzymes) and
medium time for it was 6.63 months. Actually, 7/16 patients have reached
clinical remission, 6/16 complete clinical response, 2/16 clinical response.
Conclusions:1. Other myositis-enzymes than CK should be tested at
diagnosis.
2. MRI could evaluate muscular edema with a no invasive technique.
3. Muscular enzymes are a good tool to monitor disease activity but in
some patients won’t be useful, so we have to consider MRI and other
activity markers.
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Background: There are a variety of groups collecting prospective data on
patients with juvenile idiopathic inflammatory myopathies (IIM), including
the UK JDM Cohort Biomarker Study and Repository1, CARRA, and
Euromyositis. Datasets are partially overlapping. The development of a
consensus minimal data collection would facilitate comparison and
communication between these groups.
Aim: Proposal of a new international minimal data collection, potentially
valuable in trials and clinical contexts, to be collected by clinicians for all
JDM patients, respecting data protection and ownership.
Methods: A comparison was made of current variables collected within
the UK JDM Cohort / Biomarker Study, CARRA, Euromyositis and those
used in a multi-national inception study of 27 centres in Europe / Latin
America.2 Variables common to at least 2 datasets were considered for
inclusion, based on agreement between collaborators.
Results:The authors propose a minimum data collection for JDM patients,
achievable by clinicians within their current practice. A more detailed
collection of activity / damage indices could be performed in specialist /
research environments.
Conclusion:Development of an international minimal data collection for
use in trials would allow greater understanding of disease course and
prognosis, enhance international collaboration between groups, and
facilitate linking to biobanks. The proposed dataset would require testing
through existing collaborations (IMACS, PRINTO and others). Collaboration
with adult groups (eg. via Euromyositis) may allow harmonised data
collection from paediatric to adult services, providing valuable outcome
data for this rare disease.
References
1. Martin N, Krol P, Smith S, et al: A national registry for juvenile

dermatomyositis and other paediatric idiopathic inflammatory
myopathies: 10 years’ experience; the Juvenile Dermatomyositis National
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Introduction: Juvenile dermatomyositis (JDM) is a rare chronic, autoimmune
vasculopathic disease with mainly muscle and skin involvement.
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Calcinosis as a complication of juvenile dermatomyositis (JDM)
Malagón Clara*, Yépez Ricardo, Contreras Luz
Pediatric Rheumatology fellowship program, Faculty of Medicine,
Universidad el Bosque, Bogotá, Colombia
E-mail: claramalagonmd@gmail.com
Pediatric Rheumatology2011, 9(Suppl 1):P55

Background: Calcinosis is a common complication of JDM. It may varies
on extension and severity. May cause mechanical and aesthetic
complications and predispose to infections.
Aim: To evaluate the frequency and features of calcinosis in a cohort of
patients with JDM and identify if there are risk factors.
Methods: Retrospective descriptive study in 3 pediatric rheumatology
centers in Bogota during a period of 20 years. Two groups were identified
according to the presence or absence of clinical and radiological signs of
calcinosis after a minimum of 2 years of follow up.
Results:17/42 developed calcinosis associated with earlier onset of the
disease, male predominance and chronic. Calcium deposits were classified
as: superficial nodular, deep nodular, mass, linear or mixed deposits and
calcinosis universalis. 80% had two or more types of deposits. The
anatomical areas more frequently affected were the thighs and forearms.
Complications included: drainage, chronic ulcers, mass effect, mechanical
blockage of the joints and infections. Severe calcinosis was also
associated with significant muscle atrophy loss and lipodystrophy.
Conclusion:Calcinosis is common and severe of JDM. It leads to various
complications and treatment response is poor. Early diagnosis and proper
treatment may reduce the frequency of this complication.

P56
Juvenile dermatomyositis associated to lymphoepithelioma, a
nasopharyngeal carcinoma
BERG Bica1*, CT França2, AB Vargas3

1Department of Internal Medicine, Hospital Universitário Clementino Fraga
Filho, Universidade Federal do Rio de Janeiro, Brazil; 2Department of
Pediatrics, Hospital Municipal da Piedade, Rio de Janeiro, Brazil; 3Internal
Medicine, Universidade Estadual do Rio de Janeiro, Brazil
E-mail: rios.belena@gmail.com
Pediatric Rheumatology2011, 9(Suppl 1):P56

Background: Juvenile Dermatomyositis (JDM) is a systemic autoimmune
inflammatory muscle disorder and vasculopathy that affects children
younger than 16 years old. JDM was not associated with development of
malignancies, unlike adult dermatomyositis. Nasopharynx carcinomas
(NPC) are rare tumors, corresponding to 2% of tumors of the head and
neck and 0,25% of all tumors. They are closely related to the Epstein Barr
virus, and also genetic, environmental and viral factors. They occur
predominantly among Asians (in certain regions inhabited by Chinese),
males and in the range of 40 to 50 years of age. We report a 13-year-old
female patient with juvenile DM associated with NPC. The relationship
between Epstein-Barr virus infection and both DM and NPC suggests a
possible viral cause. Our patient had an undifferentiated carcinoma
associated with Epstein-Barr virus.
Case report:We describe a 13 yo female patient with JDM and lympho-
epithelioma of the cavum, a rare nasopharyngeal carcinoma. She presented

amyophatic dermatomyositis one year before, with disease well controlled
with 10 mg/day oral prednisolone, 12,5 mg weekly oral methotrexate and
400 mg/day hydroxychloroquine. She was affected by 2 months history of
disabling pulsing left headache, mainly at noon, with mild relief with
analgesics, no irradiations, no unleashing or worsening events. After one
week, she presented bloody epistaxis, mainly at morning that ceased
spontaneously after 10 days. She had purulent rhinorrhea, left cervical pain
associated with a neck mass at the angle of the left jaw and fever, well
controlled with antipyretics. She was first treated with antibiotics for 14 days
(amoxicillin) for bacterial sinusitis, but only the fever and the purulent aspect
of the rhinorrhea improved. The fever and local pain persisted. A CT Scan of
the cranial region was performed and another sequence of antibiotics was
prescribed (amoxicillin-clavulanate) without improvement. Finally she was
biopsied and the diagnosis of lymphoepithelioma. She is being treated with
chemotherapy and radiotherapy.
Conclusion:Although the association of JDM and malignancies is not as
common as in adult dermatomyositis, malignancies can occur in patients
with JDM. This case alert we that malignancies could be not so uncommon
as formerly described, and this association carries a poor prognosis.

P57
Comparison of data from the juvenile dermatomyositis national (UK &
Ireland) cohort biomarker study and repository for idiopathic
inflammatory myopathies with a survey of current practice throughout
the UK and Ireland
N Martin1*, LR Wedderburn1, JE Davidson2, L Beard1, CA Pilkington1

1Great Ormond Street Hospital, London, UK; 2Royal Hospital for Sick Children
(Yorkhill) Glasgow, UK
E-mail: martin3@gosh.nhs.uk
Pediatric Rheumatology2011, 9(Suppl 1):P57

Background: There is no published evidence on how JDM is currently
treated in UK and Irish paediatric rheumatology centres.
Aim: To confirm whether current treatment agrees with physician’s
perception of their treatment practices.
Methods: We compared the results of a survey of current practice
throughout the UK and Ireland with data prospectively collected since
January 2000 from the UK JDM cohort study. Patients were classified as
having mild, moderate or severe disease at presentation according to
their Physicians Global Assessment (PGA) at diagnosis.
Results:Fifteen of 16 Paediatric Rheumatology centres responded to the
survey. For initial treatment of patients with mild disease 13/15 centres
report using a combination of steroids and methotrexate and 8/15 would
also use IV methylprednisolone. For moderately severe disease all centres
use steroids and methotrexate and 11/15 also use IV methylprednisolone.
With severe weakness, ulceration or systemic disease all centres use IV
methylprednisolone as initial treatment, 13/15 use methotrexate and 9/15
use cyclophosphamide.
Prospective data were analysed from 98 patients in the UK JDM cohort
study. A combination of steroids and methotrexate was used in the first
year of treatment in 78% of patients with mild disease (PGA 0-3.3cm),
89% of patients with moderately severe disease (PGA 3.4-6.7cm) and
100% of patients with severe disease (PGA 6.8-10cm). Cyclophosphamide
was used within the first year of diagnosis in 16% of patients with mild
disease at presentation, 19% of patients with moderately severe disease
and 38% of those with severe disease (p=0.05). There was no significant

(abstract P55)

GROUP With calcinosis Without calcinosis Pvalue

Number 17 25

Sex distribution (Male:female) 1.83:1 1:3.16 0,008

Age of onset (average of years) 6,29(1,5-12) 7,08(2-16) 0,633

Delayed diagnosis (>6months) 6/17 35% 5/25 20% 0,268

Monocyclic 1/17 6% 12/25 48% 0,004

Policiclic 3/17 18% 3/25 12% 0,608

Chronic 14/17 82% 7/25 28% 0,001
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Development and initial validation of a new functional ability tool for
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Background: The assessment of functional ability is an essential part of
the clinical evaluation of patients with juvenile dermatomyositis (JDM).
However, no physical function tool specific for JDM is currently available.
Objectives: To develop and validate a new functional ability questionnaire
specific for JDM, named Juvenile Myositis Functionality Scale (MyoFun).
Methods: The MyoFun assesses the ability of the child to perform 15
activities that require the use of all skeletal muscles and muscle groups.
Each item is scored from 0 to 3 (0=with no difficulty; 1=with some difficulty;
2=with much difficulty; 3=unable to do). The total score ranges from 0
(normal physical function) to 45 (worst physical function). A parent of 27
children with JDM was asked to complete the MyoFun and the Childhood
Health Assessment Questionnaire (C-HAQ) and to rate the child’s overall
well-being and pain intensity on a 21-numbered circle visual analog scale
(VAS). The attending physician assessed the child’s muscle strength/function
with the Kendall’s Manual Muscle Testing (MMT) and the Childhood Myositis
Assessment Scale (CMAS). Laboratory tests included creatine phosphokinase
(CK) and lactic dehydrogenase (LDH). Construct validity of the MyoFun was
examined by calculating its Spearman’s correlations with the other JDM
outcome measures on both cross-sectional data and change between 2
consecutive visits. Correlations were considered high, moderate or low when
>0.7, 0.4-0.7, or <0.4, respectively
Results:The MyoFun was found to be feasible, requiring < 5 minutes to
be completed and < 2 minutes to be scored. The table shows the
Spearman’s correlations of the MyoFun score with the scores of the other
JDM outcome measures.
A second visit made within 6 months from baseline visit was available for
13 patients. Spearman’s correlation between the change in the MyoFun
score and the change in the MMT score was -0.90.
Conclusion:Preliminary validation analyses have shown that the MyoFun
is feasible and has an excellent construct validity and is, thus, suitable for
the assessment of functional ability in children with JDM.

P62
Juvenile dermatomyositis (JDM) sine myositis
C Schuetz1*, V Mohr1, C Pfeiffer2, A Schulz1, KM Debatin1
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Background: A subgroup of JDM patients presents with an amyopathic
form (sine myositis). Diagnosing this amyopathic form is challenging as
classical JDM may begin with isolated cutaneous manifestations. Also
there is no consensus on how to treat JDM sine myositis.
Aim: Case presentation and discussion in the context of existing studies.
Methods/case: 6 y/o girl from Kazakhstan presenting with discrete
heliotrope of upper eyelids, erythema of the chest and extensor surfaces
of extremities, Gottron’s papules as well as scarred piecemeal necrosis on
1 finger and 2 toes. Close examination revealed nailfold tortuositas.
Muscle strength was 5/5, CMAS 48/51. Inflammatory parameters were not
elevated, transaminases, CK and aldolase in the normal range, ANA
>1:2560. Follow-up over 12 months showed no progression or muscle
involvement.

