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/Summary

Aim: Systemic Juvenile Idiopathic Arthritis (SJIA) is an autoinflammatory disease with various presentations and unpredictable
outcome. he aim of this study is to investigate the factors influencing the response at first intention treatment (non-steroid anti-
inflamatory drugs AINS, corticosteroids) and the prognosis of the disease.

Methods: A retrospective study of child with prospective follow-up was used at children Hospital between January 2008 and De-
cember 2012. The patients were classified in two groups according to their clinical, paraclinical and radiological signs. Group 1:
responders at first-line treatment (AINS, corticosteroid) and group 2: non-responders requiring second and third line treatment.

Results: According to International League Against Rheumatism (ILAR), 46 children’s were included. The mean age was 5,81 £
3,40 years. 23 (50%) among the non-responders of treatment had begin the disease before 5 years old. All the non-responders had
polyarticular form straightaway 31 vs 6 (p<0,001). Fever was constantly present associated at cutaneous eruption in 32 patients
(69,6%). Cardiac attack was present in 17,4%. Biological inflammatory syndrome was present in all cases at the diagnosis in the
two groups. Thrombocytosis was found in 39 cases (84,7%) whose 30 in group 2 vs 9 in group 1 (p= 0,003). Bone anomalies
were found in 18 patients among the non-responders (p= 0,004). The outcome was marked by total remission in 13% in group 1;
56,5% in group 2 made systemic attacks and/or articular whose 30% kept sequelae with articular deformations.

Conclusion: In this study, the severity of SJTA with corticodependance or corticoresistance can be linked at the following factors:
\polyarticular attacks, thrombocytosis, and bone anomalies. y

Keywords: Prognosis; Severity Factors; Systemic Onset
Juvenile Idiopathic Arthritis

Introduction

SJIA refers to patients with arthritis of unknown origin
and associated with systemic features, and represents one of the
categories of Juvenile Idiopathic Arthritis (JIA), a heterogeneous
group of diseases with onset before the age of 16 years [1,2]. JIA
is one of the most common pediatric chronic diseases, with a
prevalence rate varying from 3.8 to 400 cases/100,000 children
and a yearly incidence between 1.6 and 23 new cases for 100,000
children [3]. SA is distinguished from other forms of JIA by the
presence of systemic symptoms including prolonged and oscillating
fever usually inaugural, a transient rash concomitant with fever and
other systemic signs [4]. Hence, it features many similarities to
autoinflammatory diseases and could be at least partly considered

as an autoinflammatory condition [5,6]. Evolution can happen in
three main modes: articular and systemic monocyclic, polycyclic
with systemic relapses and / or joint and chronic joint with and
joint deformity and destruction [7]. Vital prognosis may be
initiated due to non- control of the disease in severe forms by the
risk of organ damage including heart and kidney as well as the high
sensitivity of these children in developing a serious complication
of the macrophage activation syndrome. The overall mortality in
systemic arthritis is estimated at 2-4 % [8]. Severe forms are also
associated with a greater risk of sequels and disabilities due to
articular and systemic manifestations. Only a few predicting factors
of severe evolution have been individualized (initial poly-arthritis,
hip involvement, thrombocytosis, corticosteroid) [9-11]. The goal
of this retrospective study describing a population of patients with
SAJ followed in pediatrics is to determine the factors influencing
the response to treatment of ASJ in Moroccan children.
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Patients and Methods

This is a retrospective study that involved children with ASJ
collated in pediatric ward 4 (with 53 beds with biotherapy and
physiotherapy rooms) and consultation of pediatric theumatology
which drains all cases of rheumatism and systemic chronic
inflammatory diseases of children who come to Children’s Hospital
university hospital Ibn Sina in Rabat between January 2010and
December 2015. All records of children with SAJ were analyzed
and only those meeting ILAR diagnostic criteria (International
League of Associations for Rheumatology) were included [12].
Clinical and laboratory data were collected from patients’ medical
records. Joint involvement has been used as a criterion diagnosis in
the presence of arthritis (oligo or polyarthritis), only patients with
arthralgia were excluded from the study. Fever was considered
when the temperature exceeded 38.5 with intermittent peaks for
more than 2 weeks. The presence of cutaneous, adenomegaly
and hepatosplenomegaly was noted. Cardiac involvement was
assessed by echocardiography performed routinely on all patients.
Biological data collected is: blood count, erythrocyte sedimentation
rate, C reactive protein, fibrinogen, urea, creatinine, AST, ALT,
anti-nuclear factor, rheumatoid factor.

