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SERA FROM PATIENTS WITH RHEUMATOID ARTHRITIS
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Background: Mutated citrullinated vimentin (MCV) is one of the important targets
of anti-citrullinated protein/peptide antibodies (ACPA) and is found in synovial
fluid in patients with rheumatoid arthritis (RA). Serum anti-MCV antibody (anti-
MCV) titer may be better correlated with RA disease activity and radiographic
progression than anti-cyclic citrullinated peptide antibody (anti-CCP) titer.
Objectives: In the present study, we tried to determine the predicting factor of
anti-MCV disappearance in sera from RA patients.
Methods: Both anti-MCV (ORGENTEC Diagnostika, Germany) and anti-CCP
(MESACUPTM-2 test CCP, MBL, Japan) in sera from 280 RA patients who met
2010 ACR/EULAR classification criteria in Kyoto University RA Management
Alliance (KURAMA) cohort 2013 and 2014 were measured by ELISA. Then,
we determined retrospectively the predicting factors of anti-MCV disappearance
using multivariate logistic analysis.
Results: In 2013 cohort, anti-MCV and anti-CCP positivities were 64.6 and
84.6%, respectively. The majority (97.8%) of anti-MCV-positive patients was also
anti-CCP-positive and there was significant correlation between anti-MCV and
anti-CCP titers (r=0.63, p<0.001). In 2013 baseline, there was no difference in
patients’ age, gender and disease duration between anti-MCV-positive (n=181,
64.6%) and -negative (n=99, 35.4%) groups. DAS28, however, was higher
in anti-MCV-positive group than in -negative group (3.08±1.22 vs. 2.68±1.07,
p=0.011), while anti-CCP-positive (n=237, 84.6%) and -negative (n=43,15.4%)
groups had no significant difference of DAS28. Of note, whereas anti-CCP
positivity rate did not change during 2013 and 2014, anti-MCV changed to
positive and to negative were recognized in 20 (=7.2%) and 41 (=14.6%,
disappeared group) patients. So we next compared anti-MCV disappeared and
sustained-positive groups (n=140, 50.0%). There was no difference in patients’
age, gender, disease duration and DAS28 in 2013. While decrease of DAS28
from 2013 to 2014 (=�DAS28) in disappeared group was more apparent than that
in sustained-positive group (-0.58±1.1 vs. +0.02±0.34, p=0.028). Methotorexate
monotherapy was rarer in disappeared group than in sustained-positive group
(26.5% vs. 53.8%, p=0.015), while continuous use of biological disease modifying
antirheumatic drug (bDMARD) was more frequent in disappeared than sustained-
positive group (64.7% vs. 25.2%, p<0.0001). Also serum levels of KL-6, a serum
marker of interstitial lung disease, were lower in disappeared than in sustained-
positive group (255±146 vs. 315±183, p=0.006). To clear the most effective factor
in anti-MCV disappearance, we choose variables including anti-MCV titers in
baseline, KL-6 levels, �DAS28 and bDMARD use, and performed multivariable
analysis. Analysis showed that anti-MCV titers and bDMARD use, especially TNF
inhibitor (Odds Ratio =7.2, p<0.001) were observed as the predicting factors
of anti-MCV disappearance. On the other hand, no predicting factor for newly
anti-MCV appearance was recognized in our cohort.
Conclusions: Anti-MCV, but not anti-CCP, can be disappeared in a year by
continuous bDMARD use regardless of disease activity.
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Background: Obesity has been proposed as a risk factor to develop rheumatoid
arthritis (RA) and it has been associated with a worse response to several disease
modifying anti-rheumatic drugs (DMARDs).
Objectives: To study the differences in baseline characteristics according to the
body mass index (BMI) of patients in the PEARL (Princesa Early Arthritis Register
Longitudinal) study.
Methods: A total of 432 patients (69.1% female) of the PEARL cohort were
included for this study. The register protocol comprises the collection of sociode-
mographic, disease-related and treatment data in five visits (baseline, 6, 12,
24 and 60 months). The local ethics and clinical research committee approved
the protocol and all patients sign an informed consent prior to their inclusion.
For this study it was analyzed the baseline visit data from the 304 (70.37%)
patients that met ACR 1987 criteria for RA after 2 years of follow-up, as well
as those considered undifferentiated arthritis (UA) since other diagnoses were
excluded. The WHO definition for low, normal weight, overweight and obesity
(BMI <18.5, 18.5–25, 25–30 or ≥30 kg/m2 respectively) was applied. ACPA
(anticitrullinated peptide antibodies) were assessed by enzyme immunoassay
(CCP2 Eurodiagnostica). HLA-DRB1 genotype was determined in 219 patients

