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Rheumatoid arthritis - prognosis, predictors and
outcome
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Background: Rheumatoid Arthritis Impact of Disease (RAID) is a composite
index. There are seven domains of this index (pain, function, fatigue, sleep
disturbance, physical wellbeing, psychological/emotional well-being and coping).
Daily activity in last week is evaluated. This score, is reccommended to be used
in clinical trials to measure the effect of RA.
Objectives: The aim of this study is to examine the relationship between RAID
composite index and other indexes.
Methods: This study was carried out from the HUR-BIO reserved database
since August, 2016. In addition to the demographic characteristics of the patients,
DAS-28, HAQ-DI, pain, fatigue, Patient global Assesment (PGA), Tender joint
counts (TJC), swollen joint counts (SJC), CRP and ESR are recorded. Since
2015, a RAID form is filled for our patients. While this composite scale was being
created, Gazi University Turkey carried out Turkish validation, in the original study.
RAID composite index includes 7 questions, each scored from 0 to 10, 0 being
the best score while 10 points is worst. The relationship between RAID composite
index and other indexes were studied with Spearman correlation test.
Results: HUR-BIO database containts 1235 RA patients as of August 2016. A
RAID form was filled for 149 of these patients before initiating biological agent.
124 patients (83.2%) were female. Mean age was 49±13 years and mean disease
duration was 7.8±7.2 years. Positive ACPA and RF ratios were detected as 48/104
(45.7%) and 78/137 (56.9%) respectively. 77.9% of our patients had education of
high school or less. RAID average score was detected as 6.72 (1.98). In female
patients RAID disease activity was significantly higher than in men [RAID 6.8
(2.0) vs. 5.9 (1.6), p=0.038]. There was no significant difference among RF, CCP
positive patients and auto antibody-negative patients in terms of RAID disease
activity. [RAID for RF + vs -; 6.75 (2.05) vs 6.68 (1.86), p=0.82, RAID for CCP
+ vs -; 6.74 (1.96) vs 6.98 (1.82), p=0.52]. RAID disease activity measurements
were correlated moderately acute phase reactants, it was very weak. In table, it is
grouped by level of education and re-evaluated. In those with an education higher
than college, rising parameters were seen in good level of correlation. [RAID vs
Pain, r =0.65, p<0.005; RAID vs PGA, r =0.68, p<0.005].

Table 1. Correlation of RAID composite index according to education level

RAID Query

RAID Lower than High School and College and
Total Score High School Beyond Beyond

n: 149 n: 92 n: 57 n: 33

DAS-28 0.28* 0.25* 0.42* 0.44*
HAQ-DI 0.49* 0.47* 0.50* 0.54*
Pain 0.51* 0.56* 0.58* 0.65*
Fatigue 0.45* 0.35* 0.52* 0.49*
PGA 0.50* 0.52* 0.59* 0.68*
TJC 0.27* 0.20* 0.30* 0.32
SJC 0.16* 0.06 0.29* 0.25
CRP 0.05 0.09 0.04 0.17
ESR 0.01 -0.01 0.12 0.20

DAS-28: Disease Activity Score, HAQ-DI: The Health assessment questionnaire disability index,
PGA: Patient global Assesment, TJC: Tender joint counts, SJC: Swollen joint counts, CRP: C-
Reactive Protein, ESR: Sedimentation. *p<0.005.

Conclusions: RAID has low correlation with other composite index such as
DAS-28 score. RAID also has moderate correlation with pain, fatigue ad PGA
VAS. On the other hand, patient with high education level had better perception
for those patient reported composite index. RAID can be used confidently in these
selected cases.
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Background: Several observations have indicated that Epigenetics now play
a role in the pathogenesis of many diseases including Rheumatological and
Immunological disorders such as Rheumatoid Arthritis.(RA). Unlike the genetic
code, the epigenome is altered by endogenous (e.g. hormonal) and environmental
(e.g. diet, exercise) factors and changes with age. There are three main and
interrelated mechanisms: DNA methylation, post-translational modification of
histone proteins and non-coding RNA which includes Micro RNA (miR).