Theevaluation ofbone involvement was made by comparative
standard radiographs of the affected joints at diagnosis. The
different stages of Stein broker were analyzed.

To evaluate severity factors, we divided the patients into
2 groups according to their clinical, laboratory and radiological
signs. In group 1: responders to first-line therapy (NSAIDs,
corticosteroids) and group 2: non-responders requiring a second
treatment and third line (Methotrexate, cyclosporine, biotherapy).
Treatment’s efficacy was assessed according to Guannini score
now called Score of the American College of Rheumatoloy
(Pediatric ACR) or sometimes called PRINTO detailed in (Table
1) [13]. Remission is defined by the absence of articular, systemic
or biological activity of the disease for at least 6 months [11].

Are taken in compete the 6 followings items

Name of inflammatory articulations (= with joint gonflement linked at
active synovitis or articular limitation + pain at mobilization.)

Name of articulations with limitation of mobility (except irreversible
ankylosis)
functional CHAQ Score
EVA (0 to 100 mm) of wel-being of child by parents
EVA (0 to 100 mm) of disease activity by doctor
Vitesse de sédimentation (VS) at first hour

«Définition of improvement 30% (pédiatric ACR 30) »: at least 30%
improvement of 3 at least of 6 score items with much 1 item 30%
worsen or more

«improvement pédiatric ACR 50, 70 ou 90 »: at least 50, 70 ou 90%
of improvement respectively of at least 3 items with much 1 item
30% worsen or more

« Thrust /relapse of disease » is definite by an aggravation at least
30% of 3 items at least of score (for inflammatory articulations)

Requiring to have at least 2 supplementary articulations and for
doctor EVA a progression at least 20/100) with no more than 1
item30% improved or more.

Criteria of response proposed for systemic juvenile arthritis

Response = improvement pediatric ACR 30 + absence of fever linked
to disease and rash (7 a 14 days) + improvement or normalization of
biological parameters VS or CRP (absence of consensual definition,

suggestion variant of therapeutic essay

Table 1: ACR pédiatric Score or « Giannini score » (9).

Statistical Analysis

Quantitative variables were expressed by their mean and
standard deviation when the distribution was normal or by their
median and inter- quartile when it was abnormal. Qualitative
variables were expressed by their numbers and percentage.
Comparisons between groups of quantitative variables with
symmetric distribution were conducted by Student’s T test.
Comparisons between groups of quantitative variables with skewed
distributions were made through Wilcoxon test. Comparisons of
quantitative variables between groups were performed by Fisher’s
exact test, as the y? test applicability conditions were not met due to
low enrollment. The statistical significance level (p) was set at 0.05.

Results

46 patients including 24 females and 22 males were identified
among 220 children followed for JIA in this period, which is
20.9 % of all JIAs. (Table 2) shows our patients’ characteristics.
The average age was 5.81 + 3.40 years. Sex ratio was 1.09. The
earliestr onset was recorded in a 6 months infant. The median time
from diagnosis was 3.5 months [4-10]. Clinical data at diagnosis
were dominated by arthritis symptoms, arthritis being the most
common reason for consultation (100% of cases) as polyarthritis
(82%), oligoarthritis (18%) the most affected joints were: wrists
(22.66%), knees (21.33%), ankles (21.33 %). Fever was present
constantly associated with a rash in 32 patients (69.6%). Cardiac
involvement was present in 8§ patients (17.4%). This involvement
has been dominated by the pericardial effusion in 66.6 % of cases.
Pleural involvement was found in 9% and 47% in lymphoid
involvement.

