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Juvenile idiopathic arthritis (JIA) is the most common rheumatic disease in childhood. With-
out an effective therapy, patients may progress quickly to functional disability. Recently,
depletion of B cells emerged as a new approach for the treatment of autoimmune diseases,
including JIA.

We describe six cases of JIA patients followed at a referral center for Rheumatology and
Pediatric Rheumatology, submitted to treatment with rituximab (RTX) after refractoriness
to three anti-TNF agents.

Patients received RTX cycles with two infusions every six months. Response to treatment
was assessed by DAS28, HAQ/CHAQ, and an overall assessment by the doctor and the patient.

Of our six patients, four were girls (mean age at onset of disease: 6.1 years; mean disease
evolution time: 15.1 years; mean age upon receiving RTX: 21.6 years). Four patients belonged
to polyarticular subtype (1 rheumatoid factor [RF]-negative, 3 FR-positive), a patient with
systemic JIA subtype with a polyarticular course and arthritis related to enthesitis. Of our
six patients, five responded to treatment; and during the course of 12 months, the clinical
response was maintained, although not sustained. However, discontinuation by infusion
reactions caused the withdrawal of RTX in two patients.

The use of RTX in JIA is restricted to cases refractory to other biological agents and, even
considering that this study was held in a small number of advanced patients, RTX proved
to be an effective therapeutic option.
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Palavras-chave:
Artrite idiopética juvenil
Criancgas

Uso de rituximabe em adultos jovens com diagndstico de artrite
idiopatica juvenil refrataria ao tratamento convencional: relato de 6 casos

RESUMO

A artrite idiopatica juvenil (AlJ) é a doenca reumdtica mais frequente na infincia. Sem
terapia efetiva, os pacientes podem evoluir rapidamente para incapacidade funcional.
Recentemente, a deplegdo dos linfécitos B surgiu como nova abordagem para o tratamento

Descrevemos seis casos de pacientes com AlJ, acompanhados em um centro de referéncia
em Reumatologia e Reumatologia Pedidtrica, submetidos ao tratamento com rituximabe
(RTX) apés refratariedade a trés anti-TNF.

Os pacientes receberam ciclos de RTX com duas infusoes a cada seis meses. A resposta ao
tratamento foi avaliada pelo DAS28, HAQ/CHAQ, avaliacdo global do médico e do paciente.

Dos seis pacientes, quatro eram meninas (média de idade de inicio da doenca: 6,1 anos;
média de tempo de evolugao de doenca: 15,1 anos; média de idade ao receber RTX: 21,6 anos).
Quatro pacientes pertenciam ao subtipo poliarticular (1 fator reumatoide (FR) negativo, 3 FR
positivo), um paciente com AlJ subtipo sistémico com evolugdo poliarticular e um com artrite
relacionada a entesite. Dos seis pacientes, cinco responderam ao tratamento e durante a
evolucdo de 12 meses, a resposta clinica foi mantida, embora ndo sustentada. No entanto, a
descontinuacdo por reag¢oes infusionais motivaram a suspensao do RTX em dois pacientes.

O uso do RTX em AlJ é restrito aos casos refratarios a outros biolégicos e, mesmo tendo
sido realizada em um nuimero pequeno de pacientes e de forma tardia, mostrou ser uma

© 2015 Elsevier Editora Ltda. Todos os direitos reservados.

good responders if improvement in DAS28 was greater than

Rituximabe de doencas autoimunes, incluindo a AlJ.
Refratariedade

opgdo terapéutica eficaz.
Introduction

Juvenile idiopathic arthritis (JIA) is the most common chronic
rheumatic disease in childhood and without appropriate treat-
ment it can quickly result in functional disability.

Recently, B lymphocyte depletion emerged as a new ther-
apeutic approach for JIA and SLE.>” Rituximab (RTX) is a
chimeric monoclonal antibody directed against the CD20 pre-
B cells and mature B cells with efficacy and safety in adult
patients with rheumatoid arthritis (RA) with an inadequate
response to disease-modifying drugs (DMARDs) and anti-TNF-
alpha inhibitors.51?

The objective of this study was to describe six patients with
JIA followed in a Pediatric Rheumatology Unit between 1993
and 2014 who underwent treatment with RTX.

Methods

Six patients diagnosed with JIA according to the ILAR (Inter-
national League of Associations of Rheumatology) criteria'?
received RTX cycles with two intravenous infusions of 1 geach
on days 1 and 15, every six months.

