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Abstract
Introduction: Juvenile idiopathic arthritis (JIA) is a disease associated with loss of bone mass, deterioration in bone
mass quality and an increased risk of fractures. The objective of this study was to evaluate factors that predict bone
mineral density (BMD) alterations in young adult patients with active JIA before and during therapy with tumour
necrosis factor α (TNFα) inhibitors.
Methods: Thirty-one patients (twelve males and nineteen females; mean age =25.1 ± 6.1 years) with active JIA (mean
Disease Activity Score in 28 joints (DAS28) =6.36 ± 0.64; mean high-sensitivity C-reactive protein (hsCRP) =18.36 ±
16.95 mg/L) were investigated. The control group consisted of 84 healthy individuals matched by sex and age. BMD,
bone turnover markers and serum concentrations of soluble receptor activator of nuclear factor κB ligand,
osteoprotegerin, dickkopf Wnt signalling pathway inhibitor 1 (Dkk1) and sclerostin were evaluated.
Results: Baseline BMD values in the lumbar spine, proximal femur, femoral neck and distal radius were significantly lower
in patients with JIA compared to healthy control participants. Baseline sclerostin serum concentrations were significantly
higher in patients with JIA compared to control participants. After 2 years of treatment with TNFα inhibitors, BMD was
significantly increased in the lumbar spine. This increase correlated with a drop in DAS28 score. A statistically significant
correlation between hsCRP and Dkk1 was found at baseline, as well as during the 2-year follow-up period. A significant
reduction in serum sclerostin after 1 year of therapy was predictive of a drop in DAS28 score observed with a 1-year delay
after reduction of serum sclerostin.
Conclusion: A significant correlation between the sclerostin serum concentration and the number of tender and swollen
joints, but not BMD, supports the hypothesis that chondrocytes and cells of the subchondral bone may contribute to
circulating sclerostin in JIA.

Introduction
Juvenile idiopathic arthritis (JIA) is a systemic autoimmune
inflammatory connective tissue disease with onset occurring before age 16 years. It is associated with a decrease in
bone mass, thinning of the cortical bone [1,2], sarcopenia
[3,4] and an increased risk of fractures [5]. Bone loss may
be systemic or localized to the periarticular bone due to
arthritis of the affected joint. The pathophysiology of the
bone mass loss may involve, in particular, the negative effect of proinflammatory cytokines, as well as treatment with
glucocorticoids [6]. Thus, the loss of bone mass may reflect
a disorder of bone modelling and remodelling. This process
involves proinflammatory cytokines produced by the
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synovial membrane, which may increase bone resorption
but also stimulate soluble antagonists of the canonical
Wnt/β-catenin signalling pathway, including dickkopf Wnt
signalling pathway inhibitor 1 (Dkk1) and sclerostin, and
subsequently inhibit osteoblast proliferation, maturation
and progenitor differentiation [7-20]. The significance of
Wingless (Wnt) proteins in susceptibility to JIA was confirmed in a study of polymorphisms in the Wnt-1-inducible
signalling pathway protein 3 (WISP3) [21]. To the best of
our knowledge, no study related to circulating sclerostin or
Dkk1 in patients with JIA has been published to date.
In the present study, we assessed bone mineral density
(BMD) at standard skeletal sites, as well as biochemical
markers of osteoclast, osteoblast and osteocyte function,
in patients with persistent high-activity JIA. These parameters were assessed at baseline and after 12 months and
24 months of treatment with tumour necrosis factor α
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(TNFα) inhibitors. Young adults with JIA were included
in the study. The objective of the study was to evaluate
factors that predict BMD alterations in young adult patients with active JIA being treated with TNFα inhibitors.

Methods
Study population

We conducted a prospective, open-label study in 2009
and 2010. We enrolled 31 patients with JIA (12 males and
19 females) with a mean age of 25.1 ± 6.1 years who had
high disease activity determined on the basis of highsensitivity C-reactive protein (hsCRP) level, erythrocyte
sedimentation rate (ESR) and Disease Activity Score in 28
joints (DAS28). All of the included patients met the criteria of the Czech Rheumatology Society for treatment
with TNFα inhibitors. At baseline, the patients were naive
to anti-TNFα therapy. The basic condition for inclusion in
the study was high disease activity expressed by DAS28 ≥
3.9. Another precondition was inadequate response to one
disease-modifying antirheumatic drug [22].
At the time of patient selection, a group of healthy control participants was recruited from amongst the friends,
acquaintances and colleagues of the patients with JIA. In
total, 100 healthy males and females were examined. Each
patient with JIA was matched with three suitable control
participants on the basis of sex and age (in most cases
within a 2-year age difference and in isolated cases within
a maximum age difference of 6 years). Nine female
patients with JIA were matched with two control participants only. In this manner, 84 age- and sex-matched control participants were selected. All study participants were
examined and treated at the Institute of Rheumatology in
Prague.
The study was conducted in accordance with the World
Medical Association Declaration of Helsinki regarding
ethical conduct of research involving human subjects. The
study was approved by the ethics committee of the Institute of Rheumatology, and all participants gave us their
written informed consent before enrolment.
Clinical parameters

The baseline clinical status of the patients with JIA was
established on the first day of TNFα inhibitor treatment.
A physical examination, blood testing and BMD testing
were performed on day 1 and again at 12 and 24 months.
Detailed information about each patient’s JIA disease
course and treatment, as well as personal history, family
history and fracture risk factor assessment, was obtained
from the patient and the available medical documentation.
A physical examination of the patients with JIA was
performed at each visit, and the number of swollen and
tender joints was documented. Body height was measured using a stadiometer. Body weight was measured
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using an exact scale. The control participants were examined in a similar manner.
The patients with JIA were given daily supplements of
1,000 mg of calcium and 800 IU of vitamin D for a minimum of 6 months before the start of anti-TNFα treatment.
The control participants did not receive any calcium or
vitamin D supplements.
To maintain the same conditions for the collection of
blood samples, patients and control participants were
instructed to fast for 12 hours overnight while maintaining
adequate hydration. At 8:00 the following morning, venous
blood was collected into regular laboratory serum tubes by
antecubital venepuncture. For the purposes of soluble
receptor activator of nuclear factor κB ligand (sRANKL),
osteoprotegerin (OPG), Dkk1 and sclerostin assays, aliquots
of blood serum were frozen and stored at −80°C until
analysis after the study was completed. Other laboratory
parameters were measured on the day of blood collection.
For the purpose of determining JIA activity, the DAS28
score was calculated using objective clinical components
(the number of swollen and tender joints among the total
of 28 joints assessed), laboratory components (ESR in
millimetres per hour) and subjective components (patient
global health analogue scale, mm) (PGH).
Laboratory methods