Characteristics Values
| (n = 46)
Age (year) 5,81+3,40
Age onset(year ) 5,10£2,9
diagnosis delay (month) 3,5[2-6]
Sex
Female 24 (52,2%)
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Male 22 (47,8%)
Polyarthritis

Yes 37 (82%)

No 9 (18 %)
cutaneous anomalies 32 (69,6 %)
visceromegaly 2 (9,4 %)
cardiac anomalies 8 (17,4 %)

Anemia

Hb10-12 23 (50 %)

Hb<10 23 (50 %)
Hyperleucocytosis 41 (89, 1%)
Thrombocytosis 39 (84,7%)

ESR
20-50 6 (13 %)
> 50 40 (87 %)
Bone anomalies
No 33 (71,7%)
yes 13 (28,3%)
Treatment

AINS 28 (60,9%)
Corticoids 42 (91,3%)

Methotrexat 29 (63 %)
CyclosporinA 12 (26,1 %)
Biotherapy 08 (17,4 %)

Evolution
monocyclic 06 (13 %)
Attacks 26 (56, 5%)
Sequelae 14 (30,4 %)
Response at treatment first- line

Yes 15 (32,6%)
No 31 (67,4%)

Table 2: patients characteristics.

A hemophagocytic syndrome was detected in 3 patients
(6%). This complication was triggered by a viral infection with
cytomegalovirus in one case, the combination of NSAIDs
and persistent disease activity in two others. The biological
inflammatory syndrome was present in all patients in diagnosis.
Nuclear antibodies and rheumatoid serology sought in all patients
were negative. Bone involvement was present in 13 patients at
diagnosis (28.3%). This was achieved in the form of bone loss in 9
of them, pinching with chondral geodes in 4 patients.

Therapeutic Strategy and Response to Treatment

The combination of NSAIDs with corticosteroids was often
necessary to control extra- articular signs. 80.4% of patients
received first-line therapy (NSAIDs and / or corticosteroids),
including NSAIDs, salicylates were used in 47%, other NSAIDs
(diclofenac, arylpropionic derivatives, indole) were used in 60%,
however, 42 cases (91.3%) required corticosteroid treatment
immediately in the event of cardiac or visceral involvement with
important inflammatory syndrome or with the lack of response
to NSAIDs. 29 patients (63%) received second-line treatment
with methotrexate due to the lack of response to NSAIDs and
corticosteroids or in the case of a corticosteroid dependency
(inability to reduce steroids below 10 mg / d) or corticosteroid
resistance (defined as the inability to achieve remission on
corticosteroids), methotrexate was associated with cyclosporin A
in 12 of them. 8 patients (17.3 %) required the use of a third-line
therapy based biotherapy using only molecules available at this
time (etanercept in 5 cases, adalinumab in | case and tocilizumab in
7 cases (3 did not respond to etanercept). Complications identified
in our study are: Heart problems (17.4%), growth retardation
(52%), joint sequelas (30%), macrophage activation syndrome
(6%) In order to identify severity predictors factors, responders
to first-line treatment were compared to non-responders according
to their clinical, paraclinical and evolutionary profile (monocyclic
and polycyclic with severe sequela) (Table 3).

Variables Groupe 1 Groupe 2 Total P
n=15 n= 31 n= 46
Age(year) 5,60+3,44 5,9+£3,43 5,81+3,40 0,767
Agedisease | 59,3 55 5+2.6 5,10£2,9 | 08
> > El s s ) 70
onset (year)
Diagnosis
delay(month) 3[1,6] 4[2,6] 3,512,6] | 0,774
Sex Femal | 10(66,7%) | 14 (452%) | 24(52,2%) | 0,17
Male 5(33,3%) | 17(54,8%) | 22(47.8%)
Polyarthritis <0,001
yes 6(40%) 31(100%) 37(82%)
No 9(60%) 0 9(18%)
visceromegaly 1(2,3%) 5(5,36%) 2 (9,4 %) 1
Cardiac 2(133%) | 6(194%) | 8(17.4 %) 1
anomalies > ’ ’
Anemia 0,753
Hb 10-12 7 (46,7%) | 16 (51,6%) 23 (50%)
Hb< 10 8(53,3%) | 15(48,4%) 23 (50%)
Hyperleuc 12 (80%) | 29 (93,5%) | 41 (89,1%) | 0,311
ocytosis
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thrombocytosis | 9 (23,1%) | 30(76,9%) | 39 (84,7%) 0,003
ESR 0,647
20-50 1(6,7%) 5(16,1%) 6 (13%)