Results:A recent MRI of the quadriceps femoris showed no signs of
myositis. There was no improvement of skin changes following 6 months
of continuous therapy with chloroquine, but no additional piecemeal
necrosis.
Conclusion: The data shows that the prevalence of patients with an
amyopathic form of JDM varies between 4-20%. According to the
literature, prognosis is excellent. However, there are no recognized
predictive factors (e.g.biomarkers, imaging) to estimate progression to
classical JDM with myositis: 25% of all patients with the initial diagnosis
of JDM sine myositis develop muscle involvement over time. Also there is
no consensus on optimal immunosuppressive therapy of these patients
to avoid over- or undertreatment.

P63
CD4+FOXP3+ regulatory T cells are abundantly present in inflamed
muscle of patients with juvenile dermatomyositis
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Background: Juvenile dermatomyositis (JDM) is an autoimmune disease
caused by inflammation of the microvasculature, resulting in skin and
muscle damage. CD4+CD25+FOXP3+ regulatory T cells (Treg) are key
regulators of immune homeostasis, and potential therapeutic targets in
T cell-driven inflammatory disorders. However, a role for Treg in JDM
pathogenesis has not yet been established.
Aim: Here, we explored Treg presence and function in both peripheral
blood mononuclear cells (PBMC) and muscle tissue of JDM patients.
Methods: We analyzed expression of CD4, CD25, FOXP3, GITR and CTLA-4
in PBMC from JDM patients and age-matched controls by flow cytometry.
Treg functionality was established in in vitro suppression assays.
Infiltrated lymphocytes in muscle biopsies were analyzed for CD3, CD4,
CD8 and FOXP3 expression by immunohistochemistry, qPCR (FOXP3) and
flow cytometry (CD3 and CD4).
Results:Overall, Treg number and phenotype of JDM patients was similar
to age-matched controls. While JDM patients had increased numbers of
Treg during active disease compared to remission, this increase was only
found in JDM patients treated with high doses of corticosteroids. Treg of
remitting JDM patients, but not of all active JDM patients were able to
suppress effector T cell activation in vitro. Furthermore, in inflamed
muscle tissue we detected high numbers of CD4+ T cells, of which a large
proportion expressed FOXP3.
Conclusion: Treg in peripheral blood of JDM patients had a similar
phenotype and frequency as peripheral blood Treg from age-matched
controls. Moreover, Treg were present in inflamed muscle tissue, and
could therefore be targets for specific treatment of disease.

P64
Off-label use of biological agents in the management of uveitis:
experience from a pediatric rheumatology centre
Raquel Campanilho-Marques, Ana Filipa Mourão, Sónia Melo Gomes,
João Eurico Fonseca, Helena Canhão, Carla Macieira, Filipa Ramos,
JA Pereira da SilvaPediatric Rheumatology1546-009620119Suppl 1P64http://
www.ped-rheum.com/content/9/S1/P64
Background: Uveitis is a common extra-articular feature in juvenile
idiopathic arthritis (JIA), particularly in female patients with the extended
oligoarticular subtype. A significant number of patients already have ocular
complications at time of diagnosis of uveitis. JIA-associated uveitis carries
significant ocular morbidity that can progress into adulthood. Treatment
with immunosuppressive agents can reduce the risk of ocular complications.
Although controlled clinical trials are under way to assess the efficacy of
biologic agents in JIA-associated uveitis, therapies with these agents seem
to have encouraging results.

(abstract P61)

MMT CMAS C-HAQ Well-being VAS Pain VAS CK LDH

MyoFun -0.78 -0.66 0.90 0.85 0.89 0.27* 0.43
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Aims: To evaluate the efficacy of the treatment of refractory uveitis with
tumor necrosis factor antagonist (TNF) in a Pediatric Rheumatology
Centre.
Methods: We reviewed the case notes of patients followed in our
outpatient clinic, diagnosed with uveitis that are being actively treated
with biological agents.
Results:Five patients: four had JIA (two with the seronegative polyarticular
subtype, one persistent oligoarticular, one systemic JIA) and one had chronic
idiopathic uveitis. The mean age of these patients was 12.6±7.4 years old,
the mean disease duration was of 4.8±1.1 years and the mean disease
duration at the beginning of the biological treatment was of 2.2±1.6 years.
All the patients were treated with anti-TNF agents with a mean duration of
26.4±19.2 months: three patients with infliximab and two with etanercept.
Only one child was switched from etanercept to infliximab due to therapy
failure. The concomitant immunosuppressive therapy in all the patients
was reduced and only one patient remained on additional prednisolone
(10 mg/day). No serious adverse events were registered.
Conclusion:Our case series provides evidence that successful outcomes
may be achieved with biological immunosuppressive therapy, although
clinical trials are required to define the real efficacy of this strategy.

P65
Mesenchymal stem cells and JIA
JF Swart1*, S de Roock1, F Hofhuis2, W Kuis1, BJ Prakken1, AC Martens2,
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Background: Mesenchymal stem cells (MSC) are adult stem cells present
in bone marrow (BM), fat and in many other tissues. MSC have strong
immunosuppressive qualities in vitro. The immunosuppression seems
to work both by paracrine action and cell-cell contact. MSC inhibit
NK-cells, B-cells, dendritic cells, Th1-cells and activate regulatory T-cells.

The presence of floating single MSC in human synovial fluid (SF) is a
normal phenomenon and the number of MSC in SF is much lower in RA
than in osteoarthritis (OA). SF in RA might be impaired in recruiting MSC
to the joint and the proliferation potential of MSC in RA patients could
be suppressed by the synovitis or be exhausted as suggested by the
decreased telomere length. Administration of additional MSC might
therefore have great potential in the treatment of inflammatory arthritis
as we and others have shown in different experimental arthritis models.
Aim: To evaluate the presence and number of MSC in SF of JIA patients
and to see if addition of healthy MSC was capable of immunosuppression
of the synovial T-cells in JIA patients.
Methods: We used the criteria of the ISCT [Horwitz EM etal. Cytotherapy.
2005;7(5):393-5.] to culture the MSC and used CFSE staining for
lymphocytes and our standard setting for suppression with regulatory
T-cells as described [Vercoulen Y etal. Plos One 2009; 4(9)].
Results:In JIA patients we find around 5-10 x106 cells per milliliter SF
with 1.2-2.4 x106 CD4+ cells and 1.6-3.2 x106 CD8+ cells per ml. In the SF
of arthritic knees from 14 JIA patients we found mesenchymal stem cells
at a low rate: a median of 4 CFU-F (with a maximum of 81 CFU-F) per
million SF cells [normal healthy SF contains 250 CFU-F per 1 million SF
cells]. We found that adding allogeneic healthy BM derived MSC to anti-
CD3 stimulated SF cells of JIA patients showed dose dependent
suppression of SF CD4+ and CD8+ T cell proliferation (Fig 1).
Conclusion:A low number of CFU-F were found in the SF of JIA patients.
The addition of allogeneic MSC to SF of JIA patients suppressed the
synovial CD4+ and CD8+ T cell proliferation. A ratio of 1 MSC per 5 CD4+
or 5 CD8+ cells already yielded good results.

P66
Efficacy and safety of Etanercept therapy in juvenile idiopathic arthritis
Arina Lazareva1*, Valda Stanevicha1, Jelizaveta Semjonova1, Ruta Shantere2,
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Background/aims: Variations in the treatment of Juvenile Idiopathic
Arthritis (JIA) may impact on quality of care. The objective of this study
was to identify and compare treatment approaches for JIA in two health
care systems.
Methods: Pediatric Rheumatologists in Canada (n=58) and Germany/
Austria (n=172) were surveyed by email, using case-based vignettes for
oligoarthritis and seronegative polyarthritis. Data was analyzed using
descriptive statistics; responses were compared using univariate analysis.
Results:Total response rate was 63%. Physicians were comparable by age,
level of training and duration of practice, but more Canadians were based in
academic centers. German physicians were more likely to institute DMARD
treatment in oligoarthritis refractory to NSAID (p<0.001), and oral steroid
treatment in uveitis (p=0.043). Canadian physicians were more likely to
switch to a different DMARD rather than a biologic agent in polyarthritis
refractory to DMARD. Both physician groups agreed on time to judge
effectiveness of DMARDs (mean 4.2 months) and time to switch to biologic
treatment (mean 5.4 months). 86% and 90% of German physicians preferred
regular physiotherapy over home exercise compared to 14% and 15% in
Canada for oligoarthritis and polyarthritis, respectively. Except for a
Canadian preference for Naproxen in oligoarthritis, no significant differences
were found for NSAID, intraarticular steroid preparations, initial DMARD and
initial biologic treatment.
Conclusion:Treatment of oligo- and polyarticular JIA with DMARD follows
established guidelines, while usage of intraarticular steroids and biologic
agents is variable within and between physician groups. Physiotherapy has
a fundamentally different role in the two health care systems.

P139
Impact of biologics on growth in children with juvenile idiopathic arthritis
F Uettwiller1*, G Pinto2, M Polak2, P Quartier3
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Background: Juvenile idiopathic arthritis (JIA) is sometimes associated
with growth impairment due to inflammation and/or steroid treatment.
Biologics allow a better control of inflammation and may therefore have
a positive effect on growth.
Aim: To assess growth of JIA children on biologics.
Methods: JIA patients followed in one reference center, who were
prebupescent at onset of biologic treatment, were included. We collected
data about their growth and their disease (course, treatments, activity).
Heights were expressed in standard deviations (SD) corrected with target
height, at disease onset, at onset of biologics and at last follow-up.
Results:100 patients were included. 29% were systemic. Mean age and
height were 4.26 years (0.7; 13.7) and 0.31 SD (-2.47; 5.46) respectively at
disease onset, 7.1 years (1.6; 15.7) and -0.24 SD (-3.63;2.90) at onset of
biologics (p<0.05), 11 years (2.3;19.5) and -0.15 SD (-4.95;3.52) at last follow-
up. 93 had received anti-TNFa, 35 anti-IL1, 12 anti-IL-6 and 9 CTLA4-Ig. 45%
had an active disease. More than one biological agent was statistically linked
with poor growth. At last follow-up, 10 children had a growth delay and 6
were treated with growth hormone.
Conclusion:Growth delay was observed before biologics were started. On
biologic treatment, growth velocity normalized, however there was no
correction of growth delay. The discrepancy with previous studies, which
showed a growth restoration on anti-TNF, might be linked to a higher
proportion of systemic and severe polyarticular JIA patients. In a subset of
patients, growth hormone treatment has to be discussed even at the era of
biologics.

P140
Turkish version of the pediatric quality of life inventory (PedsQL) 3.0
arthritis module: a reliability and validity study
Tarakci Ela, Baydogan Nilay, Kasapcopur Ozgur, Dirican Ahmet
Pediatric Rheumatology2011, 9(Suppl 1):P140

Background and aim: Most research on health-related quality of life
(HRQoL) to date has focused on adults. However, the need to address

QoL issues in chronically ill children has become a priority. The
measuring of HRQoL, especially for these chronically ill children, is of
importance not only for describing their actual situation and their health
care needs, but also for evaluating clinical interventions. The Pediatric
Quality of Life Inventory builds on a programmatic measurement
instrument development effort by Varni and colleagues in pediatric
chronic health conditions, including rheumatic diseases during the past
20 years. The PedsQL 3.0 Arthritis Module was designed to measure
HRQoL dimensions specifically tailored for pediatric rheumatology.
Validated version of PedsQL 3.0 Arthritis Module has been published for
use in other languages but there was no Turkish version. The aim of this
article is to describe the translation, cultural adaptation and validation of
a Turkish version of the PedsQL 3.0 arthritis module in a population of
juvenile idiopathic arthritis (JIA).
Methods: Total of 135 patients and 169 parents were enrolled in the
study. The internal consistency reliabilities of the PedsQL 3.0 Arthritis
Module scales generally exceeded the recommended minimum alpha
coefficient standard of 0.70 for group comparisons for self report by
children ages 8–18 and for parent proxy report for children ages 2–18.
Results:Total score for parent Proxy report for children ages 2–18 and
self report by children ages 5-18 had alpha coefficients of 0.56–0.84. Test-
retest reliability was indicated by the highly significant correlation for
ages groups PedsQL parent’s reports and patient’s self reports. When
subscales correlations were evaluated and above indicated that the scale
was highly reliable.
Conclusion:The results of this study show that the PedsQl 3.0 Arthritis
Module is suitable for long-term longitudinal clinical and epidemiologic
studies, and for comparing children of different ages with Turkish JIA .