The hsCRP concentration was measured by immunoturbidimetry. The interassay coefficient of variation was 1.9%.
The sRANKL, OPG, Dkk1 and sclerostin serum concentrations were measured using enzyme-linked immunosorbent assay (ELISA) kits in compliance with the
manufacturer’s instructions, always by the same person.
The results were read using the Tecan Sunrise ELISA
reader (Tecan, Männedorf, Switzerland). All samples were
analysed in duplicates. The sRANKL ELISA (Biomedica
Medizinprodukte, Vienna, Austria) was performed to detect free sRANKL without the OPG bond; intra- and
interassay coefficients of variation were 9% and 3%, respectively; and the limit of detection was 0.02 pmol/L.
The serum OPG ELISA (Biomedica Medizinprodukte)
intra- and interassay coefficients of variation were 10%
and 7%, respectively, and the limit of detection was 0.14
pmol/L. The Dkk1 ELISA (Biomedica Medizinprodukte)
intra- and interassay coefficients of variation were 7% and
8%, respectively, and the limit of detection was 0.38 pmol/
L. The serum sclerostin ELISA kit (Uscn Life Science,
Wuhan, China/Cloud-Clone, Houston, TX, USA) has no
significant cross-reactivity or interference between human
sclerostin and analogues; the standard curve is read between 0.312 and 20 g/L. The limit of detection was
0.106 g/L, and the intra- and interassay coefficients of
variation were <10% and <12%, respectively.
The bone metabolism markers osteocalcin (OC), procollagen type I N-terminal propeptide (PINP), C-terminal
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telopeptide of collagen type I (βCTX-I) and 25-hydroxyvitamin D3 were measured using electrochemiluminescencebased immunoanalysis (cobas analyzer; Roche Diagnostics,
Mannheim, Germany). The intraassay coefficient of variation for OC was <5% at concentrations between 11 and
40 μg/L. The intraassay coefficient of variation for PINP
was <5%, and the interassay coefficient of variation was
<7%, at concentrations between 20 and 90 μg/L. The
intraassay coefficient of variation for βCTX-I was <7% for
samples between 200 and 500 ng/L and <10% for very low
βCTX-I concentration samples. The interassay coefficient of
variation for βCTX-I was <9% for samples between 200 and
500 ng/L. The detection limit for βCTX-I was <10 ng/L.
Imaging parameters

Radiographs of the thoracic and lumbar spine (anteroposterior and lateral) were obtained. BMDs of the lumbar
spine, proximal hip, femoral neck and distal forearm were
measured by dual-energy X-ray absorptiometry using a
bone densitometer (Prodigy; GE Healthcare, Waukesha,
WI, USA). The same technician performed all measurements using the same instrument, and the same physician
performed all assessments. The short-term in vivo coefficients of variation for lumbar spine, total femur, femoral
neck and distal radius were 0.7%, 0.9%, 1.8% and 0.9%, respectively. The long-term coefficient of variation using the
Hologic phantom was 0.31%. Daily scanning of a phantom
showed an absence of machine drift during the study.
BMD was expressed in grams per square centimetre.
Statistical analysis

Data for continuous variables were expressed as the mean
± SD or the median with a 75% confidence interval (CI).
Bivariate analyses were performed by using Student’s t-test
and Pearson’s correlation coefficients to analyse the relationships between the dependent variables. Following
anti-TNFα treatment, changes in the monitored parameters (BMD at individual skeletal locations at 12 and
24 months, laboratory parameters at 6, 12 and 24 months)
were compared using one-way repeated-measures analysis
of variance (ANOVA). These changes in the JIA group
were compared with those in the control group by using
one-way ANOVA. A stepwise multiple linear regression
analysis was performed to create a multivariate summary
model of the determinants of dependent variables. All assumptions of the linear regression analysis were also examined. Results at the level of P =0.05 were considered
significant. All analyses were performed using a SigmaPlot
10 software package (Systat Software, Erkrath, Germany).

Results
The basic clinical and laboratory characteristics of the participants are listed in Tables 1, 2 and 3. In female patients
with JIA, the average age of menarche was 13.1 ± 1.2 years.
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No significant differences in anthropometric parameters
were observed between the control participants and patients with JIA. In males and females with JIA, significant
sex-based differences were identified in body height,
DAS28 score, OC, PINP, βCTX-I and BMD in the distal
radius (Table 2). In patients with JIA, the disease had been
diagnosed at approximately age 10.3 ± 4.8 years, and it
had lasted on average for 14.6 ± 9.1 years at the time of
the study. The cervical spine was affected in seven patients. None of the patients in the study had vasculitis or
lung impairment. Six patients tested positive for antinuclear antibodies. The polyarticular form of JIA was present
in sixteen patients. Four patients were rheumatoid factor–
positive, and twelve were rheumatoid factor–negative. The
enthesitis-related form of JIA was present in nine patients;
the extended oligoarticular form was present in four patients; and the psoriatic form was present in two patients.
Eighteen patients were in functional class I, four were in
functional class II, five were in functional class III and four
were in functional class IV. The mean Health Assessment
Questionnaire score (1978) was 0.97 ± 0.60, and the mean
EuroQol questionnaire score 5D was 0.56 ± 0.27. Before the
start of anti-TNFα treatment, all of the patients with JIA
were treated with disease-modifying antirheumatic drugs.
Twenty-three patients were given methotrexate at an average dose of 16.8 ± 3.4 mg/wk; four patients were treated
with leflunomide, two patients were treated with
sulphasalazine; one patient was treated with sulphasalazine
and hydroxychloroquine sulphate; and one patient was
treated with cyclosporine A. Twelve patients were receiving
glucocorticoid therapy (prednisone in ten patients and
methylprednisolone in two patients). The average daily dose
of glucocorticoids was 6.6 ± 4.3 mg; the median dose was
5 mg/day; and the dose range was 4 to 20 mg/day. Fourteen
of the patients with JIA had taken glucocorticoids in the
past, but did not during the course of this study. Five of the
patients with JIA did not take glucocorticoids at any time.
At baseline, the BMD values (g/cm2) in all of the
measured skeletal locations in patients with JIA were
significantly lower compared to the healthy control participants (Table 3). A significant negative correlation between BMD in the femoral neck and the use of
glucocorticoids (r = −0.40, P <0.05) and the disease duration (r = −0.48, P <0.005) was established for the baseline values. There was a statistically significant positive
correlation between Dkk1 (r =0.36, P <0.05) and disease
activity expressed by means of hsCRP. Following adjustment for sex, glucocorticoid treatment and disease
duration, there was a significant correlation between
DAS28 values and levels of OC (P =0.005) and OPG
(P =0.32), but not βCTX-I. The baseline βCTX-I values
were dependent on sex only (P <0.001). No significant
association between sclerostin serum concentrations
and other monitored variables was found, except for a
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Table 1 Anthropometric and clinical characteristics of patients with juvenile idiopathic arthritis and control
participantsa

