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Conclusions: The IGU therapy improved not only the disease activity not also
the inflammatory synovitis. The present study provides evidence supporting t the
improvement of GS and PD score from baseline to week24 may predict whether
the achieved remission or not at Week 52.
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Background: Baricitinib is a potent, selective JAK1 and JAK2 inhibitor. Baricitinib
has been investigated in phase II and phase III studies of active patients with
rheumatoid arthritis (RA). who showed an inadequate response to disease-
modifying antirheumatic drugs (DMARDs), including methotrexate (MTX) and
biologics. However, due to the lack of adequate multiple comparisons, the
comparative efficacy and safety of baricitinib in various treatment regimens with
different dosages or in combination with DMARDs or MTX remains unclear.
Objectives: This study aimed to assess the relative efficacy and safety of
once-daily baricitinib 2 mg and 4 mg administration in patients with active RA.
Methods: We performed a literature search using MEDLINE, EMBASE, the
Cochrane Controlled Trials Register, and the EULAR and ACR conference
proceedings. In this network meta-analysis, randomized controlled trials (RCTs)
examining the efficacy and safety of baricitinib in patients with active RA were
included. A Bayesian network meta-analysis was conducted to combine the direct
and indirect evidence from the RCTs.
Results: Seven RCTs involving 3,461 patients met the inclusion criteria.
There were 10 pairwise comparisons, including 7 direct comparisons and 5
interventions. The ACR20 response rate was significantly higher in the baricitinib
4 mg in combination with disease-modifying antirheumatic drugs (DMARD) group
than in the placebo+DMARD group (OR 3.13, 95% CrI 2.32–4.33). Compared with
the placebo+DMARD group, the baricitinib 4 mg, baricitinib 2 mg+DMARD, and
adalimumab 40 mg+MTX groups showed a significantly higher ACR20 response
rate. The ranking probability based on the surface under the cumulative ranking
curve (SUCRA) indicated that baricitinib 4 mg+DMARD was likely to elicit the best
ACR20 response rate (SUCRA =0.7930), followed by baricitinib 4 mg (SUCRA
=0.7034), baricitinib 2 mg+DMARD (SUCRA =0.6304), adalimumab 40 mg+MTX
(SUCRA =0.3687), and placebo+DMARD (SUCRA =0.0045). By contrast, the
safety based on the number of treatment-emergent adverse events (TEAEs) did
not differ significantly among the 5 interventions.
Conclusions: Baricitinib 2 mg and 4 mg administered once daily was an
efficacious intervention for active RA that had no significant risk of TEAE
development.
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Background: Iguratimod (IGU) is csDMARDs developed in Japan and used
in Japanese daily practice since 2012. Although IGU was developed as an
anti-inflammatory drug at first, anti-rheumatic effect was found in experiments
using type II collagen-induced arthritis model mice1). Main mode of action of
IGU was thought to be inhibition of NF-kB resulted in decreased production
of IL-6, IL-8 and TNF-alpha2). Clinical trials performed in Japan showed that
efficacy of IGU was equal to sulfasalazine when used as monotherapy in patients
with rheumatoid arthritis (RA)3). Additive efficacy to MTX was also shown in
double-blind randomised trial in RA patients 4). Although several short-term results
were published5), long-term results in daily clinical setting is lacking.
Objectives: To investigate long-term outcome of IGU in patients with RA.
Methods: 120 RA patients treated with IGU in our institute from April 2013 to June
2016 were included. Patients’ characteristics, factors influencing to prescribing
of IGU (why was IGU chosen as treating csDMARDs?), drug continuation rates
(Kaplan-Meier) were investigated. Time course of disease activity (DAS28-CRP
& SDAI) was also investigated using 65 cases who passed 2 years after starting
of IGU.
Results: Baseline characteristics was as below. Mean age was 64.9 years old,
%female was 74.2%, mean RA duration was 10.0 years and MTX was concomitant
in 50.0% of cases. 82% of patients had factors influencing to prescribing IGU
and intolerance of dose escalation of MTX was 1st reason (23.3%), old age over
80 years old was 2nd reason (16.7%) and economical reason was 3rd (14.2%)
(Table1). Drug continuation rates were 71.1% at 1 year, 48.9% at 2 years and

43.1% at 3 years (Fig1). Time course of disease activity (baseline-6 months-1
year-2 year) was 3.6–3.0–3.0–3.0 in DAS28-CRP. In 15 cases in remission of
DAS28-CRP at 2 years, 2 were classified with high disease activity and 9 were
moderate disease activity at baseline (Fig2).