P141
QT dispersion and cardiac involvement in patients with juvenile
idiopathic arthritis
Bulent Koca, Ozgur Kasapcopur, Suleyman Bakari, Emre Celik, Ozden Calay
Pediatric Rheumatology2011, 9(Suppl 1):P141

Background and aim: Juvenile idiopathic arthritis (JIA) is the commonest
cause of chronic inflammatory arthritis in childhood. Cardiac involvement as
pericarditis, myocarditis and valvular disease is known to occur in patients
with JIA (JIA), as it does in adults with rheumatoid arthritis. There are,
however, few descriptions concerning systolic and diastolic functions of the
left ventricle (LV) in children with JIA. QT dispersion (QTd) is simple
noninvasive arrhythmogenic marker, that can be used to assess homogeneity
of cardiac repolarization, have not been studied in JIA patients before.
A recent study found that rheumatoid arthritis patients had an abnormally
longer QTd and corrected QT (cQTd) dispersion, markers for ventricular
arrhythmogenicity. The study was to assess QTd and cQTd, their relation with
systolic and diastolic function of the LV in a group of children with JIA.
Methods: We performed electrocardiography and Doppler echocar-
diography on 50 patients with JIA and 70 healthy children. Maximum QT
(QTmax), minimum QT (QTmin), QTd, corrected QT, maximum corrected QT
(cQTmax), minimum corrected QT (cQTmin) and cQTd intervals were
measured from standard 12-lead electrocardiography.
Results:No statistically significant differences were found between the
groups in QTd and cQTd. (Table 1) Among the diastolic parameters,

Table 1(abstract P141) Electrocardiographic
measurements of the JIA patients and controls

JIA (mean ± SD) Controls (mean ± SD) P value

QTmin (ms) 298.41 ± 24.52 303.38 ± 29.62 NS

QTmaks (ms) 336.82 ± 25.98 343.63 ± 28.69 NS

QTd (ms) 38.42 ± 18.45 42.57 ± 15.61 NS

cQTmin (ms) 346.91 ± 25.92 346.41 ± 29.29 NS

cQTmaks (ms) 415.40 ± 25.73 406.42 ± 27.87 NS

cQTd (ms) 67.96 ± 22.36 59.71 ± 24.02 NS

QTmin, minimum QT; QTmaks, maksimum QT; QTd, QT dispersion; cQTmin,
corrected minimum QT; cQTmaks, corrected maksimum QT; cQTd, corrected.
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Enthesitis related arthritis- 2 distinct clinical phenotypes?
Corinne Fisher*, John Ioannou, Debajit Sen
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Background: Enthesitis related arthritis (ERA) is the subtype of juvenile
idiopathic arthritis (JIA) as defined by the International League of
Associations for Rheumatology (ILAR) classification (2004). Asymmetrical
lower limb arthritis and enthesitis are said to be prominent early
features with axial inflammation a late feature. In our cohort of patients
with ERA we observed this was often not the case- with axial
inflammation occurring early and the emergence of 2 distinct clinical
phenotypes.
Aims: To identify patients with ERA who developed axial disease and
compare their clinical characteristics to those with peripheral disease.
Methods: A retrospective case review was undertaken of patients with
ERA attending our adolescent rheumatology clinic. Clinical characteristics
of patients with confirmed axial disease were compared to those without
axial disease.
Results:68 patients (58 males, 10 females) with ERA were identified. 36
had axial disease (aERA) confirmed on MRI scan, 32 did not have axial
disease (pERA). Male predominance was similar in both groups (86.1% vs
84.4%). Median time to inflammatory spinal symptoms was 2y 8m. In the
aERA group, median age of onset was higher (11y 4m vs 9y 8m) as was
B27 positivity (82.8% vs 48.5%). Patients had more hip arthritis (69.4% vs
53.1%) as well as sacroiliac and lumbar spine symptoms. In pERA, patients
were more likely to have ankle arthritis (78.1% vs 27.8%) and enthesitis
(65.6% vs 47.2%). Extra-articular manifestations occurred only in the aERA
group (acute anterior uveitis 11.1%, inflammatory bowel disease 13.9%). A
higher proportion of the aERA group required anti-TNF treatment (47.2%
vs 25%).
Conclusion:Patients with aERA develop disease at an older age, have a
higher rate of B27 positivity, have more hip arthritis and develop extra-
articular complications more commonly. Patients with pERA have more
ankle arthritis and enthesitis and are less likely to require anti-TNF
therapy.
Large observational studies are needed to further characterise these 2
clinical phenotypes of ERA.

P152
A pilot study for genome wide association study (GWAS) in patients
with juvenile idiopathic arthritis (JIA) and their parents
Seza Ozen1*, Yesim Aydin Son2,3, Yener Tuncel3, Erkan Demirkaya4,
Yelda Bilginer1, Cengizhan Acikel5, Bilge Volkan Salancš6, Ozgur Kasapcopur7,
Erbil Unsal8, Nesrin Besbas1, Mehmet Alikasifoglu6
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5Gulhane Military Medical Faculty, Department of Public Health, Division of
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Background: GWAS are being performed to define susceptibility risk
factors for JIA.
Aim: We have performed a genome wide analysis in patients with JIA
and both their parents as trio sets to define the basis of genetic
susceptibility for JIA.
Methods: A GWAS using Gene Chip Human Mapping 250K Nsp arrays
was performed in 35 trio sets. The patients were grouped into those
having oligoarticular or polyarticular JIA and those having SoJIA. Case-
control and trio analysis are performed with plink toolset to determine
JIA associated SNPs in both patient groups and associated SNPs are
prioritized according to their statistical and biological relevance. Enriched
genes and pathways within the prioritized SNP list are also analyzed.
Results:Both case-control, trio analysis and chromosomal distributions of
the associated SNPs revealed that there were marked differences
between the associated SNP profiles of the two groups of JIA patients.
The identification of the top associated SNPs in the two groups is in
progress. Prioritization and gene enrichment analysis has been done in
order to gain more insight to the JIA etiology at gene and pathway level.
Associations were present with HLA and some previously defined loci
published for rheumatoid arthritis and JIA patients. The other strong
associations that were common in both patient groups were present for
SNPs in the TLR pathway, matrix metalloproteinase, calcium pathways
and S100A4.
Conclusion: GWAS for case-control and trio analysis has shown
differences between the systemic onset JIA compared to the others. The
parental origin of transmission is also being assessed.

P153
2-year outcome of juvenile idiopathic arthritis in current daily practice:
what can we tell our patients?
Janneke Anink1*, Koert M Dolman2,3, Merlijn J van den Berg1,2,
Mira van Veenendaal1, Taco W Kuijpers1, Marion AJ van Rossum1,2

1Pediatric Rheumatology, Emma Children’s Hospital, Academic Medical
Center, Amsterdam, The Netherlands; 2Department Pediatric Rheumatology,
Reade location Jan van Breemen,Amsterdam, The Netherlands; 3Department
of Pediatrics, St Lucas Andreas Hospital, Amsterdam, The Netherlands
E-mail: j.anink@erasmusmc.nl
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Background: As treatment options in juvenile idiopathic arthritis (JIA) are
quickly developing, limited data exist that appear fully applicable for
informing our newly diagnosed JIA patients about the expected course of
their disease
Aim: To evaluate disease course and outcome of patients in the first two
years after diagnosis JIA when treated according to local standard of
clinical care.
Methods: We performed a retrospective inception cohort study of
children with JIA, diagnosed between 2003 and 2007, treated in referral
centers in Amsterdam. Disease status was determined for every

(abstract P150)

SoJIA-Patients 35

Observation (month) mean 69 (range 1-262)

n % n %

Autoantibodies pos neg

9 25,7 26 74,3

ANA 6 17,1

RF 2 5,7

ANCA 3 8,6

percentage for each group

male 3 33,3 11 42,3

female 6 66,6 15 57,7

onset age (years) 6,03 3,54

relapses 4 3,6

joints at onset 2,1 3,1

joints when AK pos 7

MAS 1 1

Carditis 6 66,7 13 50

SAA 2 of 4 8 of 12

Amyloidosis 1 1
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Aim: In this study we aimed to investigate whether ANA positive patients
in different ILAR categories constitute a homogenous group.
Methods: In this cross-sectional study, patients who had been followed
up for at least a 6 month-period were recruited from different centers
and registered thorough a web-based registry. Patients were grouped
according to their ANA positivity. Clinical and demographic features were
compared between ANA positive and negative groups. The results were
explored by univariate and multivariate regression analysis (OR, %95 CI).
Results:A total number of 402 JIA patients of which 169 ANA positive
and 233 ANA negative were enrolled in the study. The mean age of the
diagnosis in ANA negative and positive groups were 4.65±3.48 and 4.01±
2.86 respectively; and female-male ratio for ANA negative and positive
groups were 1.3 (135/98) and 4.1 (136/33) respectively. The subgroups of
the patients according to ILAR classification system are listed in the table.
According to our results of multipl regression analysis, the variables which
demonstrated statisticly significant association with ANA presence were
female sex (OR =3.763 (2.26-6.27)), uveitis (OR=5.58 (2.21-14.10)),
rheumatoid factor positivity (OR=4.07 (1.34-12.36)), high levels of ESR (OR
0.993 (0.985-1.00)) and small joint involvement (OR 0.57 (0.31-1.03)).
Conclusion:Our results indicate that, ANA positive patients classified in
different groups by using current ILAR classification system, demonstrate
similar clinical and laboratory findings. Thus we suggest that ANA status
may be used as a parameter for classification of JIA.

P157
Pain and impact of pain on function in JIA-patients aged 10-19 years
M Lanzinger
Children and Adolescent Hospital, Skåne University Hospital, Lund, Sweden
E-mail: malin.lanzinger@skane.se
Pediatric Rheumatology2011, 9(Suppl 1):P157

Background: Pain is a clinically significant symptom in children with JIA.
The patients at our outpatient clinic rarely spontaneously report pain as
an obstacle for functional ability.
Objectives:To systematically screen for pain and functional disability due
to pain in patients with JIA aged10-19.
Methods: All patients aged 10-19, visiting the Paediatric Rheumatology
outpatient clinic at Skane University Hospital, Lund, Sweden, in February
to April 2010 were asked about presence of pain and how pain affected
their functional capability.
Pain was measured with Visual Analogue Scale (VAS), 0-100 mm.
Impact of pain on functional capability in daily life was measured with
Functional Disability Inventory (FDI). FDI consists of fifteen questions and
a score is calculated where 0 indicates no, and 60 maximum impact on
functional capability.
Results:A total of 139 patients took part in the survey. Seventy-five of
those had JIA, 45 girls and 30 boys. The results from this JIA-group are
reported in this abstract.
The mean age of the patients was 15 years (range 10-19). Median pain
measured on a VAS was 7 mm (range 0 to 84). 65% of the patients
estimated pain between 0 and 25 mm on VAS. 23 patients (31%)
reported no pain (VAS=0).
The mean value for FDI was 3 (range 0-22).
The two items in the FDI, which were scored highest, were participation
in gymnastic lessons and to run 100 meters.
Conclusions:A majority of the patients with JIA reports a low grade of
pain, less than 25 mm on VAS 0-100 mm. Thirty-one percent of patients

report no pain at all. This indicates a lower prevalence of pain as
compared to other reports.
Taking part in physical activities seems to bee the area which is most
affected by pain, according to FDI. Further studies should focus on factors
that might influence the perception of pain in JIA such as subtype of
disease, disease duration, age or gender.