Males/females (n)

Patients with JIA
(n =31)

Control participants
(n =84)

P-value

12/19

36/48

0.692

Age (yr)

25.1 ± 6.1

23.8 ± 4.5

0.405

Height (cm)

170.5 ± 9.8

173.3 ± 9.3

0.145

Weight (kg)

68.0 ± 12.5

69.2 ± 12.5

0.884

BMI (kg/m2)

23.4 ± 3.9

22.9 ± 3.0

0.435

Vertebral fractures (n)

5

0

<0.001

Nonvertebral fractures (n)

6

0

<0.001

Family hip fracture history (n)

0

0

Smoking (n)

7

13

Alcohol abuse (n)

0

0

Glucocorticoids (n)

12

0

<0.001

0.372

Menarche (yr)

13.1 ± 1.2

12.9 ± 1.1

0.994

Contraception in females (n)

11

23

0.462

25(OH)D (nmol/L)

54.3

2.4

0.029

(20.2 to 168.7)

(30.7 to 64.9)

PTH (pmol/L)

Oestradiol (pmol/L)

4.8

5.9

(1.3 to 8.8)

(4.7 to 7.6)

98.7

103.2

(18.4 to 541.1)

(56.4 to 260.3)

0.004

0.438

a
Displayed are numbers or means ± SD and/or medians and 75% CIs. Characteristics with zero value were not statistically calculated. BMI: Body mass index; JIA:
Juvenile idiopathic arthritis; 25(OH)D: 25-hydroxyvitamin D3; PTH: Parathyroid hormone.

correlation between serum sclerostin and oestradiol
concentrations, following adjustment for sex (P =0.022).
In the course of the study, 18 patients were treated with
infliximab, 8 patients were treated with etanercept and 5
patients were treated with adalimumab. The values of individual variables are provided in Table 3. The correlations
among variables measured at baseline and in the course of
treatment are given in Table 4.
The values of BMD (g/cm2) increased in all of the measured skeletal locations compared to baseline values after
the first year and after the second year of TNFα inhibitor
treatment, respectively, by 2.9 ± 4.7% and by 4.6 ± 6.3% in
the lumbar spine, by 0.8 ± 3.2% and by 1.0 ± 4.0% in the
total proximal femur, and by 0.3 ± 3.9% and by 1.1 ± 5.0% in
the femoral neck. However, the BMD increase was significant in the lumbar spine only (Table 3). An increase in
spinal BMD after 2 years was significantly predicted by a reduction in DAS28 score after the first year of treatment
(P =0.003), and this correlation did not change after adjustment for sex, age, body height, treatment with glucocorticoids or disease duration (Figure 1). Even after 2 years of
TNFα inhibitor treatment, however, the lumbar spine BMD
remained lower than that in the control group (Table 3).
Before the start of anti-TNFα treatment, serum sclerostin
concentrations were significantly higher than those in the

control group. Serum sclerostin dropped significantly after
as little 1 year of treatment (Table 3). Serum sclerostin
concentrations did not correlate with ESR or hsCRP levels
(Table 4). A significant correlation was found between the
number of tender joints and serum sclerostin concentration after adjustment for ESR, sex and glucocorticoid
therapy (r =0.40, P <0.001). The correlation between the
values of DAS28 and serum sclerostin concentration before treatment and during anti-TNFα treatment (Figure 2,
Table 4) remained significant after adjustment for treatment with glucocorticoids (r =0.37, P =0.002). There was
a significant positive correlation between hsCRP levels
(after adjustment for treatment with glucocorticoids) and
Dkk1 serum concentrations (r =0.40, P <0.001) after
2 years of anti-TNFα treatment.
A significant negative correlation was observed between
serum βCTX-I concentrations and BMD at the total proximal femur (r = −0.44, P <0.001) and the femoral neck
(r = −0.41, P <0.001). These correlations lost their significance after adjustment for age, sex, body height, disease duration and treatment with glucocorticoids, however.

Discussion
Testing of patients with JIA with high disease activity confirmed that they had significantly lower BMD in all of the
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Table 2 Clinical characteristics of patients with juvenile idiopathic arthritis by sexa
Men with JIA
(n =12)

Women with JIA
(n =19)

P-value

Age (yr)

21

26

0.079

(19.75 to 26.5)

(20.5 to 32.8)

Height (cm)

178.8 ± 7.6

165.2 ± 7.0

<0.001

Weight (kg)

73.3 ± 11.7

64.6 ± 12.1

0.059

BMI (kg/m2)

22.9 ± 2.9

23.7 ± 4.5

0.559

Disease duration (yr)

11.0 ± 8.2

16.9 ± 9.4

0.087

Vertebral fractures (n)

3

2

Nonvertebral fractures (n)

2

4

Smoking (n)

3

4

Glucocorticoids (n)

3

9

Menarche (yr)
Contraception (n)

11

hsCRP (mg/L)

9.65
(5.84 to 44.78)

(6.78 to 24.21)

DAS28

6.07

6.44

(5.63 to 6.52)

(6.15 to 7.04)

ESR (mm/hr)

24.5

26.0

13.78

(17.0 to 54.0)

(24.0 to 34.5)

Swollen joints (n)

11.0

12.0

(7.5 to 13.5)

(9.0 to 18.3)

Tender joints (n)

13.5

17.0

(10.0 to 15.0)

(12.3 to 21.5)

PGH (mm)

67.5

69.0

(60.0 to 74.5)

(53.8 to 77.5)

Osteocalcin (μg/L)

24.3

14.3

(20.2 to 28.0)

(11.3 to 23.0)

PINP (μg/L)

57.6

40.1

βCTX-I (μg/L)
PTH (pmol/L)

(46.3 to 85.6)

(19.9 to 46.4)

0.54

0.23

(0.43 to 0.87)

(0.14 to 0.36)