The clinical response was measured by DAS28 (Disease
Activity Score in 28 joints),'* erythrocyte sedimentation rate
(ESR), Health Assessment Questionnaire (HAQ)'® or the Child
Health Assessment Questionnaire (CHAQ)'® and evaluation of
visual analog scale (VAS) of the patient and the physician.

The assessments were performed before and every six
months of treatment. According to EULAR (European League
Against Rheumatism) criteria, the patients were classified as

1.2, moderate responders if between 0.6 and 1.2, and non-
responders if less than 0.6, in two consecutive measurements.
Clinical remission was defined as a DAS28 less than 2.6."/

Primary failure was defined as a reduction lower than
0.6 of DAS28 after 12 weeks and secondary failure, such as
loss of efficacy over 24 weeks in patients who had responded
in the first 12 weeks.l” Adverse events were recorded.

Case report

The mean onset age of the disease was 6.1 years and mean
disease duration was 15.1 years. The mean age at start of RTX
was 21.6 years (18-26 years) (Table 1). Uveitis was not observed
in any patient.

Table 1 - Clinical data of 6 patients treated with
rituximab.

Age at Age at JIA subtype
diagnosis rituximab
DAB 5 19 Polyarticular RF +
DC 5 24 Systemic
DSS 7 21 Enthesitis-related
arthritis
FAGS 7 26 Polyarticular RF—
MILP 4 20 Polyarticular RF+
ELS 9 18 Polyarticular RF+
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Case 1

DAB, 19 years old, female, erosive polyarticular JIA diagnosed
since the age of five, positive rheumatoid factor (RF), being
followed since the age of 11.

The patient has taken glucocorticoids (GCs), methotrexate
(up to 1 mg/kg/week) for five years, cyclosporine (5 mg/kg/day)
for five months and cyclophosphamide (up to 1g/m?) for
three months with partial response to all treatments.
She initiated treatment with infliximab (5mg/kg every six
weeks) for two years, followed by etanercept (0.8 mg/kg/week)
for four months and adalimumab (24mg/m?) for four
years.

Due to refractoriness and intense disease activity, RTX was
introduced at 19 years of age, combined with leflunomide
(20mg/day) and prednisone at an initial dose of 20 mg, with
progressive tapering up to withdrawal.

After 6 months of the first intravenous infusion, the patient
presented clinical improvement. Currently, the patient is clin-
ically stable, with no arthritis and no morning stiffness. She
remains on leflunomide, and is currently receiving the fourth
cycle of RTX.

Case 2

DC, 25 years, male, systemic onset JIA and polyarticular
course, negative RF, diagnosed since the age of five, started
follow-up at this clinic two years later.

Initially, the patient was on indomethacin (2 mg/kg/day)
and methotrexate (1mg/kg/week) associated with GCs (up
to 1mg/kg/day). When he was 14, he presented macrophage
activation syndrome, with pulse therapy being performed
with intravenous methylprednisolone, and cyclosporine
being started (5mg/kg/day). After two years thalidomide
(2.5mg/kg/day) was initiated, with partial response. When he
was 19, he started infliximab (5 mg/kg every 6 weeks), develop-
ing anaphylaxis in the 9th dose. He switched to adalimumab
(24 mg/m?) and etanercept (0.8 mg/kg/week), with secondary
failure after 9 and 10 months, respectively.

RTX was started at 24 years old, presenting sustained
response, although with infusion reactions controlled with the
use of intravenous GC, antihistamines and a decrease in infu-
sion rate. He was concomitantly on cyclosporine (150 mg/day)
and prednisone (20 mg/day). However, after the fourth cycle of
RTX, the patient developed serum sickness, and discontinued
the treatment.

After stopping RTX, the disease became more active,
requiring other medications and he had primary failure to
tocilizumab (8 mg/kg/dose) and abatacept (10 mg/kg/dose) and
was referred to autologous bone marrow transplantation
(ABMT).

Case 3

DSS, 26, male, diagnosed with enthesitis-related arthritis
(ERA) JIA since the age of seven. He began follow-up when
he was 13 years old. The evolution was polyarticular erosive,
associated with severe intestinal involvement, with Crohn’s
disease being diagnosed.