50-100 14 (93,3%) | 26 (83,9%) 40 (87%)
Bone 0,004
anomalies
(0] 15(100%) 18(58,1%) | 33 (71,7%)
1 0(0%) 13(41,9%) | 13 (28,3%)

Table 3: Clinical, biological and radiological Characteristics of responders.
At first- line treatment (groupe 1) and non-responders (grouped 2).

On the clinical side, we did not find significant differences
with regard to age, sex, early onset, however, all non-responders
already had a polyarthritis (p < 0.001) Biologically, the VS
exceeded SOmm 1% hour in 40 cases (87%), including 26 non-
responders with no significant difference, 41 cases (89.1 %) had
leukocytosis (average GB 21439), including 29 non-responders
(p = 0.311). Thrombocytosis was present in 39 patients (84.7 %),
average platelet count = 607,818) and 30 did not respond to first-
line treatment (p = 0.003). Bone involvement was present in 13
patients among non-responders at diagnosis (28.3%) (p = 0.004).
6 cases (13 %) among responders to first-line treatment had a
monocyclic evolution with remission. Within the non-responders,
26 patients (56.5 %) had systemic relapses and / or joint and among
them 14 cases (30.4%) kept a persistent joint damage with sequelae.

In our study, three parameters showed a statistically
significant difference in the two groups, polyarthritis involvement
(p <0.001), 30 versus 9 thrombocytosis involvements (p = 0.003)
and the bone involvement 13 versus 0 (p = 0.004).

Discussion

Severity factors found in our study with a significant
difference were: polyarticular initial damage, thrombocytosis
and bone disease. SJIA severity varies from one child to another.
These forms are of a highly scalable heterogeneity [14]. Even
though SJIA is ranked among the JIA, most experts now agree,
considering its clinic, scalable and severity profile, to relate to the
group of autoimmune diseases [13]. Significant changes in the
understanding of the disease pathogenesis have occurred in recent
years [4]. It is radically different from other forms of JIA by the
presence, in addition to arthritis, of systemic manifestations in the
foreground and a very strong inflammatory response [4].

Some studies have identified predictors factors of poor
prognosis such as immediate polyarticular disease with involvement
of the hip, persistence of systemic symptoms after 6 months of
disease progression, the initial thrombocytosis, and corticosteroid
after 6 months or 2 years of disease onset [15], but the prognosis
is variable depending on the series. In fact, Lin and Al [16] report
that 43 % of children had persistent arthritis over 6 months, and
5 of them kept sequelae with major functional impairment. For

Wrang, none of the 12 children with SJIA has developed joint
destruction and in Hytsain series, only 3 patients had a destructive
arthritis that required a total joint replacement. Shneider and Al
[17], noted that the development of joint destruction was closely
linked to the persistence of systemic signs and thrombocytosis for
at least 6 months of disease onset.

In our study, the initial polyarticular and thrombocytosis
were more frequent in non-responders to first-line treatment with
corticosteroid or cortico-resistance requiring these patients to use
second and third line treatment. Hyperleukocytosis may be an
indicator of poor prognosis according to Yuan [18], it was found
in 29 of our patients among non-responders but without significant
difference. However, the prognosis is largely underpinned by
joint damage. Several studies show that a major criterion for poor
prognosis is the initial radiation damage [19]. Overall, a third of
JIA are present in adulthood bone and joint destruction causing
functional impairment[19], however, the assessmentofbone disease
and joint damage in children with of SJIA is subject to several
difficulties. In pediatrics, X-rays are not performed routinely for
fear of repeated radiation, the risk of erosion is less important than
in adults because of the thickness of the articular cartilage. The
four stages of Stein broker, used for a long time (osteoporosis, joint
space narrowing, erosions and fusion) can be seen simultaneously;
however, the possibility of forming a neocartilage in the case of
children may be associated with improvements in the radiological
image [20,21].