4.08

4.80

(1.73 to 6.05)

(2.50 to 6.15)

Lumbar spine BMD (g/cm2)

1.018

1.075

(0.913 to 1.201)

(1.012 to 1.221)

Total femur BMD (g/cm2)

0.938

0.877

Femoral neck BMD (g/cm2)
Distal radius BMD (g/cm2)

0.230

13.1 ± 1.2

(0.887 to 1.131)

(0.764 to 0.916)

0.934

0.875

(0.853 to 1.132)

(0.805 to 0.948)

0.751

0.667

(0.677 to 0.792)

(0.606 to 0.704)

0.395

0.041

0.670

0.263

0.038

0.947

0.016

0.003

<0.001

<0.001

0.392

0.073

0.092

0.030

Displayed are numbers or means ± SD and/or medians and 75% CIs. BMD: Bone mineral density; BMI: Body mass index; βCTX-I: C-terminal telopeptide of collagen
type I; DAS28: Disease Activity Score in 28 joints; ESR: Erythrocyte sedimentation rate; hsCRP: High-sensitivity C-reactive protein; JIA: Juvenile idiopathic arthritis; 25
(OH)D: 25-hydroxyvitamin D3; PINP: Procollagen type I N-terminal propeptide; PTH: Parathyroid hormone; PGH: patient global health.
a
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Table 3 Disease activity, bone mineral density and laboratory variables in patients with juvenile idiopathic arthritis
during tumour necrosis factor α blocker treatment and in control participantsa
hsCRP (mg/L)

0 (n =31)

12 months (n =31)

24 months (n =31)

Control participants (n =83)

12.09b

5.19b

4.28b

0.73

(6.28 to 25.17)

(1.30 to 12.89)

(0.89 to 13.44)

b

ESR (mm/hr)

DAS28

Swollen joints (n)

Tender joints (n)

PGH (mm)

2

16.00

12.00

4.00

(4.00 to 24.00)

(4.00 to 26.00)

(2.00 to 8.00)

c

2

Femoral neck BMD (g/cm )
2

Distal forearm BMD (g/cm )

Osteocalcin (μg/L)

PINP (μg/L)
βCTX-I (μg/L)
sRANKL (pmol/L)

OPG (pmol/L)

sRANKL/OPG ratio

Dkk1 (pmol/L)

Sclerostin (μg/L)

c

6.26

2.93

2.51

(5.87 to 6.82)

(1.13 to 3.69)

(1.25 to 3.64)

c

12.0

0.0

0.0c

(9.0 to 15.5)

(0.0 to 2.0)

(0.0 to 2.0)

c

0.0c

15.0

1.0

(11.3 to 17.8)

(0.0 to 2.0)
c

b

(0.0 to 2.0)
10.0c

18.0

(5.0 to 27.8)
b,c

(0 to 20.0)

1.065

1.089

1.093b,c

1.209

(0.972 to 1.221)

(1.044 to 1.248)

(1.053 to 1.161)

(1.175 to 1.279)

b

Femur total BMD (g/cm )

(0.27 to 1.78)

25.50

(59.0 to 75.0)
Lumbar spine BMD (g/cm )

b,c

(20.00 to 36.00)

69.0
2

b

b

b

0.909

0.918

0.886

1.134

(0.776 to 0.984)

(0.776 to 1.015)

(0.790 to 0.996)

(1.061 to 1.202)

b

b

b

0.899

0.903

0.905

1.118

(0.819 to 1.017)

(0.806 to 1.033)

(0.821 to 1.019)

(1.042 to 1.201)

0.690

0.712

0.707

0.713

(0.614 to 0.761)

(0.638 to 0.769)

(0.632 to 0.762)

(0.676 to 0.768)

17.75

17.45

15.20

21.20

(12.40 to 24.80)

(8.80 to 26.90)

(11.95 to 20.20)

(16.68 to 26.90)

46.16

46.41

51.23

50.96

(31.96 to 59.41)

(32.01 to 88.77)

(33.66 to 72.01)

(37.10 to 81.84)

b

0.35

0.33

0.33

0.46

(0.18 to 0.52)

(0.23 to 0.49)

(0.20 to 0.45)

(0.34 to 0.70)

0.08

0.05

0.07

0.06

(0.02 to 0.25)

(0.00 to 0.25)

(0.00 to 0.21)

(0.00 to 0.16)

3.84

3.26

3.02

3.14

(2.53 to 4.84)

(2.10 to 3.64)

(2.03 to 3.55)

(2.62 to 3.85)

0.03

0.03

0.01

0.02

(0.01 to 0.07)

(0.00 to 0.10)

(0.00 to 0.10)
b,c

(0.00 to 0.05)

28.74

24.08

21.52

28.74

(23.8 to 36.84)

(14.54 to 29.41)

(15.72 to 31.25)

(23.80 to 36.84)

b

c

c

7.42

2.06

1.22

1.94

(3.57 to 15.49)

(1.00 to 3.48)

(0.30 to 3.26)

(0.62 to 5.71)

BMD: Bone mineral density; BMI: Body mass index; βCTX-I: C-terminal telopeptide of collagen type I; DAS28: Disease Activity Score in 28 joints; PGH: patient global
health; Dkk1: Dickkopf Wnt signalling pathway inhibitor 1; ESR: Erythrocyte sedimentation rate; hsCRP: High-sensitivity C-reactive protein; JIA: Juvenile idiopathic
arthritis; 25(OH)D: 25-hydroxyvitamin D3; OPG: Osteoprotegerin; PINP: Procollagen type I N-terminal propeptide; PTH: Parathyroid hormone; sRANKL: Soluble receptor
activator of nuclear factor κB ligand. bMedian and 75% CI with probability P <0.05 by means of one-way analysis of variance, as compared to control participants.
c
Median and 75% CI with probability P <0.05 by means of repeated-measures one-way analysis of variance within JIA group, as compared to baseline.
a

measured skeletal locations compared to the control group.
BMD in the proximal femur depended upon disease duration and treatment with glucocorticoids [23,24]. During
anti-TNFα treatment, BMD increased. A significant increase

in the lumbar spine BMD after 2 years of treatment correlated with the drop in DAS28 values [25,26]. However,
BMD changes should be interpreted with caution, as we did
not follow up BMD in control participants, and it is unclear
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Table 4 Pearson correlation coefficients for the variables measured at baseline and during tumour necrosis factor α
inhibitor treatmenta

