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Background: Syndecans includes a group of proteins from the cell-surface
heparan-sulfate proteoglycan family, with a relevant role in chronic inflammation
of synovial tissue in patients with rheumatoid arthritis (RA) participating in the
cell-matrix and cell-cell interactions. Syndecans are differentially expressed in
the synovial tissue: syndecan-1 (SDC-1) is expressed mainly in mononuclear
cells, syndecan-3 (SDC-3) is mainly expressed by synovial endothelial cells
and syndecan-4 (SDC-4) is expressed by B lymphocytes regulating B cell
development and survival. Currently, there is strong evidence that antibodies
directed to citrullinated protein antigens (ACPAs) are associated with a more
severe disease in RA. Nevertheless, to date, there is a lack of information
about the relation between serum syndecan levels and serum concentrations of
rheumatoid factor (RF) and ACPAs.

Objectives: To evaluate the association between serum SDC-1, SDC-3 and
SDC-4 levels with serum concentrations of RF and ACPAs.

Methods: Eighty-one, patients with RA were included. We assessed clinical
characteristics including disease activity by DAS-28, functioning by HAQ-Di.
Serum concentrations of RF were measured by nephelometry, two ACPAs
were measured: anti-CCP2 and anti-mutated citrullinated vimentin (anti-MCV)
antibodies using ELISA. Serum levels of SDC-1, SDC-3 (ng/mL) and SDC-4
(pg/mL) were measured by ELISA. We compared the serum levels of these
syndecans in the ACPA+ group (group 1) versus ACPA- group (group 2) with
Student t-test. A correlation analysis (Pearson tests) was performed to identify the
strength of association between concentrations of syndecans with concentrations
of ACPAs and other variables.

Results: Patients with RA had a mean age of 50+11 yrs, 75% were RF+
and 64% were ACPA+. In patients with ACPAs+ were observed higher serum
concentrations of SDC-3 (p=0.003) and SDC-4 (p<0.001). SDC-1 correlated
significantly with anti-MCV (r=0.53, p<0.001). Serum concentrations of SDC-3
correlated significantly with anti-CCP titres (r=0.53, p=0.003) and anti-MCV
(r=0.46, p=0.02); whereas SDC-4 levels correlated significantly with anti-CCP
titres (r=0.61, p<0.001) and RF (r=0.53, p=0.003). Additionally, serum SDC-1
levels correlated with decrement in response to treatment with synthetic DMARDs
(r=-0.25, p=0.026). SDC-1 did not correlate with serum SDC-3 (p=0.8) and SDC-4
(p=0.8); whereas serum SDC-3 and SDC-4 had a strong correlation (r=0.8,
p<0.001).

Conclusions: Serum SDC-3 and SDC-4 are increased in ACPA-positive RA
patients. These data suggest that syndecans might be useful as serum biomarkers
for discriminate a group of patients with RA and more severe disease.
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Background: Both Peptydil arginine deiminase of P. gingivalis (pPAD), and the
human enzyme (hPAD), could citrullinarize peptides from the bacteria and human
host in Rheumatoid Arthritis patients (RA). Chronic periodontitis (CP) could be
associated with a constant generation of citrullinated proteins, and it lead to a
proportional hPAD enzymatic production.

Objectives: The aim was to demonstrate the association between serum levels
of hPAD4 and severe Periodontitis in patients with rheumatoid arthritis.
Methods: Patients with RA (n=127) matched with healthy controls (n=120) were
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studied in a cross-sectional study. Levels of human recombinant antigens for

hPADA4; cyclic citrullinated peptide antibody (CCP3, IgG), Rheumatoid factor (IgM)

and C-reactive protein (CRP); determined by ELISA test.

The CP was classified according to the recommendations of the International

Workshop for Classification of Periodontal Diseases and Conditions. Bivariate

analysis to demonstrate the associations, and non-parametric analyzes were

used according to the case.

Results: There were no significant demographic diffrences between the two

groups. The median hPAD4 level was 1.21 (95% CI 1.4—1.7) in RA and 0.75 (95%

Cl 0.94-1.26) ng/ml in controls, (p<0.004). The median hPAD4 level in patients

with RA and CP was 1.32 (95% CI 1.39-1.9) Vs control with CP 0.7 (95% CI

0.94-1.5) ng/ml, p<0.04.

The frequency of CP was higher in patients with RA than in controls (66.9 vs 43%,

p<0.000; OR: 2.65 (95% Cl: 1.58—4.44); these values showed a low correlation

(0.24). The median level of hPAD4 was associated with CP extension, p<0.000

and severity, p<0.000.

A significant correlation was found between levels of hPAD4 with the DAS28 ESR

score (p<0.002). The high score of HAQ-DI (>2.0) correlated with hPAD4 levels

(P<0.001). The group of people with higher HAQ-DI score and at the same time

with greater severity of CP (n=12) showed increased levels PAD4 (p<0.025).

Conclusions: hPAD4 levels correlate with the severity of CP independent of the

RA presence and in RA subjects with high score of disability and activity disease.

The hPAD4 could be proposed as a serological marker of clinical severity in

chronic diseases such as CP and RA.
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Background: Inflammatory joint disorders (IJD) are associated with cardiovas-
cular (CV) problems, including coronary heart disease (CHD). This association is
best known for rheumatoid arthritis (RA); but also for ankylosing spondylitis and

Table 1. A) The prevalence of coronary heart discase (CHD) at the index date among patients with
infl tory joint di (IIDs) d to their controls. B) The incidence of CHD among
1ID patients compared to the controls during follow up.

A) Index date* B) Follow up®
CHD OR Incidence of CHD IRR
% (95% CI) per 1000 patient
years
Men N Case  Control® Case  Control
RA+ 6004 11.5 99 1.20 83 58 1.46
(1.09 to 1.33) (1.27to 1.67)
RA- 3071 10.3 9.2 1.14 6.1 54 1.12
(098 t0 1.31) 0.9210 1.37)
UA 2503 59 58 1.03 58 38 1.51
(0.84 to 1.26) (1.191t0 1.93)
SpA 4349 1.6 13 1.21 23 1.6 1.44
(0.90 to 1.64) (1.09t0 1.89)
PsA 3424 39 39 1.04 4.5 33 1.36
(0.84 10 1.28) (1.09t0 1.70)
Women
RA+ 12159 5.1 4.8 1.05 2.6 23 1.14
(0.95 to 1.16) (0.98 to 1.32)
RA- 6713 57 4.7 1.26 2.6 2.0 1.32
(1.11 to 1.44) (1.08 1o L.61)
UA 4896 | 3.0 2.7 111 25 15 1.67
(0.90 to 1.36) (1.28102.18)
SpA 4047 08 0.6 1.37 0.8 0.6 1.42
(0.89t0 2.11) (0.87102.31)
PsA 3278 20 1.6 1.23 2.2 15 1.53
(0.91 to 1.67) (110w 2.13)

*The date when the special reimbursement for IJD came effective
®The time period after the index date until Dec 31st 2014
<Three control subjects were matched for each patient with lJD