In our serie, bone involvement was observed in 18 out of 31
children (41.9%) who did not respond to first-line treatment, the
long enough diagnosis period in these patients (median 6 months)
reflects the relative frequency of bone disease in this study but only
two of them had stage 3 and 4 Steinbroker. The type of evolution
is another factor that can affect the overall response to treatment,
currently, new scores were established to evaluate the activity of
SJIA including JADAS score [22]. Lomater and others [23,24]
reported that the frequency of remission was 100% in patients
with a monocyclic evolution, 37% of those with repeated relapses
and 23% when the disease is active. Our data is consistent with
Lomater’s. The 13% having a monocyclic evolution are currently
in full remission.

Conclusion

Significant progress has been made in recent years not only
the pathophysiology of JAS but also early indicators of poor
prognosis that are better recognized. This work, although limited
by its retrospective nature, and the relatively small sample, suggests
that polyarticular, thrombocytosis and bone disease may influence
the response to first-line treatment and be responsible for active
disease in the long term; multicenter studies are however needed
to confirm these results.

References

1. C Deslandre (2016) Juvenile idiopathic arthritis: definition and clas-
sification. Arch Pediatr 23: 437-441.

4

J Orthop Ther, an open access journal
ISSN: 2575-8241

Volume 2018; Issue 03


https://www.ncbi.nlm.nih.gov/pubmed/26968301
https://www.ncbi.nlm.nih.gov/pubmed/26968301

Citation: Bouchra C, Lemouakni S, Abouqal R, Abdelali B (2018) Systemic Onset Juvenile Idiopathic Arthritis: Severity Factors. J Orthop Ther: JORT-182. DOI:
10.29011/2575-8241. 000082

10.

1.

12.

13.

Oliveira-Ramos F, Eusébio M, M Martins F, Mourao AF, Furtado C, et
al. (2016) Juvenile idiopathic arthritis in adulthood: fulfilment of classi-
fication criteria for adult rheumatic diseases, long-term outcomes and
predictors of inactive disease, functional status and damage. RMD
Open 2: e000304.

Thierry S, Fautrel B, Lemelle |, Guillemin F (2014) Prevalence and in-
cidence of juvenile idiopathic arthritis: a systematic review. Joint Bone
Spine 81: 112-117.

MARTINI A (2012) Maladie de Still de I'enfant, évolution conceptuelle
et thérapeutique. Revue du Rhumatisme monographies 79 : 3-6.

N. Nirmala, A. Brachat, E. Feist, Blank N, Specker C, et al. (2015)
Gene-expression analysis of adult-onset Still's disease and systemic
juvenile idiopathic arthritis is consistent with a continuum of a single
disease entity. Pediatr Rheumatol Online J 13 : 50.

M.J. Ombrello, V.L. Arthur, E.F. Remmers, et al. (2016) Genetic archi-
tecture distinguishes systemic juvenile idiopathic arthritis from other
forms of juvenile idiopathic arthritis: clinical and therapeutic implica-
tions .Ann Rheum Dis 76: 906-913.

Fraisse T C, Degraeve F, Riviere S, Le Quellec A (2006) Profils évolu-
tifs et marqueurs pronostiques de la Maladie de Still de I'adulte. Ana-
lyse d’une série monocentrique de 17 patients. La Revue de Médecine
Interne 27 : 658-664.

Cassidy J T and Petty R.E (2001) Juvenile rheumatoid arthritis. Eds.
Text book of pediatric rheumatology 2001: 218-322.

Prieur A M and Quartier P (2012) Arthrites juvéniles idiopathiques.
Paris Elsevier 2012.

Heyman R and Prieur Am (2006) Les formes systémiques d’arthrite ju-
vénile idiopathique : diagnostic et pronostic. Médecine thérapeutique/
Pédiatrie 1 : 16-22.

Prieur AM and Mahlaoui N (2006) Pronostic a long terme des arthrites
juvéniles idiopathiques. Médecine thérapeutique/ Pédiatrie 1 : 63-70.