Objectives: 1. To determine the level of miR- 155 in plasma of RA patients.
2. To determine the potential value of miR-155 as molecular biomarker for
diagnosis, prognosis of disease outcome, and prediction of therapeutic response
in RA patients, and to test the relation miR-155 and serum levels of Matrix
Metalloproteinase 3.(MMP)
Methods: The study group consisted of 50 female RA patients in active disease
and 25 controls of matched age and sex. Disease duration of 1 to 10 years
and age range from 20 to 45 years old. They underwent detailed history
taking including questionnaire for disability and health assessment scoring,
clinical examination, radiological assessment by modified Sharp score. Routine
laboratory investigations in addition to assessment of Plasma miR -155 expression
levels and serum MMP-3 levels were done for all patients. Ten of the cases
were resampled for miR-155 and MMP-3 after receiving treatment and entering
disease remission (By DAS 28 score).
Results: Plasma miR–155 expression levels and serum MMP-3 titers were
significantly higher in RA patients than in controls (mean 4.071 and 1, p
<0.001, mean 323.7 and 84.5, p<0.001) respectively. MMP-3 titers in serum
were significantly higher in erosive than in non-erosive arthritis (mean 366.9
and 163.4, p<0.001). There was a significant positive difference between
serum MMP-3 levels in disease activity and remission (mean 630 and 380,
p<0.001). Mean values of the clinical parameters of our study group: STLW score
(37.44±15.90), HAQ score (56.86±16.69), ACR disability class (2.224±0.872),
DAS 28 score (4.856±1.222), ESR (58.16±29.44), Sharp score (32.36±23.9),
There was a significant positive correlation between serum MMP-3 and DAS 28
score and ESR (r=0.022, p_0.022 and r=0.013, p=0.013 respectively). There was
a significant positive moderate correlation between Plasma miR-155 and serum
MMP-3 (r=0.596, p<0.001). Correlation between Plasma miR-155 expression
levels and HAQ (p=0.612, r=0.0744), with ESR (p=0.13, r=0.219) with DAS 28
score (p=0.187, r=0.192), with Sharp score (p=0.675, r=0.0797).
Conclusions: miR-155 is indeed related to the presence of Rheumatoid arthritis,
though not directly related to disease activity like MMP-3. miR-155 significantly
but moderately correlates with MMP-3 in blood, but whether it plays a role in the
pathogenesis of the disease with or without directly influencing MMP-3 in the joint
will require more work on both markers inside the synovial fluid, synovial tissue
and the synovial fibroblasts. MMP-3 was re-established in our study as a marker
of disease activity and predictor of erosive arthritis.
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Background: Anti-cyclic citrullinated peptide (anti-CCP) auto-antibodies (auto-
Abs) represent the current gold standard for the diagnosis of rheumatoid arthritis
(RA). However, growing evidence suggests that a variety of other citrullinated or
not citrullinated self-proteins may act as autoantigens and lead to the production
of auto-Abs. The identification of the diagnostic and/or prognostic value of such
novel auto-Abs is under intense investigation. We recently demonstrated that RA
patients display a higher prevalence of auto-Abs against the interferon-inducible
protein 16 (anti-IFI16) but these auto-Abs do not have a good diagnostic value (1).
Recent data showed that auto-Abs against citrullinated alpha-enolase (anti-CEP1)
are associated with erosive RA (2).
Objectives: The purpose of this study was to investigate the possible prognostic
value of anti-CEP-1 and anti-IFI16 as well as the clinical implication of their
association with anti-CCP in a cohort or RA patients.
Methods: Two hundred and fifty two RA patients were enrolled and serum
samples were obtained. Auto-Abs were assessed as follows: anti-CCP EDIA 2nd
generation ELISA kit (Eurodiagnostica); anti-CEP-1 IgG ELISA kit (Euroimmun).
In a subgroup of 113 patients also anti-IFI16 auto-Abs were assessed with an
in-house ELISA kit (1). Clinical and serological records of patients were collected
and statistical analysis was performed with SPSS 21.0 software.
Results: One hundred and twenty patients (44%) displayed anti-CEP-1 auto-Abs
and of these 97 patients (87%) also displayed anti-CCP. Logistic regression
analysis revealed an association between both auto-Abs and RA-associated
pulmonary disease (odds ratio-OR=2.9; 95% CI=1.06–7.9; p=0.04). We also
confirmed that anti-CEP-1 are associated with erosive RA but of interest to
a greater extent compared to anti-CCP (anti-CEP-1: OR=4.12; p=0.04; anti-
CCP: OR=2.1; p=0.03). The analysis that included anti-IFI16 auto-Abs revealed
that a small proportion of patients display all the three auto-Abs (9%) but