P158
Long-term follow-up of systemic onset juvenile idiopathic arthritis
patients treated with Anakinra
Marco Gattorno*, Aldo Naselli, Andrea Accogli, Sabrina Chiesa, Roberta Caorsi,
Jessica Tebaldi, Antonella Buoncompagni, Nicola Ruperto, Stefania Viola,
Paolo Picco, Angelo Ravelli, Alberto Martini
2nd Division of Pediatrics, “G. Gaslini” Institute, Genoa, Italy
Pediatric Rheumatology2011, 9(Suppl 1):P158

Background: Anakinra is effective in a subgroup of SoJIA patients
Aim: To analyze the long-term follow-up of Anakinra-treated patients
Methods: 34 SoJIA patients (19 M, 15 F) were treated with Anakinra at the
staring dose of 1 mg/kg/die. Complete response: no clinical and laboratory
activity in absence of other treatments; partial response: active disease
despite anakinra; no responders: withdraw of Anakinra due to inefficacy.
Results:The mean follow-up was 4.02 year (range 1.05 - 6.16). At the last
follow-up 13 patients were complete responders, 5 partial responders and
16 non responder.
Among complete responders, 4 patients withdrawn Anakinra without
relapses after a mean of 3 years of treatment, 7 are in remission using
anakinra only, 2 patients were switched to anti IL-1 monoclonal antibody
with a full response. Despite the good control of their disease 11/13
displayed at least one relapse of their disease during the follow-up with a
total of 22 relapses (range 1-4 for patient).
Among partial responders two patients were previously considered as
complete responders. In 16 non responders patients subsequent treatments
were canakinumab (1 pt), tocilizumab (5 patients), or combined immuno-
suppressive treatment and/or anti-TNF (10 pts). Two non-responders patients
died. Responders patients confimed to have an higher number of active
joints at baseline (p = 0.006) and higher WBC and neutrhophils count (p =
0.002). Newly enrolled responder patients has a significantly shorter disease
duration in respect to non responder patients (p = 0.03).
Conclusions:Anakinra response still dissect two distinct populations of
SoJIa patients

P159
Longitudinal evaluation of bone mass in adolescents and young adults
with juvenile idiopathic arthritis: the role of bone mass determinants in
a large cohort of patients
Falcini Fernanda1*, Stagi Stefano2, Cavalli Loredana3, Masi Laura3,
Capannini Serena1, Ceri Lorenzo1, Matucci Cerinic Marco1, Brandi Maria Luisa3

1Dpt of Internal Medicine, Section of Rheumatology, Transition Clinic,
University of Florence, Florence, Italy; 2Pediatric Unit, Mugello’s Hospital,
Borgo San Lorenzo, Florence, Italy; 3Dpt of Internal Medicine, Endocrinology
Unit, University of Florence, Florence, Italy
E-mail: falcini@unifi.it
Pediatric Rheumatology2011, 9(Suppl 1):P159

Background: There are very few data evaluating prospectively the bone
mass and quality determinants using dual energy X-ray absorptiometry
(DXA), peripheral quantitative computed tomography (pQCT), and
ultrasound (US) in JIA.
Aim: To evaluate bone mass and quality determinants, and to identify
the main predictors of reduced Bone Mineral Density (BMD) and bone
quality using these techniques in JIA.
Methods: One hundred and fifty-one patients (median 15.6, range 9.7 to
35.2 years; 101 oligoarticular, 30 polyarticular, 15 systemic, and 15
enthesitis-related–arthritis onset [ERA]) were evaluated. Of these, fifty-nine
consecutive patients were followed-up with a second evaluation. The data
obtained were compared with 80 ages- and sex- matched healthy subjects.
Results:At the first evaluation, JIA patients showed a reduced spine
aBMD SDS value in comparison to controls (p < 0.005). JIA patients
showed also significant musculoskeletal deficits, with lower levels of

Table 1(abstract P156)

ANA negative ANA pozitive P

n % n %

Oligoarticular persistent 113 48,5 121 71,6 <0,001

Oligoarticular extended 11 4,7 15 8,9

Polyarticular RF (-) 99 42,5 30 17,8

Psoriatic 10 4,3 3 1,8

Total 233 100 169 100
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Aim: Describe changes in treatment with biological agents in JIA patients.
Methods: This is a retrospective study of 109 JIA patients from a tertiary
centre. Variables included were: age, disease duration, sex, antinuclear
antibodies (ANA), HLA B27, Rheumatoid Factor (RF), uveitis and data of
systemic AIJ. Current and previous biological agents, reasons for change
and adverse events were also recorded.
Results:The sample included 83 girls and 26 boys aged 10 ± 4.4 (2.4-19.6)
with a disease duration of 5 ± 3.4 (0.1- 17) years. The initial biological
agent was etanercept (ETA) in 87 cases, adalimumab (ADA) in 9, anakinra
(AK) in 12 and infliximab (IFX) in 1. Twenty-eight patients switched to a
second biological agent, 7 to a third and 2 to a fourth. Switching was due
to inefficacy since adverse events were mild or moderate.
Current treatment with ETA was associated with ANA positives (p=0,032),
however ADA did so with uveitis (p=0,000) and AK y TCZ with s-JIA
(p=0,000). Table 1
Conclusion: 1. Switching to a second biological agent was necessary in
26% of patients. Only 6% of patients switched to a third, and 2% to a fourth.
2. The results indicate that etanercept was chosen in patients with ANA
positives, adalimumab in cases with uveitis and anakinra and tocilizumab
in those with systemic symptoms.

P163
Switching to an alternative biological agent in juvenile idiopathic arthritis (II)
S Murias, A Remesal, L Latorre, M Gomez, R Merino
Pediatric Rheumatology2011, 9(Suppl 1):P163

Background: Juvenile idiopathic arthritis (JIA) is a heterogeneous disease,
and it’s associated with an increased use of various biological agents in
recent years.
Aim: Evaluate clinical response to current biological agent in JIA patients.
Methods: This is a retrospective study of 109 JIA patients from a tertiary
centre (see poster 1). Variables included were: current biological
treatment (both the first agent used as the second, third or fourth when
it had been switched) and duration of treatment (years with a new agent
or since reintroduction of an agent used before) plus physician visual
analogue scale (ph-VAS), erythrocyte sedimentation rate (ESR) and
C-reactive protein (CRP) at baseline and at the end of the study.
Concomitant therapy with methotrexate (MTX) was also recorded.
Results:Duration of treatment with the current biological agent was 1.2 ±
1 (0.1- 4.9) median 0.8 years. This agent was etanercept (ETA) in 58 cases,
adalimumab (ADA) in 16, tocilizumab (TCZ) in 11, anakinra (AK) in 9 and
infliximab (IFX) in 2. Thirteen patients were off treatment with biological
agents, 12 due to inactive disease and one because of inefficacy.
Concomitant treatment with MTX was observed in 8/58 (14%) patients
with ETA, 4/16 (25%) with ADA, 5/11 (46%) with TCZ, 1/2 (50%) with IFX
and none with AK. Table 1.
Conclusion: The results indicate that reintroduction of a previously
effective biological agent may be successful; besides, switching to a

second, third or even fourth biological agent in those patients whose
disease remains active, can be effective as well.

P164
Efficacy and safety of tocilizumab (TCZ) in patients with systemic
juvenile idiopathic arthritis (SJIA): tender 52-week data
F De Benedetti1*, H Brunner2, N Ruperto3, R Schneider2, P Woo3,
R Burgos-Vargas3, P Dolezalova3, R Joos3, N Wulffraat3, Z Zuber3, F Zulian3,
R Allen3, D Brown2, J Chaitow3, M Pardeo3, G Espada3, B Flato3, V Gerloni3,
G Horneff3, S Wright4, A Kenwright4, D Lovell2, A Martini3
1Ospedale Bambino Gesù, Rome, Italy; 2PRCSG, Cincinnati, USA; 3PRINTO,
Genoa, Italy; 4Roche, Welwyn, UK
E-mail: fabrizio.debenedetti@opbg.net
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Background: sJIA refractory to immunosuppressants including
methotrexate and TNF-a inhibitors can lead to severe disabilities. Excessive
IL-6 production has been implicated in the pathoetiology of sJIA.
Aim: To determine the efficacy and safety of TCZ, an IL-6 receptor
inhibitor, in patients (pts) with sJIA treated for 52 weeks (wks) in the
ongoing, 3-part, 5-year, phase 3 TENDER study.
Methods: Pts (N=112) 2–17 years with active sJIA for ≥6 months were
randomized 2:1 to TCZ (8 mg/kg if body weight ≥30 kg; 12 mg/kg if <30
kg) or placebo every 2 wks for 12 wks in part 1; all pts received open-
label (OL) TCZ in part 2. Pts who escaped to OL TCZ in part 1 also
entered part 2. Oral corticosteroid (CS) tapering was permitted at wks 6
and 8 in part 1 and in the OL extension in the presence of ACR70
response, ESR <20 mm/h, and absence of fever. Efficacy data included pts
who reached wk 52 of TCZ treatment (n=88); safety data considered all
pts (N=112).
Results:Proportions of TCZ pts who achieved JIA ACR30 + absence of
fever or JIA ACR70/90 increased to wk 52 (Table). Number of joints with
active arthritis or with limitation of movement decreased from 19.8±15.7
and 19.8±15.6, respectively, to 3.0±7.0 and 7.5±11.7 at wk 52 (45% of pts
had 0 active joints). CHAQ-DI score improved from 1.7±0.9 to 0.7±0.8 at wk
52. Physician global assessment VAS and pt/parent global assessment VAS
improved from 64.9±22.3 and 58.7±24.4, respectively, to 9.7±12.8 and
12.6±18.5 at wk 52. CS dose decreased from 0.30±0.20 mg/kg/d to
0.06±0.08 at wk 52; 48% discontinued CSs. 33 serious AEs (SAEs) occurred
in 25 pts; 12 SAEs were considered related (remotely, possibly, or probably)
to TCZ (rate: 0.23/pt year [PY] in part 1, 0.25/PY in part 2). 15 serious
infections occurred; 6 (gastroenteritis, varicella, septic arthritis, otitis media,
pharyngotonsillitis, upper respiratory tract infection) were considered
related to TCZ; all resolved and none led to discontinuation. 12 pts
withdrew (4, AEs; 4, insufficient response). One pt died of a suspected
tension pneumothorax considered unrelated to treatment.
Conclusions:TENDER 1-year results demonstrate that TCZ is highly
effective and generally well tolerated in pts with sJIA.

Table 1(abstract P163) Analytical and clinical response to current biological agent

Ph-VAS ESR CRP

Initial* End* � p Initial* End* � p Initial* End* � p

ETA 3.25 0.5 -6 0.00 28 12 -5 0.00 13.2 2.3 -5 0.00

ADA 2.42 0.4 -3 0.01 17 13 -1 0.26 5.58 1.2 -2 0.06

AK 5.36 0.00 -3 0.01 62 9 -2 0.02 69.5 2.9 -2 0.03

TCZ 6.45 0.86 -3 0.01 46 4 -3 0.01 95.6 0.6 -3 0.01

IFX 4.9 0.00 47 6 32.8 0.9

*Values are expressed as mean.

(abstract P164)

Wk 12 Wk 52

Responses Placebo (n=37) TCZ (n=75) TCZ (n=88)

JIA ACR30 + absence of fever, n (%) 9 (24) 64 (85) 77 (88)

JIA ACR70, n (%) 3 (8) 53 (71) 78 (89)

JIA ACR90, n (%) 2 (5) 28 (37) 57 (65)
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was initially treated with intra-articular steroids in knees and NSAIDs with
partial response. Treatment with subcutaneous methotrexate and oral
steroids were initiated with sustained improvement at the age of 11
months. At the same time we placed long repositioning splints (KAFO,
Knee Ancle Foot Orthesis) during night and he received an intensive
ambulatory physiotherapy program. After 5 months of treatment he
presented knee completed extension, walks without support and the
swelling in hand and feet fingers is lower allowing corticosteroids
removal. Currently he is not showing any side effects or functional
sequelae because of treatment.
Conclusions:The articular disease is possible in CATCH 22 diagnosed
patients, therefore we consider a follow up is needed in order to avoid
long-term sequelae. In spite of the increased susceptibility to infection of
these children, sometimes immunosuppressive treatment for the arthritis
is needed.The use of passive nocturnal orthosis in the inflammatory
phase along with a monitored physiotherapy and stimulation program
helps to improve the functional abilities.