He took methotrexate (up to 1mg/kg/week) for 10 years,
sulfasalazine (40 mg/kg/day) for five years, plus methylpred-
nisolone and cyclophosphamide intravenous pulse therapy
(up to 1g/m?) for one year, and multiple joint injections with
GCs. He started infliximab (5 mg/kg/dose every 6 weeks) with
good initial response and failure after two years of treatment.
He used cyclosporine (5 mg/kg/day) and methylprednisolone
pulse therapy, with no response for one year. Adalimumab
(24 mg/m?) was introduced but there was no response after
four months of treatment (primary failure).

When he was 21, he received the 1st cycle of RTX. He
showed significant joint improvement after 12 months. How-
ever, it had to be discontinued due to recurrence of fistulizing
intestinal disease. Although he previously had secondary fail-
ure to IFX, this was reintroduced combined with methotrexate
(25 mg/week) and prednisone (20 mg/day). However, due to dis-
ease activity and refractoriness, ABMT was indicated.

Case 4

FAGS, 32, female, erosive polyarticular JIA diagnosed since
seven years of age, negative RF, followed since she was 15 years
old.

She presented polyarthritis of small and large joints,
with good response to treatment with methotrexate (up to
1mg/kg/week) and tapered doses of GCs in the first year. She
remained asymptomatic until she was 20 years old, when
arthritis reappeared.

In the first year of recurrence, the patient was restarted
on methotrexate (25mg/week) and prednisone (20 mg/day).
Due to elevated transaminase levels, the dose of methotrexate
was reduced (15 mg/week) and sulfasalazine (40 mg/kg/day)
and chloroquine (5mg/kg/day) were associated. At 24 years
old, leflunomide (20 mg/day) was started, but there was no
response after twelve months. She presented primary fail-
ure to the three anti-TNF blockers, and RTX was started at
the age of 26. Concomitant to treatment, the patient received
methotrexate (25mg/week) and prednisone (10 mg/day). Six
months after the first intravenous infusion there was a sig-
nificant improvement in pain while synovitis persisted. She
maintained disease activity although with satisfactory results,
according to the EULAR response. After 12 months of treat-
ment with RTX, cyclosporine (150mg/day) was introduced
with no success.

After the fourth cycle of RTX, the patient presented clin-
ical worsening (secondary failure) and it was replaced by
tocilizumab (8 mg/kg/dose) with partial response. At present,
she is on abatacept (10 mg/kg/dose), but with poor response
and the need for multiple intra-articular injections and high
doses of prednisone (20mg/day). Given the refractoriness of
the case, the patient was referred to ABMT.

Case 5

MILP, 20, female, polyarticular JIA since the age of four, positive
RF, followed since 12 years old.

She had already received methotrexate, had gastroin-
testinal intolerance, and it was replaced by azathio-
prine (2mg/kg/day). Subcutaneous methotrexate (up to
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Table 2 - Clinical and laboratory progress of patients after treatment with rituximab.

Patient DAB DC DSS FAGS MILP ETS
DAS28
Initial 4.77 5.02 7.21 8.42 5.19 4.28
6 months 3.25 4.32 5.12 6.61 4.31 4.09
12 months 1.66 3.08 4.05 4.28 3.21 2.58
18 months 1.38 3.12 4.78 4.32 4.36
24 months 3.67 4.95 7.41
HAQ/CHAQ
Initial 0.875 1.5 2.25 1.75 2.25 0.5
6 months 0 1.25 2.0 1.25 2.0 0.25
12 months 0 0.5 1.75 0.75 2.11 0
18 months 0 0.5 2.0 1.125 2.25
24 months 0.5 2.0 1.5
PtGA
Initial 8 9 10 8 6 6
6 months 1 5 9 6 6 4
12 months 1 5 7 4 5 0
18 months 1 4 5 4 7
24 months 4 7 5
PhGA
Initial 6 8 10 10 6
6 months 1 5 9 9 7 3
12 months 1 5 9 9 5 1
18 months 1 5 9 9 7
24 months 5 10 10
ESR (mm/1st.h)
Initial 26 32 19 23 78 62
6 months 8 28 25 42 64 54
12 months 28 20 15 30 15 40
18 months 7 26 28 17 23
24 months 25 45 125
CRP (mg/dL)
Initial 14 10.2 41 52 1.54 7.1
6 months 3.7 7.1 35.1 26.3 2.36 18.2
12 months 17 5.8 15.8 11.7 0.84 13.6
18 months <6 4.2 22.5 15.9 1.87
24 months 49 26.4 64.8
Adverse events/complications
6 months - - - - Pre-medication -
Infusion reaction
12 months - Infusion reaction Infusion reaction Infusion reaction Infusion reaction Infusion reaction
18 months - Infusion reaction Infusion reaction Infusion reaction Infusion reaction Infusion reaction
24 months Infusion reaction Infusion reaction Infusion reaction Infusion reaction Infusion reaction
Response to treatment Yes Yes Yes Yes Yes Yes