Sex
GCs
Duration
Lumbar spine BMD

GCs

Duration

Lumbar
spine BMD

Femur
neck BMD

Dkk1

Sclerostin

hsCRP

DAS28

ESR

Tender joint
counts

0.226b

0.311c

0.074

0.350c

0.281c

−0.029

−0.124

0.280

0.085c

0.211b

0.130

0.274c

0.391d

0.291c

0.229b

0.229b

0.416d

0.330c

0.323c

0.176

−0.500

−0.021

0.010

0.100

0.192

0.100

0.104

d

−0.106

−0.178

−0.055

−0.121

−0.075

−0.071

0.017

−0.154

−0.113

−0.270b

−0.266b

−0.116

d

0.512

Femoral neck BMD
Dkk1
Sclerostin
hsCRP
DAS28
ESR

0.026

d

0.402

0.113

0.244

0.071

−0.011

0.317c

0.023

0.332c

0.318c

0.751d

0.089

0.594d

0.857d
0.255b

a

BMD: Bone mineral density; DAS28: Disease Activity Score in 28 joints; Dkk1: Dickkopf Wnt signalling pathway inhibitor 1; ESR: Erythrocyte sedimentation rate;
GCs: Glucocorticoids; hsCRP: High-sensitivity C-reactive protein. bP <0.05; cP <0.005; dP <0.001.

whether peak BMD was already achieved in all patients. Furthermore, hip BMD remained unchanged and lower than in
control participants.
At baseline, there was a significant positive correlation
between DAS28 values and the serum concentrations of
sclerostin, as well as with hsCRP, but no significant association between the values of hsCRP and sclerostin was
established in this study. The association between baseline values of DAS28 and serum concentrations of OC,
but not βCTX-I, suggests the inhibition of new bone
mass formation in active inflammatory JIA. This is consistent with the finding that etanercept is able to activate
osteoblastogenesis and new bone formation by means of

Dkk1 inhibition in the rheumatoid arthritis (RA) rat
model [27].
Sclerostin serum concentrations depend on genetic aspects, as well as age, sex, adiposity, kidney function and
presence of diabetes mellitus [28]. In the present study,
the use of an age-homogeneous group of young individuals obviated effect of age on sclerostin levels [29,30].
Although the treated patients with JIA exhibited significantly higher sclerostin serum concentrations than the
control participants, no significant association between
sclerostin serum concentration and any other monitored
variable (for example, BMD) was found at baseline. In
an arthritis mouse model, sclerostin inhibition resulted

Figure 1 Correlation between percent change in Disease Activity Score in 28 joints after 1 year and change in lumbar spine
bone mineral density after 2 years of tumour necrosis factor α inhibitor treatment. Change in bone mineral density (BMD) after
24 months = −1.582 − (0.112 × ΔDAS28 after 12 months) (r =0.53, P =0.003). DAS28: Disease Activity Score in 28 joints.
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Figure 2 Correlation between the values of Disease Activity Score
in 28 joints and serum sclerostin concentration before treatment
and during tumour necrosis factor α inhibitor treatment. Disease
Activity Score in 28 joints (DAS28) =3.332 + (0.104 × sclerostin) (r =0.32,
P =0.002). Filled circles: baseline values; open triangles: 1 year of
treatment; open squares: 2 years of treatment.

in a decrease in the loss of bone mass [31,32]. It is necessary, however, to point out that the values of sclerostin
serum concentrations depend on the type of immunoanalysis used for measurement [33]. The literature reveals
contradictory results concerning the association between
sclerostin serum concentrations and BMD of the femoral
neck in postmenopausal women [29,30,34,35]. The association between serum sclerostin and the risk of fractures
was established in two studies in postmenopausal women
[36,37], but was not evidenced in another study [34].
Significant reduction in the expression of sclerostin
occurs during mechanical loading of the skeleton
[38,39]. Sclerostin is not a specific product of osteocytes, however [40]. Sclerostin is also produced by
chondrocytes and cementocytes [38,41], as well as in
the liver, vascular wall and kidney [42,43]. Our present
study in young adults with active JIA provides evidence
of an association between sclerostin serum concentrations and the disease activity assessed by DAS28 values,
but not by hsCRP values. Although sclerostin and Dkk1
represent relevant inhibitors of the Wnt signalling pathway and subsequently of new bone mass formation by
osteoblasts [8,44-46], causal dependence between the
known biological effect of sclerostin (inhibition of new
bone formation) and BMD was not evidenced in our patients. Both subchondral bone cells and chondrocytes
may be sources of circulating sclerostin patients with JIA.
This hypothesis is supported by the finding that, in the
RA model, the sclerostin inhibition by a monoclonal antibody protects the bone and cartilage from inflammatory
damage [31]. This hypothesis is further supported by a significant correlation between serum sclerostin and the
number of tender and swollen joints, as established in our

Page 8 of 10

study, whereas no significant correlation between serum
sclerostin and hsCRP, ESR or Dkk1 has been identified.
Although baseline serum Dkk1 levels were not increased
in patients with JIA compared to healthy control participants, there was a significant positive correlation between
Dkk1 levels and disease activity expressed by hsCRP. The relationship between hsCRP and Dkk1 values was confirmed
by a significant drop in both of these markers after 2 years
of treatment. A similar dependence between hsCRP and
Dkk1, as well as a drop in both variables, was previously described in patients with RA treated with infliximab [20]. The
patients with JIA in our study did not exhibit any significant
relationship between the Dkk1 serum concentrations and
any of the other monitored variables at baseline or during
treatment with TNFα inhibitors.
In this study, we did not find any significant increase in
the serum concentrations of sRANKL, OPG or their ratio in
patients with JIA compared to healthy control participants.
Although studies in RA most often evidence increased
sRANKL concentrations [47-49], unchanged concentrations
have also been established [50]. In children with JIA, a decrease in RANKL and an increase in OPG have been demonstrated [51]. In other studies of various JIA subtypes,
researchers have mentioned an increase in serum as well as
synovial fluid sRANKL [15,52-54]. In the present study,
sRANKL values of zero were included in the analyses, unlike
in some other studies [52,54]. Also, published data about
OPG serum concentrations in JIA differ to a high degree,
whether they are unchanged [53], increased [51,52] or decreased [15,54]. After TNFα blocker treatment, we did not
observe any deviation from baseline sRANKL levels, OPG
levels or their ratio. In other studies, investigators have mentioned both sRANKL increases and decreases during treatment with TNFα blockers [55,56]. Similarly, researchers in
other studies have described no changes in OPG concentrations during treatment with infliximab or etanercept [55,56].
The advantage of the present study is the prospective
follow-up of an age-homogeneous group of both patients
and healthy control individuals of both sexes and the testing
of a range of variables that describe the quantity, remodelling and regulation of bone mass. The study is limited by
the low number of patients with highly heterogeneous therapy, the use of only a single method of sclerostin serum concentration measurement and a lack of information about
the source of sclerostin. Further study of local subchondral
bone and cartilage expression of sclerostin could yield more
valuable information on the pathogenic role of sclerostin in
JIA. Incomplete assessment of potential confounding variables, including physical activity, also needs to be taken into
account.