P168
Coeliac disease and intestinal inflammation in juvenil idiopathic
arthritis
Esmeralda Nuñez*, Rocio Galindo, Enrique Lopez, Gisela Diaz,
Maria Isabel Vicioso, Carlos Sierra
Carlos Haya Children Hospital, Malaga, Spain
Pediatric Rheumatology2011, 9(Suppl 1):P168

Background: Coeliac disease (CD) is an enteropathy that affects about
0,5-1% of the population. Even though it could be associated to diabetes,
thyroiditis and Sjögren syndrome, there is not conclusive studies about its
juvenile idiopathic arthritis (JIA) correlation. Testing for fecal calprotectin is
an effective way to screen for inflammatory bowel disease. Protein-losing
enteropathy screening using alpha-1 antitrypsin along with intestinal
inflammation suggests severe intestinal mucosal damage.
Aims: CD screening and evaluation of intestinal inflammation status in a
cohort of JIA patients. Moreover to know the breast milk duration and if
IgA deficiency exists.

Methods: Sixty three children with JIA under 14 years old were
evaluated. All they received systemic treatment. Inmunoglobulins,
antitransglutaminase IgA (IgG if IgA deficiency) and anti-endomysium
antibodies test were determined. Fecal calprotectin and fecal alpha-1
antitrypsin were investigated. Data from breast milk, digestive symptoms
and anthropometric measurements were analized.
Results:The average age was 7,8 years (48 female) and 3,9 years when they
were diagnosed. JIA was defined as oligoarticular in 39 children (14 ANA+),
polyarticular in 14, systemic in 6 and enthesitis related arthritis in 4 cases.
Most frequent treatments were: methotrexate (36), methotrexate + biological
therapy (21), biological therapy (3), prednisone (3), NSAIDs (3). Positive family
history for autoimmune disease (bowel intestinal disease in 2 cases) was
found in 41,3%. 79% were fed with breast milk (6 months average). The most
frequent digestive symtomps were: abdominal pain (16), constipation (7) and
diarrhea (5). None was found IgA deficient. One patient was CD diagnosed
before AIJ. Two asymptomatic children cases were positive for
antitransglutaminase IgA and anti-endomysium antibodies, confirming CD by
intestinal biopsy in one of them and the inmmunological test turned negative
in the other case. Fecal calprotectin were over the limit (50 µg/g) in 28,5%
(50-100 µg/g in 11 and over 100 µg/g in 7 children). Fecal alpha-1 antitrypsin
was negative in all cases. Average anthropometric measurements: height Z
score - 0,7 , weight Z score -0,37, BMI Z score -0,004. In 25,4% of patients
weight Z score was <-1 and in 35% height Z score was <-1.
Conclusions:Our study shows higher CD prevalence in JIA patients
compared to healthy children, so even without digestive symptoms we
consider screening test needed. Fecal calprotectin test over the limit
indicates intestinal inflammations, so further investigations should be
done especially for those patients without NSAIDs treatment in order to
discard bowel intestinal disease.

P169
Etanercept improves pro-atherosclerotic biomarkers in children with
juvenile idiopatic arthritis
De Sanctis Sara, Breda Luciana, Del Torto Marianna, Nozzi Manuela,
Lucantoni Marta, Sebastiani Marianna, Mohn Angelika, Chiarelli Francesco
Pediatric Rheumatology2011, 9(Suppl 1):P169

Background: There is large body of evidence on the correlation between
chronic inflammatory diseases like rheumatoid arthritis (RA) and increased
risk of cardiovascular diseases (CVD). Chronic inflammation is an
independent risk factor for the development of early atherosclerosis. The
possible role of anti TNF- a biologic drugs in reducing this risk arouses
great interest among the scientific community. Many studies indicate the
possibility that anti-TNF-a agents may reduce CVD risk and mortality in
adult RA patients. There are only few data about the pediatric population.
Aim: To determine the presence of early biomarkers of endothelial
dysfunction in juvenile idiopathic arthritis (JIA) and to evaluate their
improvement during anti TNF-a treatment with etanercept.
Methods: We enrolled 30 children affected by JIA, all eligible for anti-TNF-
a treatment. All patients were examined at baseline and after 6 months
and 12 months of treatment with etanercept. Disease activity score for
each patient was determined using JADAS (Juvenile Arthritis Disease
Activity Score). Laboratory parameters included acute phase reactants (CRP
and ESR), complete lipid profile, pro-inflammatory cytokines (TNF-a, IL-1b,
IL-6, IFN-g) and biomarkers of oxidative stress and vascular inflammation
(8-iso-PGF2a, total nitric oxide, TXB2 and PGE2).
Results:During the study all biomarkers of endothelial dysfunction
progressively improved after 1 year of etanercept treatment in JIA
children. At the same time all inflammatory parameters and JADAS scores
significantly improved when compared to baseline. Pro-inflammatory
cytokines showed significant reduction both after 6 and 12 months of
treatment; at 6 months a relative increase in TNF-a and IL-6 was
determined. Lipid profile, biomarkers of endothelial activation (total nitric
oxide, PGE2, TXB2) and 8-iso-PGF2a (a surrogate marker of oxidized LDL)
showed significant improvement during treatment.
Conclusion: We demonstrated beneficial effect of 1-year etanercept
treatment on clinical disease activity, inflammatory indexes and oxidative
biomarkers in JIA children. The role of inflammation on pre-atherosclerotic
determinants justify the need of precocious interventions in JIA, in order to
optimize the clinical outcome and to realize primary prevention of
cardiovascular events in adulthood.

Figure1(abstract P167) Sweeling knees in CATH 22 patient.
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one year-follow up. Reason: 5 due to partial response, 5 due to adverse
event, and 4 due to intolerance, to methotrexate. 7/14 received
combined therapy with etanercept, and 3/14 with infliximab. 10/14 (71%)
received LFN for at least one year, 2/14 (14%) withdrawn LFN use due to
clinical remission.
Conclusions:71% of patients who received LFN showed efficacy and
only 14% had adverse events (recovered). Most were ANA positive
oligoarticular JIA, and 2 more had uveitis.
Safety seemed acceptable either alone or with antiTNF concomitant use.

P177
Mandibular distraction osteogenesis in patients with unilateral TMJ
involvement in juvenile idiopathic arthritis
SE Nørholt1*, TK Pedersen2, T Herlin3
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Background: In juvenile idiopathic arthritis (JIA) the temporomandibular
joint is frequently involved which may result in severe growth
impairment of the mandible. In cases of unilateral involvement growth
impairment will result in an asymmetric lower face.
Aim: To evaluate long-term effect of distraction osteogenesis (DO) in JIA
patients with unilateral TMJ in a prospective study.
Methods: Twenty-three patients with JIA (mean age 16 y (11-34) underwent
unilateral DO. Patients were treated according to standardized protocol:

preoperative orthodontic planning, cephalometric analysis calculating
distraction vector, and transfer of vector to the surgical procedure. An
occlusal splint was used full-time. Data were ascertained before DO, after
removal of distraction device, 6 and 12 months after DO, and at latest
follow-up visit. Frontal cephalograms and orthopantomograms were
performed comparing normal and affected side.
Results:TMJ function was within normal ranges before DO and with no
significant changes after in all except two patients. Pain related to TMJ
loading as a result of arthritis was reduced after treatment (5 before, none
after). Mandibular asymmetry was corrected, relaxed lip closure was
improved and respiratory pattern normalized. Tongue dysfunction was
present in eight patients before treatment and in two patients at follow-up.
Dental occlusion was normalized for all but two patients. Before treatment
the maximum jaw opening was 47.6 mm with normal laterotrusion and
protrusion. Shortly after DO mandibular mobility was significantly reduced
but during follow-up it normalized.
Conclusions:In JIA patients with unilateral TMJ arthritis DO resulted in
good skeletal and occlusal stability. Good function of the joints was
preserved at long-term follow-up. The affected joint should be guarded
by use of an occlusal splint during and after the distraction process until
occlusion has been established.

P178
Systemic onset Juvenile Idiopathic Arthritis (SoJIA): a monocentric
study of 114 patients
I Melki1*, J Djadi-Prat2, AM Prieur1, C Job-Deslandre1, P Quartier1, C Elie2,
B Bader Meunier1
1Unité d’Immunologie, hématologie et Rhumatologie pédiatrique, Hôpital
Necker Enfants malades, 75015 Paris, France; 2Service de biostatistiques,
Hôpital Necker Enfants malades, 75015 Paris, France
E-mail: isabelle.melki@gmail.com
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Background: SoJIA is a rare paediatric disease, which may evolve in
monophasic, polycyclic and chronic persistent course. Only a few studies
have tried to bring out early factors of poor outcome that could lead to
manage SoJIA according its severity at onset.

(abstract P176)

*median baseline 3 M 12 M

SJC 2.54 0.64 0

TJC 2.61 1.07 0.07

LRMC 2.14 1.57 0.92

Figure 1(abstract P178)
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Case report:We report on a 20-years-old girl, affected since one year of
age, by a severe form of poliarticular JIA. She received immunosuppressors
(Metrotrexate, Azathioprine…) associated with steroids, with no articular
benefit. When Enbrel plus Metrotrexate was started, she got into remission.
After one year she presented uveitis bilaterally, so steroids were started
again. She obtained partial ocular improvement, receiving Infliximab plus
Metrotrexate, but the former was suspended because of an adverse
reaction (dyspnea, rash) and Adalimumab was started, with no side effects.
After three years, she had flare for uveitis and arthritis. Adalimumab was
suspended and Abatacept was started, with no side effects. After
12 months, uveitis seems to be stable, while arthritis, after a good initial
response, seems to be active again.
Conclusions:In our case, Abatacept was a valid drug in uveitis treatment,
less effective in arthritis. In the literature, there are other reports of good
response of ocular inflammation, with reduced effectiveness on articular
flares (Kenawy N., 2011). Long- term follow-up in patients with severe
uveitis and JIA treated with Abatacept is necessary to check if this drug is a
valid alternative to anti- TNF drugs.

P190
Anakinra for systemic onset juvenile idiopathic arthritis: experience as a
second versus first line treatment
S Ricart*, J Calzada, V Torrente, R Bou, J Anton
Pediatric Rheumatology Unit, Department of Pediatrics. Hospital Sant Joan
de Déu, Barcelona, Spain
Pediatric Rheumatology2011, 9(Suppl 1):P190