Petty RE, Southwood TR, Manners P, Baum J, Glass DN (2004) in-
ternational league of Associations for Rheumatology Classification of
juvenile idiopathic arthritis: second revision, Edmonton 2001. J. rheu-
matol 31: 390-392.

Quartier P (2010) Critéres et indices de réponse au traitement et de
rémission des arthrites juvéniles idiopathiques. Revue du Rhumatisme
monographies 77 : 96-98.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24,

Davi S, Con Solaro A, Guseinova D, Pistorio A, Ruperto N, et al. (2011)
An international consenus survey of diagnostic criteria for macrophage
activation syndrom in systemic juvenile idiopathic arthritis. J Rheuma-
tol 4: 764-768.

Sigh-Grewal D, Schneider R, Bayer N, Feldman B (2006) Preditors of
diseases course and remission in systemic juvenile idiopathic arthri-
tis: significance of early clinical and laboratory features. Arthritis and
Rheumatism 5: 1595-601.

Lin SJ, Huang JL, Chao HC, Lee WY, Yang MH (1999) A follow-up
study of systemic-onset juvenile rheumatoid arthritis in children. Acta
Paediatr Taiwan 40: 176-181.

Schneider R, Lang BA, Reilly BJ, Laxer RM, Silverman ED, Ibanez D,
et al. (1992) Prognostic indicators of joint destruction in systemic onset
juvenile rheumatoid arthritis. J Pediatr 120; 200-205.

Hu-Yuan Tsai, Jyh-Hong Lee, Hsin-Hui Yu, Li-Chieh Wang, Yao-Hsu
yang (2012) Initial manifestations an clinical course of systemic onset
juvenile idiopathic arthritis: A ten-year retrospective study. Journal of
Formosan Medical association 111: 542-549.

Devauchelle-Pensec V (2010) Quels sont les critéres d’évaluation de
la destruction articulaire dans l'arthrite juvénile idiopathique? Revue
du Rhumatisme monographies 77: 89-92.

Ravelli A and Martini A (2007) Juvenile idiopathic arthritis. Lancet 369 :
767-778.

Woo P (2006) Systemic juvenile idiopathic arthritis: diagnosis, man-
agement and outcome. Nat Clin Pract Rheumatol 2: 28-34.

Mcerlane F, Beresford MW, Baildam EM, Chieng SEA (2012) Validity
of a three variable Juvenile Arthritis Disease Activity Score in children
new-onset juvenile idiopathic arthritis. Ann Rheum Dis 2012: 1-6.

Lomater C, Gerloni V, Gattinara M, Mazzotti J, Cimaz R, et al. (2000)
Systemic-onset juvenile idiopathic arthritis: a restrospective study of
80 consecutive patients followed for ten years. J Reumathol 27: 491-
496.

Hsu CT, Lin YT, Yang YH, Chiang BL (2004) Factors affecting clinical
and therapeutic outcomes of patients with juvenile rheumatoid arthri-
tis. Scand J Rheumatol 33: 312-317.