using specific HLADRB1 typing kits (Dynal RELI SSO). The presence of shared
epitope (SE) was determined based on this genotyping. The statistical analysis
was performed by using Stata 12.1. Chi-Square and Kruskal-Wallis tests were
used for the bivariate analysis. A multivariate logistic regression was performed
to determine which factors may be related to ACPA positivity, including BMI,
age, sex, smoking habit, number of SE alleles and study level as independent
variables.
Results: Patients were 54.9 years old [44.2–67.5] (median [p25-p75]); disease
duration was 5.3 months [3–8.4]. Table 1 shows the main variables significantly
associated to BMI. In addition, we observed less ACPA positivity with increasing
BMI (57% low weight vs. 43% in obese [p =0.08]), as well as a lower frequency of
SE in patients with a higher BMI. The multivariate analysis confirmed that being
smoker (ever or current) and carrying SE alleles is associated with the presence
of ACPA. Adjusted by these variables, overweight and obesity were associated
with lower probability of suffering an ACPA positive disease (OR 0.49, p=0.027
and OR 0.39, p=0.019 respectively).

Table 1. Variables significantly different according to BMI

BMI Age Sex Level of studies HAQ VAS pain TJC28
(years) (W/M) (N/P/Se/U; %)

Low weight 52.3 [22.2–64] 7/0 0/14.3/42.9/42.9 1.25 [0.9–2.2] 50 [26–75] 7 [2–19]
Normal weight 50 [38.6–64] 145/24 1.2/21.4/35.1/42.3 0.87 [0.4–1.4] 41 [20–61] 3 [0–7]
Overweight 57.9 [47–69.6] 120/45 8.5/35.4/32.9/23.2 0.87 [0.5–1.6] 49 [20–62] 3 [0–9]
Obesity 59 [50.7–69.8] 68/23 12/38.5/26.5/22.9 1.3 [0.7–1.9] 50 [36–65] 5 [2–12]

p≤0.001 p=0.01 p≤0.001 p=0.0018 p=0.031 p=0.047

*HAQ: Health Assessment Questionnaire; VAS: visual analogic scale (mm); TJC28: tender joints
count (28 joints); W: women; M: men; N: no studies; P: primary studies; Se: secondary studies;
U: universitary studies.

Conclusions: In our early arthritis register, patients with a higher BMI have
predominantly ACPA negative disease, a more intense perception of pain and
higher disability. These findings should be validated in other populations.
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Background: Temporary interruption of RA therapy is common in clinical practice;
therefore, rapid clearance and low immunogenicity may be useful DMARD
attributes. Baricitinib (bari) is a non-biologic Janus kinase (JAK) 1 /JAK2 selective
inhibitor with a pharmacokinetic half-life in RA patients of approximately 13 hours.
It has demonstrated improved clinical efficacy compared to MTX, adalimumab
and placebo (pbo) with a satisfactory safety profile when administered once daily
to RA patients in 4 completed Phase 3 studies.
Objectives: These analyses aimed to characterize temporary interruptions of
study drug during these studies and explore the kinetics of RA symptoms during
and following interruption.
Methods: During bari Phase 3 studies, investigators were required to document
temporary interruptions of study drug, including timing, reason and duration,
using electronic case report forms. In 2 studies, patients recorded RA symptoms
(duration and severity of morning joint stiffness, worst tiredness and worst joint
pain) daily for 12 weeks. Post hoc analyses investigated changes in these scores
among patients randomized at least 7 days prior to interruption, having an
interruption that lasted at least 3 days, and retreated.
Results: Across the 3 pbo-controlled studies, interruptions occurred in a larger
proportion of patients with bari than pbo only in the biologic DMARD-inadequate
responder (IR) study RA-BEACON. In the 2 active comparator-controlled studies,
the lowest rates of interruption were in the bari monotherapy arm of the DMARD-
naïve MTX-controlled RA-BEGIN study, and proportions were similar for bari
and adalimumab in the MTX-IR study, RA-BEAM (Table 1). Adverse events
(predominantly non-serious, mild or moderate infections, most commonly of the
respiratory tract) were the most frequent reason for interruption. Few patients
interrupted for the reason of abnormal laboratory results. Most interruptions lasted
for 2 weeks or less; in RA-BEAM, interruptions appeared shorter in duration for
bari than for adalimumab. Diary measures indicated modest symptom increases
during interruption compared to the last pre-interruption value, with a return to
pre-interruption values or better after resumption of study drug (Table 2).
Conclusions: Consistent with its pharmacologic properties, brief temporary
interruptions of bari during Phase 3 studies were associated with minor increases
in RA symptoms, which resolved following resumption of therapy. A small molecule
with a short half-life may offer advantages over injectable biologic therapies with
respect to drug interruption for clinical cause in RA patients.
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