Background: Based on the current knowledge of the Systemic onset
Juvenile Idiopathic Arthritis (SoJIA) physiopathology, Anakinra is an
emergent drug in its treatment. Initially we used it as a second-line
treatment, however according with some reports of its efficacy in the
induction of remission with an earlier use, we have started to use as a
first-line therapy.
Aim: To describe the response to anakinra in our patients with SoJIA, and
to compare the differences in the treatment with anakinra as a first or
second-line drug.
Methods: Retrospective review of the patients treated with Anakinra in
our pediatric rheumatology service since 2005. Clinical and analytical data
were registered at the beginning of the symptoms, at diagnose and at
follow-up (on days 1-3, 7-14, 30 and 3-6 months after starting on
Anakinra). SPSS Statistics 19.0 software was used for statistical analysis.
Results:Among 23 patients treated with Anakinra, in 3 (13%) patients it
has been used as a first-line drug without corticosteroids (group A), in 5
(22%) as a first-line with corticosteroids (group B) and in 15 (65%) patients
Anakinra was used as a second-line treatment when others DMARDs failed
to control the disease (group C). There were no statistical differences in
sex, age of diagnose of SoJIA and in the initial dose of Anakinra (median of
2.5 mg/kg/day) between groups. The median time between the initial
symptoms of SoJIA and the start of Anakinra was 21 days (A), 43 days (B)
and 175 days (C) (p 0.025). At 1-3 days, 7-14 days, 30 days and 3-6 months
after starting Anakinra a statistical significant reduction of the values of
CRP, ESR, ferritin and white blood cells was observed in all the patients,
without statistical differences between groups. The analytical parameter
which experienced a faster reduction was CRP with a median of reduction
at 1-3 days of 78.92% (A), 75.95% (B) and 83.93% (C). Adverse effects were
registered in 5 of 23 patients (21.7%): 2 in group A, 1 in group B and 2 in
C. They consist in 3 hypersensitivity reactions (2 in group A, and 1 in group
C), elevation of transaminases not explained by other cause in one patient
of group B (with normalization after stopping Anakinra), and death due to
sepsis in a patient of group C (patient with a Kabuki syndrome and a
severe pulmonary affection, alveolar proteinosis). In the group treated
exclusively with Anakinra, the treatment was stopped after 110 days in one
patient for clinical and analytical remission; in the other two, the initial
response was clinically and analytically satisfactory, but Anakinra had to be
stopped due to hypersensitivity reactions.
Conclusions:Based on our data Anakinra could be an effective first-line
treatment in SOJIA, alone or in association with steroids, reaching a fast
clinical and analytical improvement as well as in the classical second-line
use. The predominance of adverse effects in the group treated only with
Anakinra should be more investigated due to our small number of
patients in this group.
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Background: A cohort of patients participating in a multicentric,
multinational phase III trial to assess the efficacy and safety of abatacept
in juvenile idiopathic arthritis (JIA) were discontinued from the study due
to administrative reasons.
Aim: To assess long term efficacy and monitor clinical follow up after the
sudden removal of abatacept.
Methods: Patients in the open arm of the trial, receiving 10mg/kg
monthly infusions of abatacept were followed for 4 years after its
suspension. Outcome measures included clinical remission and disease
control without biologics.
Results:Eight patients (7M/1F) with mean age of 16.5 years (range 13-
19years) and disease duration of 8,6years (range 1,5-13years) were
followed. All patients had polyarticular involvement only partially
responsive to methotrexate (extended oligoarticular (OE)-3, polyarticular
Rheumatoid factor IgM negative (Poly)-2, systemic onset (SoJIA)-3).
Concurrent therapies, maintained after the abatacept trial included
NSAIDS, Methotrexate (8/8) and low dose steroids (3/8).
All patients met the ACRpedi30 criteria, 5 of which (OE and Poly) were
either in remission (2/8) or had marked improvement (1or 2 active joints).
After 12 months of follow-up, all OE patients had inactive disease, as well
as one Poly (4/8). Subsequently, 1of the OE and the other Poly flared,
with etanercept being introduced at 27 and 29months of follow-up,
respectively; 3 patients currently remain in full remission after 4 years
(2 OE, 1 poly).
SoJIA patients maintained active disease, requiring biologic therapy
(mean 18months).
Conclusion: Although it’s a small cohort, this study suggests that
abatacept may induce long term remission in polyarticular JIA patients,
especially EO and Poly subtypes. Similar results were not observed in
SoJIA patients.
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A meta-analysis to estimate the“real” placebo effect in juvenile
idiopathic arthritis (JIA) trials
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Objectives: To quantify placebo effect through a systemic review of
juvenile idiopathic arthritis (JIA) trials using placebo as comparator.
Methods: This study was developed according to the PRISMA
statement and pre-specified study selection, eligibility criteria, data
extraction, quality assessment, and statistical analysis. Studies with
parallel, cross-over or withdrawal design (open label followed by a
double-blind placebo withdrawal period) were included in the analysis.
Publications were retrieved from MEDLINE, Web of Science, EMBASE,
and the Cochrane Controlled Trials Register from 1960 to May 2010,
with literature search carried out from February to December 2010.
Estimates of the placebo response rate and estimates of the placebo
flare rate for the withdrawal trials with 95% Confidence Intervals (CI)
were calculated.
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Self-Concept Scale assesses global self-concept and six context-dependent
self-concept domains that are functionally and theoretically important in
the social-emotional adjustment of youth and adolescents: Social,
Competence, Affect, Academic, Family, and Physical.
Aim: To evaluate the Self-concept and social-emotional functioning of
adolescents with JIA after a global treatment including psychological
support, physical therapy in addition to pharmacological therapy.
Patients: 30 patients aged 11 to 19 years, 15 of which are only evaluated
during drug treatment (A) and 15 evaluated after two years of integrated
care (B), more than medical care participated in a group of body
psychotherapy, as well as its parents took part in a 2 years trial.
Methods: Self-Concept and Self-Esteem assessment was performed at
entry into the trial and after 2 year , by means of self-rating questionnaires.
Results:Preliminary analysis of the results (table 1) shows that after
2 years patients receiving a global treatment experienced significant
psychological improvement showing a higher self-esteem compared to
the other group.
Conclusion:Our findings suggest that the treatment of arthritis need to
be global in order to get some good results. The strength of this study,
we believe that should be seen in the rheumatologist’s ability to pass:a)
the flexibility versus rigidity, b) drugs mixed with humanity,c) the ability
to share the patient with other professionals

P196
A new approach to defining inactive disease, minimal disease activity
and parent- and child-acceptable symptom state in juvenile idiopathic
arthritis
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Background: Recent advances in treatment of juvenile idiopathic arthritis
(JIA) have markedly increased the potential for achieving a remission or
minimal disease activity (MDA) state. So far, these states have been
defined using a categorical model, which requires simultaneous
fulfillment of multiple criteria. However, a dimensional model, based on

pooling individual measures into a composite score, has the advantage of
providing one summary number on a continuous scale.
Aim: To develop and validate the cut-point values of the Juvenile
Arthritis Disease Activity Score (JADAS)-10 for remission, MDA and parent/
child acceptable symptom state.
Methods: 480 children with JIA who underwent 1218 visits were included.
At each visit, the physician, a parent and the child were asked to rate
subjectively the disease status as remission or active disease. Furthermore,
the parent and the child were asked to declare independently whether
they were satisfied or not satisfied with the current illness state. All visits in
which the inactive disease (ID) criteria or MDA criteria were met were
identified. The “optimal” JADAS cut-point for each disease state was
determined through the ROC curve analysis. To minimize misclassification,
the minimum specificity of 85% was required. Validation of cut-points was
carried out by assessing their ability to discriminate between different
levels of ACR Pediatric response in a methotrexate trial and between
different levels of damage, assessed through the Juvenile Arthritis Disease
Activity Index (JADI).
Results:The JADAS-10 cut-points for ID, MDA, physician-, parent- and
child-rated remission, parent and child acceptable symptom state were 2,
3.8, 2.9, 2.6, 2.0, 3.8, 5.3, and 3.1 for polyarthritis and 1, 2.5, 2.5, 2.3, 2.2,
4.5, and 3.1 for oligoarthritis. Assessment of discriminative ability of cut-
points is shown in Figures 1 and 2, respectively.
Conclusion: JADAS cut-points for ID were the lowest, which reflects the
greatest stringency of Wallace criteria. Cut-points for children’s
assessments were lower than for physicians’ and parents’ assessments,
suggesting that children require a better disease control to consider the
disease in remission or declare themselves as satisfied. All JADAS cut-
points discriminated strongly between different levels of therapeutic
response and damage, which indicates that they are suitable for use in
clinical practice, observational studies and clinical trials.
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Agreement between objective and subjective definitions of inactive
disease, remission and minimal disease activity in juvenile idiopathic
arthritis
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Background: In juvenile idiopathic arthritis (JIA), substantial disagreement
between physicians, parents and children over disease remission can lead
to difficulty in assessing the efficacy of treatments. It is, therefore,
important to ascertain whether clinicians’, parents’ and children’s opinions
converge and diverge and whether the recently developed criteria for
inactive disease (ID) or minimal disease activity (MDA) may help enhance
concordance.

Table 1(abstract P195)

Social Competence Affect Academic Family Physical Total

A 58,8
±15,8

55,2±26,4 62,8
±15,6

52,4 ±28,6 53,6
±17,3

27±15,8 53,4
±19,2

B 67,4
±17,0

67,6±22,6 48,8
±14,9

72±21,9 71±9 31,8
±26,9

64,2
±16,0

Figure 1(abstract P196)

Figure 2(abstract P196)

Pediatric Rheumatology2011, Volume 9 Suppl 1
http://www.ped-rheum.com/supplements/9/S1

Page 80 of 119



P258
Therapeutic approaches for the treatment of new onset and flared
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international multicenter PRINTO study
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Objectives: To evaluate in a prospective international cohort of juvenile
systemic lupus erythematosus (JSLE) with active renal disease (ARD)
response to therapy over a 24-month period.
Patients & Methods:134 new onset and 106 flared JSLE patients with
ARD, age < 18 years, were included. JSLE disease activity parameters and
therapeutic approaches were analyzed at baseline, 6, 12 and 24 months,
in 4 geographic areas. Response was assessed according to the PRINTO/
ACR JSLE criteria “as observed” and as “per intention-to-treat (ITT)”.
Results:New patients had higher baseline disease activity compared
to flared patients, but initiated corticosteroids at similar doses.
Cyclophosphamide was the most common (41.2%; 99/240)
immunosuppressive medication, followed by azathioprine (25%;
60/240). Mycophenolate mofeti l and azathioprine were more
commonly used in flared patients. Patients from Latin America
received more pulses and higher doses of steroids when compared
to Western Europe. The use of cyclophosphamide was similar in all 4
regions. In the “as observed” analysis 78% (103/132) of new
compared to 57.4% (58/101) of flared JSLE patients (p=0.0007)
reached at least PRINTO/ACR 70 level of response at 6 months, which
increased to 87.1% in new and 77.2% in flared patients at month 24
(p=0.12). Corresponding figures for the ITT analysis were similar and
80% (68/85) of new vs 73.7% (42/57) of flared patients were able to
maintain the init ial assigned therapy over 24 months (p=0.38).
Corticosteroids were discontinued in 28.6% (20/143).
Conclusions:Both new and flared patients improved similarly over
24 months. Some differences in therapeutic approaches exist worldwide.
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Plasmapheresis and Cyclophosphamide therapy in an eight year old
girl with cerebral manifestation of systemic lupus erythematodes
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1General Hospital of Vienna, Austria, Department of Pediatrics and
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Pediatric Rheumatology2011, 9(Suppl 1):P259

An eight year old girl suffering from systemic lupus erythematodes (SLE)
presented with fever and developed a slurred and slowed speech,
followed by hemiparesis of the right side, tremor of the arms and an
instable gait. Diagnosis of SLE was done two years ago during an
episode of muscle pain and polyarthralgia. From December 2008 until
August 2009 the girl has received corticosteroids, naproxen and
methotrexate.
The cerebral magnetic resonance imaging (MRI) showed multiple T2-
weighted hyperintense lesions in the cerebellum, periventricular on the
right hemisphere, putamen bilateral and white matter of the frontal lobe.
The blood results revealed a consumption of the complement system
with decreased values of C3, C4 and CH50, increases of serum
inflammatory factors, high values of antinuclear antibodies and of
antibodies against dsDNA. Antibodies against SSA (Ro), SSB (La), u1RNP
and SM have also been positive for a long time. Antibodies against
phospholipids were not detected.
High doses of corticosteroids (30 mg/kg/day methylprednisone) have
been applied for three days and were followed by an apparent
improvement of the hemiparesis. Speech worsened and an organic
psychosyndrome developed with confusion, aggressiveness and a loss of
short term memory and orientation. Plasmapheresis therapy on three