Conclusions: Efficacy of IGU in RA patients who had intolerance of MTX dose
escalation or usage of biologics was observed. Although biological DMARDs is
effective in RA patients, the cost is very expensive. IGU is comparative cheap
(¥9,200/month) and suitable for RA patients with economical difficulties. As
IGU decreased TNF-alpha production via inhibition of NF-kB, MTX+IGU may
have similar mode of action with MTX+TNF inhibitor. Drug continuation rates
were decreased over time and escape of efficacy may occur in some patients.
Otherwise, IGU was very effective in some cases. Some of RA patients with high
disease activity decreased disease activity greatly to remission state at 2 years
after initiation of IGU.
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Background: Rheumatoid arthritis (RA) worsens patients’ health-related quality
of life.1 Tofacitinib is an oral Janus kinase (JAK) inhibitor for the treatment of RA.
Improvements in patient-reported outcomes (PROs) have been reported in the
global population of Phase 3 tofacitinib trials.2

Objectives: To explore the effect of tofacitinib administered with conventional
synthetic DMARDs (csDMARDs) on PROs in Chinese patients with RA and an
inadequate response to DMARDs.
Methods: This was a post-hoc analysis of data from Chinese patients in the 12
month, double-blind Phase 3 study ORAL Sync (NCT00856544), with patients
randomised 4:4:1:1 to tofacitinib 5 mg BID, tofacitinib 10 mg BID, placebo
(PBO)→tofacitinib 5 mg BID or PBO→tofacitinib 10 mg BID, with csDMARDs.
Non-responders (defined as those who did not achieve a 20% improvement
in both of the swollen or tender joint counts) receiving PBO advanced blindly
to tofacitinib at Month 3; all remaining PBO patients advanced to tofacitinib
at Month 6. Least squares mean changes from baseline were reported for
Health Assessment Questionnaire-Disability Index (HAQ-DI), patient assessment
of arthritis pain (VAS), patient global assessment of disease activity (PtGA),
Functional Assessment of Chronic Illness Therapy (FACIT) Fatigue scale, Short
Form-36 Health Survey (SF-36), EuroQol five dimensions questionnaire (EQ-5D),
and Work Limitations Questionnaire (WLQ), using a mixed-effects model for
repeated measures. All patients receiving ≥1 dose of study treatment with ≥1
post-baseline assessment were included.
Results: Overall 216 patients were included (n=86, tofacitinib 5 mg BID; n=86,
tofacitinib 10 mg BID; n=22, PBO→tofacitinib 5 mg BID; n=22, PBO→tofacitinib
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10 mg BID). There were no major differences in demographics or baseline
characteristics between treatment groups. At Month 3, tofacitinib resulted in
significantly greater changes in HAQ-DI (5 mg BID, p<0.05; 10 mg BID, p<0.001),
PtGA (5 mg BID, p<0.05; 10 mg BID, p<0.001), Pain (5 mg BID, p<0.001; 10
mg BID, p<0.001) and SF-36 Physical Component Summary (PCS) scores (5 mg
BID, p<0.05; 10 mg BID, p<0.001) vs PBO (Figure). Numeric improvements in
FACIT-Fatigue, SF-36 Mental Component Summary (MCS) [Figure] and EQ-5D
health state profile (utility scores) were observed at Month 3 with tofacitinib vs
PBO. There were no improvements in WLQ observed at Month 3 with tofacitinib
vs PBO. Improvements were generally maintained at 6 and 12 months (Figure).
The proportion of patients achieving HAQ-DI improvement ≥0.22 from baseline
at Month 3 was significantly higher with tofacitinib vs PBO (5 mg BID, p<0.05; 10
mg BID, p<0.05).