DAS28, Disease Activity Score in 28 joints; HAQ, Health Assessment Questionnaire; CHAQ, Child Health Assessment Questionnaire; PtGA,
patient’s global assessment of visual-analogical scale; PhGA, physician’s global assessment of visual-analog scale; CRP, C reactive protein; ESR,

erythrocyte sedimentation rate.

1mg/kg/week) and intravenous pulse therapy with methyl-
prednisolone were started.

At the age of 12, infliximab (5mg/kg every 6 weeks) was
started in combination with cyclosporine (5 mg/kg/day), with
partial response after one year. After two years, a com-
bination of methotrexate and leflunomide was introduced
(20mg/day) with good response for nine months. At the age
of 15 etanercept (0.8 mg/kg/dose) was started and bilateral hip
arthroplasty was performed, and as she presented clinical

and laboratory disease activity, adalimumab (24 mg/m?) was
started at 16 years of age, with good response for one year.
At the age of 20, she had severe clinical and laboratory
inflammatory activity and received the 1st cycle of RTX. She
remained on methotrexate (1mg/kg/week) and GCs (up to
0.5mg/kg/day). She received a second intravenous infusion
of RTX and due to infusion reaction, the infusion rate had to
be slowed. During disease progress, the patient always main-
tained clinical and laboratory activity, requiring increased
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doses of GCs. Due to refractoriness of the disease, treatment
with tocilizumab was indicated.

Case 6

ELS, 20, female, erosive polyarticular JIA positive RF, since she
was 9 years old and on treatment since 10 years of age.

She had already received GCs (up to 1 mg/kg/day) orally for
five months with significant adverse events. At the first visit,
methotrexate (0.4 mg/kg/week) and naproxen were initiated,
and GCs tapered. During follow-up, intravenous pulse therapy
with methylprednisolone was carried out due to inflamma-
tion, anemia and persistence of the joint disease.

When she was 10, cyclosporin (up to 5mg/kg/day) was
associated, and disease activity was maintained. After
a year, therapy with infliximab was initiated (5 mg/kg every 6
weeks). At 13 years old, therapy with adalimumab (24 mg/m?)
was initiated, with good response for the first two years.
After this period, a treatment was conducted with etanercept
(0.8 mg/kg/dose) for 11 months with poor response, and RTX
was indicated.

She received the 1st cycle of RTX when she was 18, with
clinical improvement for three months. After three months
of medication, there was clinical and laboratory worsening
and infection. However, in the following months, the patient
had significant improvement in pain. The patient is awaiting
a fourth dose of RTX in combined use with subcutaneous MTX
(40 mg/week).

Discussion

RTX is an alternative therapy for refractory JIA patients.?>>”
There are no controlled clinical trials with RTX in JIA and evi-
dence is limited to case series reports.®”'®1° The dose and
dosing intervals were determined taking into account the
experience and clinic logistics.

The clinical improvement observed by patients treated
with RTX suggests an important role for B cells in JIA
(Table 2).26:1920 It was observed that in the children joints with
JIA there is oligoclonal expansion of B cells and increased IL-
12 production, and subsequent activation of T cells. In adults,
there is B cell depletion in blood and synovial tissue.®

All six patients responded to treatment at six and
12 months, but the clinical response was not maintained in
three of them, experiencing disease activity and refractori-
ness, since half of the patients had indication of ABMT. It is
also important to note that RTX was introduced late and after
failure to three anti-TNF blockers. Thus, B lymphocyte deple-
tion therapy, even though it was employed in a small number
of patients and belatedly, proved to be an effective and safe
therapeutic option in half the cases.

Randomized controlled and pivotal trials of RTX showed
that efficacy was greater in adult patients with positive
RF or anti-citrullinated protein antibodies, highlighting the
humoral response in these patients.”’"?3 In our study, half of
the sample did not have RF and none of the patients had anti-
citrullinated protein antibodies. This aspect did not affect the
therapeutic response in the short and medium term, although,

interestingly, it was these patients who did not claim benefits
and have been referred to the ABMT.