Conclusion
To our knowledge, this study is the first to establish a link
between sclerostin serum concentration and the number
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of tender and swollen joints in patients with JIA. Furthermore, these data support the hypothesis that chondrocytes
and cells of the subchondral bone may contribute to circulating sclerostin.
Abbreviations
25(OH)D: 25-Hydroxyvitamin D3; BMD: Bone mineral density; DAS28: Disease
Activity Score in 28 joints; Dkk1: Dickkopf Wnt signalling pathway inhibitor 1;
ESR: Erythrocyte sedimentation rate; hsCRP: High-sensitivity C-reactive
protein; JIA: Juvenile idiopathic arthritis; OC: Osteocalcin;
OPG: Osteoprotegerin; PGH: Patient global health; PINP: Procollagen type I
N-terminal propeptide; PTH: Parathyroid hormone; sRANKL: Soluble receptor
activator of nuclear factor κB ligand; TNFα: Tumour necrosis factor α;
βCTX-I: C-terminal telopeptide of collagen type I.
Competing interests
The authors declare that they have no competing interests.
Authors’ contribution
KBM was responsible for study conduct, data collection and analysis, data
interpretation, drafting of the manuscript and revision of the manuscript
content. KJ and KP contributed to data collection and analysis and revision
of the manuscript. JJS worked on the study design, study conduct, data
analysis and interpretation, drafting of the manuscript and revision of the
manuscript content, and takes responsibility for the integrity of the data
analysis. All authors read and approved the final manuscript.
Acknowledgements
This study was supported by the Grant Agency of Charles University in Prague,
Grant 84208/2008 and by Czech Republic Ministry of Health Research Grant 000
237280. The authors acknowledge Ludmila Hauptvoglova’s professional
cooperation and outstanding assistance with data collection.
Received: 27 May 2014 Accepted: 19 September 2014

References
1. Pepmueller PH, Cassidy JT, Allen SH, Hillman LS: Bone mineralization and
bone mineral metabolism in children with juvenile rheumatoid arthritis.
Arthritis Rheum 1996, 39:746–757.
2. Lien G, Flatø B, Haugen M, Vinje O, Sørskaar D, Dale K, Johnston V, Egeland
T, Førre Ø: Frequency of osteopenia in adolescents with early-onset
juvenile idiopathic arthritis: a long-term outcome study of one hundred
five patients. Arthritis Rheum 2003, 48:2214–2223.
3. Felin EM, Prahalad S, Askew EW, Moyer-Mileur LJ: Musculoskeletal
abnormalities of the tibia in juvenile rheumatoid arthritis. Arthritis Rheum
2007, 56:984–994.
4. Brabnikova Maresova K, Jarosova K, Pavelka K, Stepan JJ: The association
between lean mass and bone mineral content in the high disease
activity group of adult patients with juvenile idiopathic arthritis.
BMC Musculoskelet Disord 2014, 15:51.
5. Burnham JM, Shults J, Weinstein R, Lewis JD, Leonard MB: Childhood onset
arthritis is associated with an increased risk of fracture: a population
based study using the General Practice Research Database. Ann Rheum
Dis 2006, 65:1074–1079.
6. Brabnikova Maresova K: Secondary osteoporosis in patients with juvenile
idiopathic arthritis. J Osteoporos 2011, 2011:569417. doi:10.4061/2011/569417.
7. Glass DA 2nd, Bialek P, Ahn JD, Starbuck M, Patel MS, Clevers H, Taketo MM,
Long F, McMahon AP, Lang RA, Karsenty G: Canonical Wnt signaling in
differentiated osteoblasts controls osteoclast differentiation. Dev Cell
2005, 8:751–764.
8. Diarra D, Stolina M, Polzer K, Zwerina J, Ominsky MS, Dwyer D, Korb A,
Smolen J, Hoffmann M, Scheinecker C, van der Heide D, Landewe R, Lacey
D, Richards WG, Schett G: Dickkopf-1 is a master regulator of joint
remodeling. Nat Med 2007, 13:156–163.
9. Li Y, Li A, Strait K, Zhang H, Nanes MS, Weitzmann MN: Endogenous TNFα
lowers maximum peak bone mass and inhibits osteoblastic Smad
activation through NF-κB. J Bone Miner Res 2007, 22:646–655.
10. Bodine PV, Komm BS: Wnt signaling and osteoblastogenesis. Rev Endocr
Metab Disord 2006, 7:33–39.