consecutive days was performed and was followed by a prompt
improvement of the organic psychosyndrome.
After the second plasmapheresis procedure the girl developed an insult
with a seizure. An MRI showed new hyperintense T2 lesions in the
occipito-parieto-temporal area and in the frontal lobe in the white matter
without restricted diffusion. Most of the known former lesions showed a
dramatic improvement.
Nine days after plasmapheresis and seven days after the first
cyclophosphamide therapy the patient showed an impressive clinical
improvement. Four weeks after the first symptoms the hyperintense
lesions were in regression and the complement levels were within normal
limits. The immunosuppressive therapy consisted of daily corticosteroids
and intravenous cyclophosphamide in four weekly intervals and a
continuous anticoagulation has been applied.
Now ten months after the severe cerebral manifestation of SLE, the girl is
well and going to school without any neurological handicap.
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Biventricular systolic and diastolic function in a cohort of juvenile-onset
systemic lupus erythematosus patients
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Background: Cardiovascular events are the most common single
cause of death in systemic lupus erythematosus (SLE). Several studies
have described impaired systolic and diastolic function in adults with
SLE.
Aim: The aim of our study was to study left (LV) and right (RV) ventricular
function in a population of adolescents with SLE and to discuss their
clinical and prognostic implications.
Methods: Cross-sectional and retrospective study of juvenile-SLE patients’
medical records. All patients underwent two-dimensional, M-mode,
conventional Doppler and tissue Doppler imaging (TDI) to evaluate
systolic and diastolic biventricular function.
Results:13 Juvenile-SLE female patients were included, with disease
onset between 6 and 16 years of age (mean 11,8 years), and mean
disease duration of 6,6 years (2-15 years). One patient had moderate to
severe aortic regurgitation (AoR), one had pulmonary hypertension (HTP),
5 patients had systemic hypertension (HTA); none smoked.
The majority of patients presented at least one criteria of LV diastolic
dysfunction. E/A ratio was normal in 6 patients and showed restrictive
pattern in 4. E/E` septal ratio showed increased left atrium pressure in 2
patients. E/Vp ratio was clearly abnormal in 3 cases, predicting high
mean pulmonary capillary wedge pressure. Reduced propagation
velocity of the mitral valve (Vp) was observed in 4 cases, implying
impaired relaxation.
LV systolic function was preserved in all cases, with normal Tei index.
RV systolic function was normal in all patients except for one, with AoR
(TDI S velocity 9,3 cm/s, tricuspid annular plane systolic excursion (TAPSE)
14,8 mm).
RV diastolic function markers were altered in some patients: decreased
peak velocity of E wave in 4 patients, with increased A’ wave velocity in 1
patient (HTP case). E/E’and E/A ratios were normal in all cases. RV outflow
tract acceleration time was decreased (implying increased mean
pulmonary artery pressure) in the patient with HTP.
Due to the small sample size, no correlations with other clinical or
laboratorial markers were statistically significant. BNP was increased only
in the AoR patient.
Conclusion: SLE patients can have subclinical cardiac dysfunction,
and diastolic changes can be an early warning sign. Subtle
abnormalities of the LV/RV diastolic function were found even in the
presence of a preserved systolic function. Preclinical detection of
ventricular dysfunction may identify a population at risk requiring
early and aggressive interventions for the prevention of cardio-
vascular events.
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Background: Neuropsychiatric manifestations (NPSLE) are common in
children with lupus, and are reported to be associated with worse
prognosis.
Aim: To describe the clinical characteristics of children with NPSLE,
including co-morbidities, damage, and mortality.
Methods: Retrospective chart review of the clinical, laboratory, and
radiographic features of SLE patients diagnosed before the age of 18 and
followed at MSCHONY/CUMC in 2007-2009. Disease activity (SLEDAI) at
diagnosis, occurrence of major infections, and Systemic Lupus
International Collaborating Clinics Damage Index (SLICC) were evaluated.
NPSLE was defined according to American College of Rheumatology
criteria.
SPSS 17.0 was used for statistical analysis.
Results:There were 120 children with SLE followed during the study
period: 93 female (77.5%, M:F 3.4:1); 61 Hispanic (50.8%) and 34 African-
American (28.3%).
NPSLE affected 15 children (12.5%). Cognitive dysfunction was the most
common manifestation, followed by significant headache, seizures,
psychosis, and focal neurologic signs. NPSLE was diagnosed in the first
year in 10/15 patients (67%). Abnormalities of brain magnetic resonance
imaging were encountered in 10 patients (67%).
Children with NPSLE had a significantly greater number of co-morbidities
(end-stage renal disease, thrombocytopenia, and pancreatitis) than
unaffected children with SLE (p<0.05). NPSLE was associated with a
higher SLEDAI at diagnosis and the presence of anti-Smith antibodies
(p<0.05).
All patients received high-dose corticosteroid and cyclophosphamide.
NPSLE was associated with the occurrence of major infections, as well as
a higher SLICC damage index, and mortality (p<0.05).
Conclusions:In this cohort NPSLE was associated with co-morbidities,
major infections, and higher damage scores.
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Background: Several studies on SLE suggest that age at onset modifies
the expression of the disease in terms of clinical presentation, pattern of
organ involvement and laboratory findings. There are only few data
about the age-related differences within the pediatric SLE group.
Aim: To determine the different clinical manifestations and laboratory
characteristics of juvenile SLE (jSLE) in the pre- and postpubertal age in
patients fulfilling the 1997 ARA criteria for SLE.
Methods: Retrospective multicenter analysis of data of 77 jSLE patients,
divided into two groups according to the age. Mean age at disease onset
was 8.9±1.9 (range 4-11y), follow-up period 7,1±4.3y in the prepubertal

(n=30), and 14.7±1.2 (range 11-16y) follow-up period 6.0 ±4.3y in the
postpubertal (n=47) group. Various clinical and laboratory parameters
were analysed and compared between groups.
Results:Female:Male ratio was 9:1 in both groups. The most common
initial manifestations as butterfly rash occured in 60%/62%, cytopenias
60%/57%, kidney involvement 47%/43%, serositis 27%/23%, in the pre/
postpubertal group. Arthritis was significantly more common in the older
group (57%/77%). General symptomes like fever 47%/57%, weight loss
23%/30%, increased infection rate 20%/13% were also similar in the two
age groups, as did ANA, anti-dsDNA, anti-Sm, anti-SSA, anti-SSB positivity
and low C3 and C4 levels. Anti-RNP antibody was more common in the
younger ages (33%/10%). Mean SLEDAI score was 12 in both groups.
Zero SLICC damage index is significantly more common (68%/43%) in the
older group after comparable follow-up period.
Conclusion:There are no prominent clinical differences except arthritis at
onset and higher percentage of 0 SLICC damage score in older jSLE
patients as compared to youngers.
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Aim: To evaluate a group of children diagnosed as juvenile systemic
lupus erythematosus (JSLE) in a single center over a 13-year period.
Methods: JSLE patients, age ≤ 18 years, were included. Clinical
presentation, laboratory parameters and therapeutic approaches were
analyzed at diagnosis. Outcome, response and adverse events to
treatment were analyzed during the follow up period.
Results: 74 cases were included, 78.3% females. The mean age at
diagnosis was 9.9 years, 54% were children of age 6-10 years and 35.1%
were of age 11-14 years. The most frequent pre-diagnosis manifestations
were fever, arthralgias, asthenia, adinamia, weight loss, headaches and
anorexia. The four most frequent classification criteria were a positive
ANA (91.7%), positive immunoserology (95.9%), cytopenia (75.7%) and
nephritis (58.1%). The main complications were associated to nephritis
(58.1%), central nervous system (40.5%) and infection (24.3%). Seventy
cases had flares, in relation with nephritis (35.7%), malar rash (27,1%),
arthritis (20%), vasculitis (15.7%), serositis (11.4%) and cytopenias (10%).
Fifteen children died (20.3%), due to septic shock, chronic renal
insufficiency, autoimmune hepatitis, cerebral infarct, lung hemorrhage,
hypertensive encephalitis, antiphospholipid syndrome and renal
thrombosis. Death occurs a mean of 2.5 years (9 days to 7.9 years) after
diagnosis.
Conclusions:A group of 74 children with JSLE were evaluated, most of
them female. Half of the cases developed nephritis. A fifth of the cases
died during the study period, mainly from infection. The analysis of the
studied group allows us to obtain clinical information crucial to define
diagnosis and treatment guidelines and develop medical education
material.

P267
Pediatric systemic lupus erythematosus and human parvovirus B19
infection
V Bélien-Pallet1, S Sauvion1, R Salomon2, P Quartier3, B Bader-Meunier3*

1Pediatric unit, Jean Verdier hospital, 93140 Bondy, France; 2Pediatric
Nephrology unit, Necker hospital, 75015 Paris, France; 3Pediatric Immunology
Rhumatology unit, 75015 Paris, France
E-mail: brigitte.bader-meunier@nck.aphp.fr
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Aim: To describe presentation and course of paediatric systemic lupus
erythematosus (pSLE), associated with Parvovirus B19(PB19) primo-
infection.
Methods: Retrospective monocentric study of patients with pSLE, defined
according to ARA criteria, diagnosed before 16 years old, and associated
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Background: Juvenile onset sondylarthropathy is a term that refers to a
group of human leucocyte antigen (HLA) -B27 associated inflammatory
disorders affecting children under the age of 16 years.
The increased expression of tumor necrosis factor alpha (TNF-alpha) in
synovial tissue of patients with juvenile onset and adults with active
ankylosing spondylitis suggests a significant pathogenic role of TNF-alpha.
Objective: The authors present in an open label-pilot study the efficacy
and safety of TNF-alpha antagonists (etanercept, adalimumab, infliximab)
in 9 subjects with juvenile onset spondylarthropathy.
Methods: Patients with Juvenile ankylosing spondylitis (JAS) treated with
TNF-alpha blockers after failing NSAIDs and DMARDs were evaluated in
an open observational study (2005-2011). At baseline patients and
disease characteristics were registered. Disease activity was evaluated
before the start of the treatment then after 3, 12, 24, 36, 48, 60 months
by the application of Visual analogue scale (VAS) for pain, Bath AS
Disease Activity Index (BASDAI), Erythrocite sedimentation rate (ESR) and
the functional ability by Bath AS Functional Index (BASFI). Adverse events
were documented.
Results:From 9 patients, (2-with adalimumab, 2- with infliximab, 5-with
etanercept treatment), 5 were HLA- B27 positive, mean age: 28 (21-40)
years, one girl, mean age at onset of disease: 12 (8-17) years, mean age
at the diagnosis: 20 (18-26) years. All disease activity parameters
improved significantly in the first 3 months of treatments and
respectively with years. After 5 years 6 patients continued the therapy.
One side effect was observed.
Conclusions:Anti TNF alpha therapy is effective and well tolerated in
patients with JAS.

P271
Usefulness of MRI in the follow-up of ERA-related sacroiliitis, and
effectiveness of treatment with sulphasalazine
Ilaria Pagnini*, Gabriele Simonini, Teresa Giani, Sara Savelli, Claudio Fonda,
Rolando Cimaz
Department of Pediatric, University of Florence, Italy
Pediatric Rheumatology2011, 9(Suppl 1):P271

Background: Dynamic-MRI is the gold-standard to evaluate the early
involvement of the sacroiliac joints in patients with enthesitis-related
arthritis (ERA).
Aim: In our study, this method was also used to define the evolution
over time of sacroiliitis (SI) and to evaluate the response to therapy.
Methods: A retrospective chart review for all patients with SI followed in
our Unit since 2006 was performed. In all these patients the clinical,
laboratory and instrumental follow-up was evaluated using dynamic
contrast-enhanced MRI with fat suppression technique (STIR), in order to
assess the radiological outcome and response to therapy.
Results:47 patients (29 M, 18F), complained of inflammatory back pain,
after a mean interval of 9 months (range 0 – 4 yrs11 m) from disease
onset. In all symptomatic pts dynamic MRI of the sacroiliac joints was
performed, and was positive in 28/47 (17 M, 11 F). We identified 25 pts
with grade I SI (5 unilateral and 20 bilateral), 1 pt with grade II bilateral
SI, and 2 pts with grade 2/I SI (right/left). In 16 patients (57%) treatment
with sulphasalazine (SSZ) was started, in 11 (39%) with NSAIDs only, and
in one with Adalimumab.
After 1 year, 12 pts remained symptomatic and MRI was repeated, and 6
still had radiological signs of SI, including 5 with bilateral SI grade I and
one with grade II/I SI. They were on treatment with NSAIDs (n=2) and
SSZ (n=4); the 6 pts in which MRI was negative were also treated with
NSAIDs (n=2) and SSZ (n=4). Three of them still had a positive MRI after 2
years (all on SSZ).
Conclusions:Dynamic contrast-enhanced MRI is useful not only to
identify early involvement of sacroiliitis in patients with symptomatic ERA,
but also to evaluate the course of the disease and response to therapy.
Although SSZ is a commonly used drug for the treatment of SI, it was
effective only in few of our cases.