Adverse events observed in our patients were similar to
those described in the literature. The main one was the
infusion reaction that occurred in two patients and led to per-
manent discontinuation of the medication despite adequate
response of the disease.

Some limitations may be listed, such as the small num-
ber of patients, lack of data on the CD19 cell count and
radiographic information of structural damage in the initial
evaluation and follow-up. However, the data are consistent
with the population of real life in this age group.

Thus, RTX is a treatment option in active, severe JIA and
unresponsive to DMARDs and anti-TNF blockers. The safety
and efficacy demonstrated by this study should encourage
studies with more patients, in order to determine the possi-
bility of a window of opportunity in patients with JIA.

Conflicts of interest

The authors declare no conflicts of interest.

REFERENCES

1. Cassidy JT, Petty RE. Textbook of pediatric rheumatology.
6th ed. Philadelphia: Elsevier; 2011.

2. Alexeeva EI, Valieva SI, Bzarova TM, Semikina EL, I[saeva KB,
Lisitsyn AO, et al. Efficacy and safety of repeated courses of
rituximab treatment in patients with severe refractory
juvenile idiopathic arthritis. Clin Rheumatol. 2011;30:1163-72.

3. Jansson AF, Sengler C, Kuemmerle-Deschner ], Gruhn B,
Kranz AB, Lehmann H, et al. B cell depletion for autoimmune
diseases in paediatric patients. Clin Rheumatol.
2005;30:87-97.

4. Marks SD, Patey S, Brogan PA, Hasson N, Pilkington C, Woo P,
et al. B Lymphocyte depletion therapy in children with
refractory systemic lupus erythematosus. Arthritis Rheum.
2006;52:3168-74.

5. El-Hallak M, Binstadt BA, Leichtner AM, Bennet CM,

Neufeld EJ, Fuhlbrigge RC, et al. Clinical effects and safety of
rituximab for treatment of refractory pediatric autoimmune
diseases. ] Pediatr. 2007;150:376-82.

6. Kuek A, Hazleman BL, Gaston JH, Ostdr AJK. Successful
treatment of refractory polyarticular juvenile idiopathic
arthritis with rituximab. Rheumatology. 2006;45:1448-9.

7. Feito JG, Pereda CA. Rituximab therapy produced rapid and
sustained clinical improvement in a patient with systemic
onset juvenile idiopathic arthritis refractory to TNF alpha
antagonists. J Clin Rheumatol. 2009;15:363-5.

8. Weiner GJ. Rituximab: mechanism of action. Semin Hematol.
2010;47:115-23.

9. Leandro MJ, Edwards JCW, Cambridge G. Clinical outcome in
22 patients with rheumatoid arthritis treated with B
lymphocyte depletion. Ann Rheum Dis. 2002;61:883-8.

10. Keystone E, Burmester GR, Furie R, Loveless JE, Emery P,
Kremer ], et al. Improvement in patient-reported outcomes in
a rituximab trial in patients with severe rheumatoid arthritis
refractory to anti-tumor necrosis factor therapy. Arthritis
Rheum. 2008;59:785-93.

11. Keystone E, Emery P, Peterfy CG, Tak PP, Cohen S, Genovese
MC, et al. Rituximab inhibits structural joint damage in
patients with rheumatoid arthritis with an inadequate


http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0120
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0120
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0120
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0120
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0120
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0120
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0120
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0120
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0120
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0120
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0120
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0120
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0120
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0120
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0120
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0120
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0120
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0120
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0120
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0120
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0120
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0125
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0130
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0135
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0140
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0145
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0145
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0145
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0145
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0145
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0145
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0145
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0145
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0145
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0145
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0145
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0145
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0145
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0145
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0145
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0145
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0145
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0145
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0145
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0145
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0145
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0145
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0145
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0145
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0145
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0145
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0145
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0145
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0145
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0145
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0145
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0145
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0145
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0145
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0150
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0155
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0155
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0155
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0155
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0155
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0155
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0155
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0155
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0155
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0155
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0155
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0155
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0155
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0155
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0155
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0160
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0165
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170

REV BRAS REUMATOL.2015;55(6):536-541

541

12.

13.

14.

15.

16.

17.

response to tumor necrosis factor inhibitor therapies. Ann
Rheum Dis. 2009;68:216-21.

Nasonov EL. New trends in treatment of rheumatoid arthritis:
perspectives of use of monoclononal anti-B-lymphocyte
antibodies (rituximab). Russ Med J. 2006;25:1778-82.