5

J Orthop Ther, an open access journal
ISSN: 2575-8241

Volume 2018; Issue 03


https://www.ncbi.nlm.nih.gov/pubmed/?term=Juvenile+idiopathic+arthritis+in+adulthood%3A+fulfilment+of+classification+criteria+for+adult+rheumatic+diseases%2C+long-term+outcomes+and+predictors+of+inactive+disease%2C+functional+status+and+damage.+RMD+Open
https://www.ncbi.nlm.nih.gov/pubmed/?term=Juvenile+idiopathic+arthritis+in+adulthood%3A+fulfilment+of+classification+criteria+for+adult+rheumatic+diseases%2C+long-term+outcomes+and+predictors+of+inactive+disease%2C+functional+status+and+damage.+RMD+Open
https://www.ncbi.nlm.nih.gov/pubmed/?term=Juvenile+idiopathic+arthritis+in+adulthood%3A+fulfilment+of+classification+criteria+for+adult+rheumatic+diseases%2C+long-term+outcomes+and+predictors+of+inactive+disease%2C+functional+status+and+damage.+RMD+Open
https://www.ncbi.nlm.nih.gov/pubmed/?term=Juvenile+idiopathic+arthritis+in+adulthood%3A+fulfilment+of+classification+criteria+for+adult+rheumatic+diseases%2C+long-term+outcomes+and+predictors+of+inactive+disease%2C+functional+status+and+damage.+RMD+Open
https://www.ncbi.nlm.nih.gov/pubmed/?term=Juvenile+idiopathic+arthritis+in+adulthood%3A+fulfilment+of+classification+criteria+for+adult+rheumatic+diseases%2C+long-term+outcomes+and+predictors+of+inactive+disease%2C+functional+status+and+damage.+RMD+Open
https://www.ncbi.nlm.nih.gov/pubmed/?term=)+Prevalence+and+incidence+of+juvenile+idiopathic+arthritis%3A+a+systematic+review.+Joint+Bone+Spine
https://www.ncbi.nlm.nih.gov/pubmed/?term=)+Prevalence+and+incidence+of+juvenile+idiopathic+arthritis%3A+a+systematic+review.+Joint+Bone+Spine
https://www.ncbi.nlm.nih.gov/pubmed/?term=)+Prevalence+and+incidence+of+juvenile+idiopathic+arthritis%3A+a+systematic+review.+Joint+Bone+Spine
https://www.sciencedirect.com/science/article/pii/S1878622711001007
https://www.sciencedirect.com/science/article/pii/S1878622711001007
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4654831/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4654831/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4654831/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4654831/
http://www.em-consulte.com/en/article/51905
http://www.em-consulte.com/en/article/51905
http://www.em-consulte.com/en/article/51905
http://www.em-consulte.com/en/article/51905
http://www.jle.com/fr/revues/mtp/e-docs/les_formes_systemiques_darthrite_juvenile_idiopathique_diagnostic_et_pronostic_268448/article.phtml
http://www.jle.com/fr/revues/mtp/e-docs/les_formes_systemiques_darthrite_juvenile_idiopathique_diagnostic_et_pronostic_268448/article.phtml
http://www.jle.com/fr/revues/mtp/e-docs/les_formes_systemiques_darthrite_juvenile_idiopathique_diagnostic_et_pronostic_268448/article.phtml
http://www.jle.com/fr/revues/mtp/e-docs/pronostic_a_long_terme_des_arthrites_juveniles_idiopathiques_268455/article.phtml?tab=citer
http://www.jle.com/fr/revues/mtp/e-docs/pronostic_a_long_terme_des_arthrites_juveniles_idiopathiques_268455/article.phtml?tab=citer
https://www.ncbi.nlm.nih.gov/pubmed/14760812
https://www.ncbi.nlm.nih.gov/pubmed/14760812
https://www.ncbi.nlm.nih.gov/pubmed/14760812
https://www.ncbi.nlm.nih.gov/pubmed/14760812
http://www.em-consulte.com/article/253508/criteres-et-indices-de-reponse-au-traitement-et-de
http://www.em-consulte.com/article/253508/criteres-et-indices-de-reponse-au-traitement-et-de
http://www.em-consulte.com/article/253508/criteres-et-indices-de-reponse-au-traitement-et-de
https://www.ncbi.nlm.nih.gov/pubmed/21285158
https://www.ncbi.nlm.nih.gov/pubmed/21285158
https://www.ncbi.nlm.nih.gov/pubmed/21285158