Page 9 of 10

11. Krishnan V, Bryant HU, MacDougald OA: Regulation of bone mass by Wnt
signaling. J Clin Invest 2006, 116:1202–1209.
12. Goldring SR: Pathogenesis of bone and cartilage destruction in
rheumatoid arthritis. Rheumatology 2003, 42:ii11–ii16.
13. Hofbauer LC, Khosla S, Dunstan CR, Lacey DL, Boyle WJ, Riggs BL: The roles
of osteoprotegerin and osteoprotegerin ligand in the paracrine
regulation of bone resorption. J Bone Miner Res 2000, 15:2–12.
14. Pereira RM, Falco V, Corrente JE, Chahade WH, Yoshinari NH: Abnormalities
in the biochemical markers of bone turnover in children with juvenile
chronic arthritis. Clin Exp Rheumatol 1999, 17:251–255.
15. Lien G, Selvaag AM, Flatø B, Haugen M, Vinje O, Sørskaar D, Dale K, Egeland T,
Førre Ø: A two-year prospective controlled study of bone mass and bone
turnover in children with early juvenile idiopathic arthritis. Arthritis Rheum
2005, 52:833–840.
16. Appel H, Ruiz-Heiland G, Listing J, Zwerina J, Herrmann M, Mueller R, Haibel
H, Baraliakos X, Hempfing A, Rudwaleit M, Sieper J, Schett G: Altered skeletal expression of sclerostin and its link to radiographic progression in
ankylosing spondylitis. Arthritis Rheum 2009, 60:3257–3262.
17. Terpos E, Fragiadaki K, Konsta M, Bratengeier C, Papatheodorou A, Sfikakis PP:
Early effects of IL-6 receptor inhibition on bone homeostasis: a pilot study
in women with rheumatoid arthritis. Clin Exp Rheumatol 2011, 29:921–925.
18. Garnero P, Tabassi NC, Voorzanger-Rousselot N: Circulating Dickkopf-1 and
radiological progression in patients with early rheumatoid arthritis
treated with etanercept. J Rheumatol 2008, 35:2313–2315.
19. Liu YY, Long L, Wang SY, Guo JP, Ye H, Cui LF, Yuan GH, Li ZG: Circulating
Dickkopf-1 and osteoprotegerin in patients with early and longstanding
rheumatoid arthritis. Chin Med J (Engl) 2010, 123:1407–1412.
20. Wang SY, Liu YY, Ye H, Guo JP, Li R, Liu X, Li ZG: Circulating Dickkopf-1 is
correlated with bone erosion and inflammation in rheumatoid arthritis.
J Rheumatol 2011, 38:821–827.
21. Lamb R, Thomson W, Ogilvie E, the British Society of Paediatric and
Adolescent Rheumatology, Donn R: Wnt-1–inducible signaling pathway
protein 3 and susceptibility to juvenile idiopathic arthritis. Arthritis Rheum
2005, 52:3548–3553.
22. Pavelka K, Vencovský J: Recommendations of the Czech Society for
Rheumatology for the treatment of rheumatoid arthritis. Czech Rheumatol
2010, 18:182–191.
23. Zak M, Hassager C, Lovell DJ, Nielsen S, Henderson CJ, Pedersen FK:
Assessment of bone mineral density in adults with a history of juvenile
chronic arthritis: a cross-sectional long-term followup study. Arthritis
Rheum 1999, 42:790–798.
24. Brik R, Keidar Z, Schapira D, Israel O: Bone mineral density and turnover in
children with systemic juvenile chronic arthritis. J Rheumatol 1998,
25:990–992.
25. Pye SR, Adams JE, Ward KA, Bunn DK, Symmons DP, O’Neill TW: Disease
activity and severity in early inflammatory arthritis predict hand cortical
bone loss. Rheumatology 2010, 49:1943–1948.
26. Hoff M, Bøyesen P, Haugeberg G, Vis M, Woolf AD, Havaardsholm EA,
Dijkmans BA, Kvien TK, Uhlig T, Lems WF: High disease activity is a
predictor of cortical hand bone loss in post-menopausal patients with
established rheumatoid arthritis: a 5-year multicentre longitudinal study.
Rheumatology 2010, 49:1676–1682.
27. Tanida A, Kishimoto Y, Okano T, Hagino H: Etanercept promotes bone
formation via suppression of Dickkopf-1 expression in rats with
collagen-induced arthritis. Yonago Acta Med 2013, 56:13–19.
28. Kuipers AL, Zhang Y, Yu S, Kammerer CM, Nestlerode CS, Chu Y, Bunker CH,
Patrick AL, Wheeler VW, Miljkovic I, Zmuda JM: Relative influence of
heritability, environment and genetics on serum sclerostin. Osteoporos Int
2014, 25:905–912.
29. Mödder UI, Hoey KA, Amin S, McCready LK, Achenbach SJ, Riggs BL, Melton
LJ 3rd, Khosla S: Relation of age, gender, and bone mass to circulating
sclerostin levels in women and men. J Bone Miner Res 2011, 26:373–379.
30. Amrein K, Amrein S, Drexler C, Dimai HP, Dobnig H, Pfeifer K, Tomaschitz A,
Pieber TR, Fahrleitner-Pammer A: Sclerostin and its association with physical activity, age, gender, body composition, and bone mineral content
in healthy adults. J Clin Endocrinol Metab 2012, 97:148–154.
31. Chen XX, Baum W, Dwyer D, Stock M, Schwabe K, Ke HZ, Stolina M, Schett
G, Bozec A: Sclerostin inhibition reverses systemic, periarticular and local
bone loss in arthritis. Ann Rheum Dis 2013, 72:1732–1736.
32. Marenzana M, Vugler A, Moore A, Robinson M: Effect of sclerostinneutralising antibody on periarticular and systemic bone in a murine

Brabnikova-Maresova et al. Arthritis Research & Therapy 2014, 16:460
http://arthritis-research.com/content/16/5/460

33.

34.

35.

36.

37.

38.
39.

40.

41.

42.

43.
44.

45.

46.
47.

48.

49.

50.

51.