Petty RE, Southwood TR, Manners E, Baum J, Glass DN, He X,
et al. International League of Association for Rheumatology
classification of juvenile idiopathic arthritis: second revision.
J Rheumatol. 2004;31:390-2.

Prevoo ML, vant Hof MA, Kuper HH, van Leeuwen MA, van de
Putte LB, van Riel PL. Modified disease activity scores that
include twenty-eight-joint counts. Development and
validation in a prospective longitudinal study of patients with
rheumatoid arthritis. Arthritis Rheum. 1995;38:44-8.

Ferraz MB, Oliveira LM, Araujo PM, Atra E, Tugwell P.
Cross-cultural reliability of the physical ability dimension of
the health assessment questionnaire. ] Rheumatol.
1990;17:813-7.

Machado CSM, Ruperto N, Silva CHM, Ferriani VP, Roscoe I,
Campos LM, et al. The Brazilian version of the Childhood
Health Assessment Questionnaire (CHAQ) and the Child
Health Questionnaire (CHQ). Clin Exp Rheumatol. 2001;19
Suppl. 23:525-9.

van Gestel AM, Prevoo ML, van Hof MA, van Rijswijk MH, van
de Putte LBA, van Riel PLCM. Development and validation of
the European League Against Rheumatism response criteria
for rheumatoid arthritis. Comparison with the preliminary
American College of Rheumatology and the World Health

18.

19.

20.

21.

22.

23.

Organization/International League Against Rheumatism
criteria. Arthritis Rheum. 1996;39:34-40.

Kasher-Meron M, Uziel Y, Amital H. Successful treatment
with B-cell depleting therapy for refractory systemic onset
juvenile idiopathic arthritis: a case report. Rheumatology.
2009;48:445-6.

Narvéez J, Diaz-Torné C, Juanola X, Geli C, Llobet JM, Nolla JM,
et al. Rituximab therapy for refractory systemic-onset
juvenile idiopathic arthritis. Ann Rheum Dis. 2009;68:607-8.
Morbach H, Wiegering V, Richl P, Schwarz T, Suffa N, Eichhorn
EM, et al. Activated memory B cells may function as
antigen-presenting cells in the joints of children with juvenile
idiopathic arthritis. Arthritis Rheum. 2011;63:3458-66.
Morbach H, Girschick HJ. B-cell targeted therapy for children
and adolescents with rheumatic diseases. Z Rheumatol.
2013;72:347-53.

Emery P, Fleischmann R, Filipowicz-Sosnowska A,
Schechtman J, Szczepanski L, Kavanaugh A, et al. The efficacy
and safety of rituximab in patients with active rheumatoid
arthritis despite methotrexate treatment: results of a phase
1IB randomized, double-blind, placebo-controlled,
dose-ranging trial. Arthritis Rheum. 2006;54:1390-400.

Cohen SB, Emery P, Greenwald MW, Dougados M, Furie RA,
Genovese MC. Rituximab for rheumatoid arthritis refractory
to anti-tumor necrosis factor therapy: results of a
multicenter, randomized, double-blind, placebo-controlled,
phase III trial evaluating primary efficacy and safety at
twenty-four weeks. Arthritis Rheum. 2006;54:2793-806.


http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0170
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0175
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0175
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0175
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0175
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0175
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0175
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0175
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0175
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0175
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0175
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0175
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0175
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0175
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0175
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0175
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0175
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0175
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0175
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0175
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0175
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0175
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0175
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0175
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0175
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0175
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0175
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0175
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0175
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0175
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0175
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0175
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0175
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0175
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0180
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0185
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0190
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0195
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0200
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0205
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0210
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0215
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0220
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0220
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0220
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0220
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0220
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0220
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0220
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0220
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0220
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0220
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0220
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0220
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0220
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0220
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0220
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0220
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0220
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0220
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0220
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0220
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0220
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0220
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0220
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0220
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0220
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0220
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0220
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0220
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0220
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0225
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230
http://refhub.elsevier.com/S2255-5021(15)00047-4/sbref0230

	Rituximab use in young adults diagnosed with juvenile idiopathic arthritis unresponsive to conventional treatment: report ...
	Introduction
	Methods
	Case report
	Case 1
	Case 2
	Case 3
	Case 4
	Case 5
	Case 6

	Discussion
	Conflicts of interest
	References