https://www.ncbi.nlm.nih.gov/pubmed/21285158
https://www.ncbi.nlm.nih.gov/pubmed/?term=Preditors+of+diseases+course+and+remission+in+systemic+juvenile+idiopathic+arthritis%3A+significance+of+early+clinical+and+laboratory+features.+Arthritis+and+Rheumatism
https://www.ncbi.nlm.nih.gov/pubmed/?term=Preditors+of+diseases+course+and+remission+in+systemic+juvenile+idiopathic+arthritis%3A+significance+of+early+clinical+and+laboratory+features.+Arthritis+and+Rheumatism
https://www.ncbi.nlm.nih.gov/pubmed/?term=Preditors+of+diseases+course+and+remission+in+systemic+juvenile+idiopathic+arthritis%3A+significance+of+early+clinical+and+laboratory+features.+Arthritis+and+Rheumatism
https://www.ncbi.nlm.nih.gov/pubmed/?term=Preditors+of+diseases+course+and+remission+in+systemic+juvenile+idiopathic+arthritis%3A+significance+of+early+clinical+and+laboratory+features.+Arthritis+and+Rheumatism
https://www.ncbi.nlm.nih.gov/pubmed/?term=A+follow-up+study+of+systemic-onset+juvenile+rheumatoid+arthritis+in+children.+Acta+Paediatr+Taiwan
https://www.ncbi.nlm.nih.gov/pubmed/?term=A+follow-up+study+of+systemic-onset+juvenile+rheumatoid+arthritis+in+children.+Acta+Paediatr+Taiwan
https://www.ncbi.nlm.nih.gov/pubmed/?term=A+follow-up+study+of+systemic-onset+juvenile+rheumatoid+arthritis+in+children.+Acta+Paediatr+Taiwan
https://www.ncbi.nlm.nih.gov/pubmed/?term=Prognostic+indicators+of+joint+destruction+in+systemic+onset+juvenile+rheumatoid+arthritis.+J+Pediatr
https://www.ncbi.nlm.nih.gov/pubmed/?term=Prognostic+indicators+of+joint+destruction+in+systemic+onset+juvenile+rheumatoid+arthritis.+J+Pediatr
https://www.ncbi.nlm.nih.gov/pubmed/?term=Prognostic+indicators+of+joint+destruction+in+systemic+onset+juvenile+rheumatoid+arthritis.+J+Pediatr
https://www.sciencedirect.com/science/article/pii/S0929664612000538
https://www.sciencedirect.com/science/article/pii/S0929664612000538
https://www.sciencedirect.com/science/article/pii/S0929664612000538
https://www.sciencedirect.com/science/article/pii/S0929664612000538
http://www.em-consulte.com/en/article/253506
http://www.em-consulte.com/en/article/253506
http://www.em-consulte.com/en/article/253506
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(11)60244-4/abstract
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(11)60244-4/abstract
https://www.ncbi.nlm.nih.gov/pubmed/16932649
https://www.ncbi.nlm.nih.gov/pubmed/16932649
https://www.ncbi.nlm.nih.gov/pubmed/?term=Validity+of+a+three+variable+Juvenile+Arthritis+Disease+Activity+Score+in+children+new-onset+juvenile+idiopathic+arthritis.+Ann+Rheum+Dis
https://www.ncbi.nlm.nih.gov/pubmed/?term=Validity+of+a+three+variable+Juvenile+Arthritis+Disease+Activity+Score+in+children+new-onset+juvenile+idiopathic+arthritis.+Ann+Rheum+Dis
https://www.ncbi.nlm.nih.gov/pubmed/?term=Validity+of+a+three+variable+Juvenile+Arthritis+Disease+Activity+Score+in+children+new-onset+juvenile+idiopathic+arthritis.+Ann+Rheum+Dis
https://www.ncbi.nlm.nih.gov/pubmed/10685819
https://www.ncbi.nlm.nih.gov/pubmed/10685819
https://www.ncbi.nlm.nih.gov/pubmed/10685819
https://www.ncbi.nlm.nih.gov/pubmed/10685819
https://www.ncbi.nlm.nih.gov/pubmed/?term=Factors+affecting+clinical+and+therapeutic+outcomes+of+patients+with+juvenile+rheumatoid+arthritis.+Scand+J+Rheumatol
https://www.ncbi.nlm.nih.gov/pubmed/?term=Factors+affecting+clinical+and+therapeutic+outcomes+of+patients+with+juvenile+rheumatoid+arthritis.+Scand+J+Rheumatol
https://www.ncbi.nlm.nih.gov/pubmed/?term=Factors+affecting+clinical+and+therapeutic+outcomes+of+patients+with+juvenile+rheumatoid+arthritis.+Scand+J+Rheumatol