P272
Transfer-consultations for young people: how do we do?
G Teilmann, K Boisen, J Pødenphant, M Zak, S Nielsen
Pediatric Rheumatology2011, 9(Suppl 1):P272

Background: The need of well-planned transition programmes for young
people is well established, and there is growing evidence of the benefits
in terms of increased health realted quality of life, better disease
knowledge and patient satisfaction. However, we still need a better
understanding of the optimal models and the outcomes of establishing
such activities.
Aim: To establish well-planned transfer-consultations for young people
with rheumatic diseases to ensure youth-friendly uninterrupted health
care provision and evaluate the outcomes.
Methods: A mini-survey (N=10) and two individual interviews was
conducted among young patients in the pediatric out-patient clinic to
explore the young peoples wishes for a youth-friendly daily praxis as well
as wishes concerning transfer to the adult department. Based on these
experiences we introduced shared transfer-consultations in collaboration
between rheumatologists from the pediatric and the adult department
for adolescents with rheumatic diseases as a pilot-project. Participants in
the transfer consultaions were the young patient as well as a
rheumatologist from the pediatric (SN/MZ) and the adult department (JP).
30 adolescents have participated so far.
Results:Feed-back from young patients and doctors during the pilot-
phase has over-all been positive. The pilot phase has demonstrated a
need for involving young people in the planning process. We are
currently developing youth friendly information material about transfer
from pediatric to adult rheumatolgy as well as a written policy for
transfer. In addition a systematic evaluation of the transfer-consultations
is needed. Results from semi-structured interviews with adolescents and
doctors who have participated in a transfer-consultation will take place in
May-August 2011 and will be presented at the conference.
Conclusion: Young patients and doctors are positive towards shared
transfer-consultations. Involving young people in the planning proces has
shown to be fruitful. A written policy and a systematic evalutation is
under preparation.

P273
Safety and efficacy of biological therapy with TNF-inhibitors and non
TNF-inhibitors in a cohort of young adults affected by juvenile
idiopathic arthritis (JIA): data from a single centre experience
Ceri Lorenzo, Falcini Fernanda*, Fiori Ginevra, Capannini Serena,
Matucci Cerinic Marco
Department of Internal Medicine, Rheumatology Section, Transition Clinic,
University of Florence, Florence, Italy
E-mail: falcini@unifi.it
Pediatric Rheumatology2011, 9(Suppl 1):P273

Aim: To evaluate safety and efficacy in young adults with JIA treated by
TNF and non anti-TNF inhibitors.
Methods: 36 patients (F26-M10, median age 18,8 yrs) with JIA treated with
anti-TNF (17 etanercept, 4 infliximab, 15 adalimumab) followed at Transition
Clinic of Florence from January 2008 to December 2010 were enrolled in a
observational, single-centre, retrospective study. 12 pts (4 etanercept,
4 infliximab, 4 adalimumab) failed to respond or did not tolerate the first
therapy and switched to a second one. Moreover, 9 patients has received
non anti-TNF drug (5 abatacept, 4 tocilizumab). In all, 53 treatments
(19 etanercept, 5 infliximab, 20 adalimumab, 5 abatacept, 4 tocilizumab)
were performed. Safety assessments were based on adverse events (AEs)
report, divided in moderate AES (if infective events or injection site reactions
have been occurred) and severe AES (including infusion reactions). Efficacy
was assessed using the PedACR30/50/70 criteria.
Results:Of the 36 patients treated with TNF-blockers, Ped ACR30/50/70
response was reached by 78%/67%/58% after 24 weeks, 72%/68%/60%
after 48 weeks and 87%/87%/73% after 96 weeks of treatment. Of the 9
patients treated with abatacept or tocilizumab, PedACR30/50/70 response
was reached by 89%/78%/67% after 24 weeks, 80%/80%/80% after 48
weeks and 75%/75%/75% after 96 weeks. 108 AEs (both moderate and
serious) occurred in 26 patients (59%) treated with anti-TNF. Among non
anti-TNF agents, 36 AEs occurred in 7 patients (78%), no one was serious
and any patient leaved the biological treatment due to AEs.
Conclusions: In our study, anti-TNF agents were well tolerated and
provided clinically significant efficacy in young adults with JIA. In the
refractory systemic form of JIA, tocilizumab seemed to be effective and
safe.
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with basal ganglia calcification. FCL and AGS are proposed to be
different clinical manifestations associated with a variety of TREX1
mutations. Our cases demonstrate the variation in clinical phenotype
associated with a single TREX1mutation, ranging from typical FCL to
acute encephalopathy with features suggestive of AGS, in 4 family
members.

P284
Evidence for association of autoimmune genes with disabilty in juvenile
idiopathic arthritis in a UK cohort
J Cobb1*, A Hinks1, P Martin1, E Flynn1, R Carrasco1, E Baildam2, H Foster3,
J Gardner-Medwin4, A Chieng5, L Wedderburn6, J Davidson4, K Hyrich1,
W Thomson1

1Arthirtis Research UK Epidemiology Unit, The University of Manchester,
Manchester, UK; 2Royal Liverpool Children’s Hospitals NHS Trust, Liverpool,
UK; 3Newcastle Hospitals NHS Trust, Newcastle, UK; 4Royal Hospital for Sick
Children, Glasgow, UK; 5Central Manchester University Hospital NHS Trust,
Manchester, UK; 6Institute of Child Health, UCL, London, UK
E-mail: joanna.cobb@manchester.ac.uk
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Background: The Childhood Arthritis Prospective Study (CAPS) was
initiated to facilitate the investigation of clinical and genetic predictors of
long-term outcomes in childhood inflammatory arthritis in UK children.
Aim: Using 98 candidate loci determined from evidence of previous
associations with either JIA susceptibility or other autoimmune diseases,
this study aimed to assess the impact of genetics on disease severity and
progression. To do this, the childhood health assessment questionnaire
(CHAQ) score was used, a key outcome in the measurement of disease
activity in JIA patients.
Methods: Demographic and disease features were collected as part of
CAPS at first presentation to paediatric rheumatology, 6 months, and
then yearly for 3 years. SNPs were genotyped on a Sequenom
MassARRAY® platform. Two analyses were performed to compare the
effects of the SNPs on disease severity at presentation to paediatric
rheumatology clinics and then the effects over the first 3 years of JIA in a
longitudinal logistic regression analysis. Both analyses were undertaken
using an additive model of genetic inheritance and adjusting for the key
covariates of gender, age at onset and JIA subtype.
Results:360 children were included in this analysis, with mean age 6.7 ±
4.2 years at disease onset and mean CHAQ score of 0.89 ± 0.77 at first
presentation and 0.51 ± 0.64 by 3 years follow-up. 65% of subjects were
female, with over 47% presenting with oligoarthritis and 21% with RF
negative polyarthritis. A number of interesting findings have emerged, for
example the interleukin-2 receptor alpha gene, IL2RA, which has
previously been associated with JIA susceptibility is now showing
evidence of involvement in JIA severity. Of particular interest is that
genes which have not previously been associated with JIA susceptibility
are showing association with disease severity.
Conclusion:Findings such as these suggest a genome-wide association
study investigating key JIA outcomes is necessary to identify novel
disease severity-specific loci for a more comprehensive understanding of
the genetics of JIA severity and progression.

P285
B cell subsets phenotype in autoimmunity with immunodeficiency:
analysis of a cohort of patients with APECED syndrome
A Magnani1*, A Meloni2, M Gattorno1, A Martini1, E Traggiai1
1Laboratory of Immunology of Rheumatic Diseases,U.O. Pediatria II, G. Gaslini
Institute and Department of Pediatrics, University of Genoa, Italy;
2Pediatric Clinic II, Ospedale Microcitemico and Department of Biomedical
and Biotechnological Science, University of Cagliari, Italy
E-mail: AlessandraMagnani@ospedale-gaslini.ge.it
Pediatric Rheumatology2011, 9(Suppl 1):P285

Background: Autoimmune polyendocrinopathy candidiasis ectodermal
dystrophy (APECED) is a rare autosomal recessive syndrome due to mutations
in AIRE, characterized by autoimmune endocrinopathies and mucocutaneous
candidiasis. It is accompanied by serum auto-antibodies whose generation
has been mainly related to autoreactive T cells escape from tolerance

mechanisms. Recent data suggest a T cell independent mechanism
implicated in altered peripheral B cell selection and its possible contribution
to the pathogenesis of autoimmune disease. Despite these observations,
B cell subsets phenotype in these patients is still poorly characterized.
Aim: To perform a detailed analysis of B and T cell subsets in a cohort of
APECED patients in order to better understand whether an intrinsic
alteration in B cell compartment is present. We also evaluated B
lymphocytes related cytokines (BAFF, IL-21) in patients’ sera compared to
age matched control.
Methods: Flow cytometric analysis of B cell subsets was performed in
12 patients with APECED coming from Sardinia, Italy, compared to age-
matched healthy donors. The following B cell subsets were analysed:
transitional, naïve, IgM and switched memory and plasmacells; T cell
subsets: Treg, CD4 and CD8 T cell subsets (naïve, central memory,
effector memory) ELISA assay was performed for cytokines determination
in sera.
Results:Analysis show an altered distribution of the immature peripheral
B cells compartment in APECED patients and an increased level of BAFF
in patients’ sera. The T cell compartment is skewed towards effector
memory T cells.
Conclusions: Increasing the knowledge on B cells in APECED patients
improves the comprehension of autoimmunity pathogenesis in
immunodeficiency and may allow the exploration of the possible clinical
efficacy of B cell targeted therapy.
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Association of the CD226 (DNAM-1) Gly307Ser polymorphism with
juvenile idiopathic arthritis
THCM Reinards1*, HM Albers1, DMC Brinkman1, SSM Kamphuis2,
MAJ van Rossum3, EPAH Hoppenreijs4, HJ Girschick5, C Wouters6,
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R ten Cate1, MW Schilham1

1Leiden University Medical Center, Leiden, The Netherlands;
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3Academic Medical Center, Amsterdam, The Netherlands;
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5University of Würzburg, Würzburg, Germany; 6University Hospital
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Background: Recent genetic studies have reported an association of the
Gly307Ser single nucleotide polymorphism (SNP) in the CD226 gene with
susceptibility to multiple autoimmune diseases. CD226or DNAM-1is a
type 1 membrane protein belonging to the Ig-superfamily and is involved
in the adhesion and co-stimulation of T cells and NK cells. A trend
towards association of this SNP with Juvenile Idiopathic Arthritis (JIA) was
recently reported, but was not statistically significant (p=0.13) (Genes
Immun. 2010 Mar;11(2):194-8).
Aim: We performed a case-control genetic association study to
investigate whether CD226Gly307Ser is associated with susceptibility
to JIA.
Methods: CD226Gly307Ser was genotyped in 667 JIA cases and 1320
healthy controls, both of North-West-European white origin. Allele
frequencies were compared. Patients with oligoarticular (persistent and
extended), polyarticular (rheumatoid factor negative and positive) and
systemic JIA have been included and were analyzed separately as well as
grouped together. A meta-analysis of our study combined with the
previously published study was performed.
Results:CD226Gly307Ser was significantly associated with susceptibility
to JIA (p=0.002, OR=1.23, 95% CI: 1.08-1.41), particularly in the persistent
oligoarticular subtype (p=0.0008, OR=1.38, 95% CI: 1.14-1.67). The meta-
analysis (of all subtypes grouped together) confirmed the association with
JIA (p=0.003, OR=1.14, 95% CI: 1.05-1.23).
Conclusion: This study provides evidence for a novel JIA susceptibility
locus. Additionally, a subtype-specific association of CD226with persistent
oligoarticular JIA has been identified. This finding is in line with the
hypothesis that this oligoarticular subtype is not only phenotypically, but
also genetically different from the polyarticular subtypes, including
extended oligoarthritis.
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