Conclusions: Tofacitinib 5 and 10 mg BID administered with csDMARDs
significantly improved PROs including SF-36 PCS, PtGA, physical function and
pain vs PBO. These improvements were maintained for up to 12 months in
Chinese patients with RA.
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SLE, Sjögren’s and APS - etiology, pathogenesis
and animal models
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Background: Lupus nephritis (LN) affects up to 50% of patients with SLE and is
a major cause of morbidity, despite modern therapeutic approaches [1,2]. To date,
renal biopsy is still the gold standard for diagnosing and classifying the degree of
renal inflammation and scarring, but its invasiveness makes it unsuitable for serial
monitoring. A novel biomarker to predict the evolution of renal inflammatory injury
is still needed. Neuropilin-1 (NRP-1) has important functions in adult tissues,

being involved in axonal guidance, vascular endothelial sprouting, regeneration
and organ repair and immunosupression [3].
Objectives: Evaluate the protein and expression levels of NRP-1 at the time of
the renal flare in patients with lupus nephritis and determine whether they could
predict the disease progression.
Methods: Urine and serum of 70 patients with LN with nephrotic proteinuria, 25
patients with chronic non-lupus related nephopathy, and 25 healthy controls were
analyzed by qPCR-RT and ELISA to determinate the levels of mRNA/protein of
NRP-1. Immunohistochemistry of protein levels were done in renal biopsy (N=5).
Urine and serum from 39 other patients with LN with nephrotic proteinuria were
collected prospectively during two years.
Results: Increases in mRNA expression and protein concentration of NRP-1
were identified in urine samples of LN patients in flare compared with the different
control groups. However, significant NRP-1 levels were found in LN patients
that gone into remission compared with patients in non-remission after one
year of treatment (p<0.0001). Urinary VEGFA, VEGFR1, VEGFR2 and SEMA3A
mRNA and protein levels were also determinate. Results were confirmed with
immunohistochemistry in renal biopsies (N=5). We observed a strong correlation
with NRP-1 protein levels and VEGFA protein levels (r=0.466, p<0.0001). Areas
under the receiver operating characteristic curve of urinary NRP-1 and VEGFA
protein levels to distinguish between remission and non-remission patients were
0.8384 and 0.7706, respectively (Figure 1). In a prospective study (N=39), urinary
protein NRP-1 and VEGFA levels decreased in LN patients going to complete
remission; but no those with non-response that maintain their low levels during all
the follow-up.

Conclusions: For first time, we demonstrate that urinary levels of NRP-1 might
reflect the evolution of renal inflammatory injury and could be used as novel
biomarker to predict the recovery of LN.
References:
[1] Cervera R, Khamashta MA, Font J, et al. Morbidity and mortality in systemic

lupus erythematosus during a 10-year period: a comparison of early and
late manifestations in a cohort of 1,000 patients. Medicine (Baltimore)
2003;82:299–308.

[2] Baker KP, Edwards BM, Main SH, et al. Generation and characterization of
LymphoStat-B, a human monoclonal antibody that antagonizes the bioactivities
of B lymphocyte stimulator. Arthritis Rheum.2003;48:3253–65.

[3] Gagnon ML, Bielenberg DR, Grechtman Z, et al. Identification of a natural
soluble neuropilin-1 that binds vascular endothelial growth factor: in vivo
expression and antitumor activity. Proc Natl Acad Sci USA2000;97:2573–
2578.

Disclosure of Interest: None declared
DOI: 10.1136/annrheumdis-2017-eular.5729

THU0217 DNA METHYLATION ANALYSIS IN MULTIPLE CELLULAR
COMPARTMENTS DEMONSTRATES A UNIVERSAL DNA
METHYLATION INTERFERON SIGNATURE IN MULTIPLE
CELLULAR COMPARTMENTS AND PREDOMINANT B-CELL
HYPERMETHYLATION IN TWINS WITH SYSTEMIC LUPUS
ERYTHEMATOSUS

C.J. Ulff-Møller 1,2, F. Asmar 3, Y. Liu 2, A.J. Svendsen 4, F. Busato 2,
K. Grønbæk 3, J. Tost 2, S. Jacobsen 1. 1Copenhagen Lupus and Vasculitis Clinic,
Rigshospitalet, Copenhagen, Denmark; 2Laboratory for Epigenetics and
Environment, Centre National de Génotypage, CEA – Institut de Génomique,
Evry, France; 3Department of Haematology, Rigshospitalet, Copenhagen;
4Epidemiology, Biostatistics and Biodemography, University of Southern
Denmark, Odense, Denmark

Background: Systemic lupus erythematosus (SLE) is a complex autoimmune