model of rheumatoid arthritis: a microCT study. Arthritis Res Ther 2013,
15:R125.
Durosier C, van Lierop A, Ferrari S, Chevalley T, Papapoulos S, Rizzoli R:
Association of circulating sclerostin with bone mineral mass,
microstructure, and turnover biochemical markers in healthy elderly
men and women. J Clin Endocrinol Metab 2013, 98:3873–3883.
Garnero P, Sornay-Rendu E, Munoz F, Borel O, Chapurlat RD: Association of
serum sclerostin with bone mineral density, bone turnover, steroid and
parathyroid hormones, and fracture risk in postmenopausal women: the
OFELY study. Osteoporos Int 2013, 24:489–494.
Polyzos SA, Anastasilakis AD, Bratengeier C, Woloszczuk W, Papatheodorou
A, Terpos E: Serum sclerostin levels positively correlate with lumbar
spinal bone mineral density in postmenopausal women—the six-month
effect of risedronate and teriparatide. Osteoporos Int 2012, 23:1171–1176.
Arasu A, Cawthon PM, Lui LY, Do TP, Arora PS, Cauley JA, Ensrud KE,
Cummings SR, and the Study of Osteoporotic Fractures Research Group:
Serum sclerostin and risk of hip fracture in older Caucasian women.
J Clin Endocrinol Metab 2012, 97:2027–2032.
Ardawi MS, Rouzi AA, Al-Sibiani SA, Al-Senani NS, Qari MH, Mousa SA: High
serum sclerostin predicts the occurrence of osteoporotic fractures in
postmenopausal women: the Center of Excellence for Osteoporosis
Research Study. J Bone Miner Res 2012, 27:2592–2602.
Moester MJC, Papapoulos SE, Löwik CWGM, van Bezooijen RL: Sclerostin:
current knowledge and future perspectives. Calcif Tissue Int 2010, 87:99–107.
Robling AG, Niziolek PJ, Baldridge LA, Condon KW, Allen MR, Alam I, Mantila
SM, Gluhak-Heinrich J, Bellido TM, Harris SE, Turner CH: Mechanical stimulation
of bone in vivo reduces osteocyte expression of Sost/sclerostin. J Biol Chem
2008, 283:5866–5875.
Winkler DG, Sutherland MK, Geoghegan JC, Yu C, Hayes T, Skonier JE,
Shpektor D, Jonas M, Kovacevich BR, Staehling-Hampton K, Appleby M,
Brunkow ME, Latham JA: Osteocyte control of bone formation via
sclerostin, a novel BMP antagonist. EMBO J 2003, 22:6267–6276.
Chan BY, Fuller ES, Russell AK, Smith SM, Smith MM, Jackson MT, Cake MA,
Read RA, Bateman JF, Sambrook PN, Little CB: Increased chondrocyte
sclerostin may protect against cartilage degradation in osteoarthritis.
Osteoarthritis Cartilage 2011, 19:874–885.
Brunkow ME, Gardner JC, Van Ness J, Paeper BW, Kovacevich BR, Proll S,
Skonier JE, Zhao L, Sabo PJ, Fu Y, Alisch RS, Gillett L, Colbert T, Tacconi P,
Galas D, Hamersma H, Beighton P, Mulligan J: Bone dysplasia sclerosteosis
results from loss of the SOST gene product, a novel cystine knot–
containing protein. Am J Hum Genet 2001, 68:577–589.
Rhee Y, Kim WJ, Han KJ, Lim SK, Kim SH: Effect of liver dysfunction on
circulating sclerostin. J Bone Miner Metab 2014, 32:545–549.
Li X, Zhang Y, Kang H, Liu W, Liu P, Zhang J, Harris SE, Wu D: Sclerostin
binds to LRP5/6 and antagonizes canonical Wnt signaling. J Biol Chem
2005, 280:19883–19887.
Veverka V, Henry AJ, Slocombe PM, Ventom A, Mulloy B, Muskett FW, Muzylak
M, Greenslade K, Moore A, Zhang L, Gong J, Qian X, Paszty C, Taylor RJ,
Robinson MK, Carr MD: Characterization of the structural features and
interactions of sclerostin: molecular insight into a key regulator of Wntmediated bone formation. J Biol Chem 2009, 284:10890–10900.
Monroe DG, McGee-Lawrence ME, Oursler MJ, Westendorf JJ: Update on Wnt
signaling in bone cell biology and bone disease. Gene 2012, 492:1–18.
Ziolkowska M, Kurowska M, Radzikowska A, Luszczykiewicz G, Wiland P,
Dziewczopolski W, Filipowicz-Sosnowska A, Pazdur J, Szechinski J, Kowalczewski J,
Rell-Bakalarska M, Maslinski W: High levels of osteoprotegerin and soluble
receptor activator of nuclear factor κB ligand in serum of rheumatoid arthritis
patients and their normalization after anti–tumor necrosis factor α treatment.
Arthritis Rheum 2002, 46:1744–1753.
Hein GE, Meister M, Oelzner P, Franke S: sRANKL and OPG in serum and
synovial fluid of patients with rheumatoid arthritis in comparison to
non-destructive chronic arthritis. Rheumatol Int 2008, 28:765–769.
Xu S, Wang Y, Lu J, Xu J: Osteoprotegerin and RANKL in the pathogenesis
of rheumatoid arthritis-induced osteoporosis. Rheumatol Int 2011,
32:3397–3403.
Skoumal M, Haberhauer G, Kolarz G, Hawa G, Woloszczuk W, Klingler A,
Varga F, Klaushofer K: The imbalance between osteoprotegerin and
cathepsin K in the serum of patients with longstanding rheumatoid
arthritis. Rheumatol Int 2008, 28:637–641.
Masi L, Simonini G, Piscitelli E, Del Monte F, Giani T, Cimaz R, Vierucci S,
Brandi ML, Falcini F: Osteoprotegerin (OPG)/RANK-L system in juvenile

Page 10 of 10

52.

53.

54.

55.

56.

idiopathic arthritis: Is there a potential modulating role for OPG/RANK-L
in bone injury? J Rheumatol 2004, 31:986–991.
Sarma PK, Misra R, Aggarwal A: Elevated serum receptor activator of NFκB
ligand (RANKL), osteoprotegerin (OPG), matrix metalloproteinase (MMP)
3, and ProMMP1 in patients with juvenile idiopathic arthritis.
Clin Rheumatol 2008, 27:289–294.
Spelling P, Bonfá E, Caparbo VF, Pereira RM: Osteoprotegerin/RANKL
system imbalance in active polyarticular-onset juvenile idiopathic
arthritis: a bone damage biomarker? Scand J Rheumatol 2008, 37:439–444.
Agarwal S, Misra R, Aggarwal A: Synovial fluid RANKL and matrix
metalloproteinase levels in enthesitis related arthritis subtype of juvenile
idiopathic arthritis. Rheumatol Int 2009, 29:907–911.
Sennels H, Sørensen S, Ostergaard M, Knudsen L, Hansen M, Skjødt H, Peters
N, Colic A, Grau K, Jacobsen S: Circulating levels of osteopontin,
osteoprotegerin, total soluble receptor activator of nuclear factor-κB
ligand, and high-sensitivity C-reactive protein in patients with active
rheumatoid arthritis randomized to etanercept alone or in combination
with methotrexate. Scand J Rheumatol 2008, 37:241–247.
Vis M, Havaardsholm EA, Haugeberg G, Uhlig T, Voskuyl AE, van de Stadt RJ,
Dijkmans BA, Woolf AD, Kvien TK, Lems WF: Evaluation of bone mineral
density, bone metabolism, osteoprotegerin and receptor activator of the
NFκB ligand serum levels during treatment with infliximab in patients
with rheumatoid arthritis. Ann Rheum Dis 2006, 65:1495–1499.

doi:10.1186/s13075-014-0460-x
Cite this article as: Brabnikova-Maresova et al.: Serum sclerostin in
high-activity adult patients with juvenile idiopathic arthritis. Arthritis
Research & Therapy 2014 16:460.

Submit your next manuscript to BioMed Central
and take full advantage of:
• Convenient online submission
• Thorough peer review
• No space constraints or color ﬁgure charges
• Immediate publication on acceptance
• Inclusion in PubMed, CAS, Scopus and Google Scholar
• Research which is freely available for redistribution
Submit your manuscript at
www.biomedcentral.com/submit

