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Background: Rheumatoid cachexia (RC), a phenotype of increased adiposity,
reduced lean mass and insulin resistance can occur in rheumatoid arthritis
(RA). It is most prevalent in those with high disease activity and is associated
with increased cardiovascular morbidity and mortality. Tocilizumab (TCZ), a
monoclonal anti-IL-6 antibody, successfully reduces disease activity in RA. It has
also been associated with improved insulin sensitivity, increased lean mass and
hyperlipidaemia. The serum concentration of myostatin, a myokine released by
skeletal muscle, is increased in most disease states associated with cachexia.
Moreover, its knockout and inhibition increase lean mass. However, its role in RA
has not been fully elucidated.
Objectives: To investigate the effect of tocilizumab treatment on serum myostatin
in patients with RA.
Methods: 19 patients with RA (16 female, 3 male) mean age 49.6yrs, mean
DAS28 6.1, median disease duration 10yrs (range 0 to 30), mean BMI 27.4,
received 13 IV infusions of TCZ 8mg/kg every four weeks as part of a 52 week,
single-centre, open-label study (ACT-NEUT [1]). 8 had previously been exposed
to a biological agent, 4 were on regular steroids, and all patients received
concurrent methotrexate. Serum myostatin was measured at 0, 1, 3 and 6months
of treatment using ELISA. BMI, serum lipid profile, CRP, ESR and DAS28 were
measured at each visit (0, 1, 3 and 6months). Data were analysed using STATA
14. Change between 0, 3 and 6months was analysed using Wilcoxon signed rank
test, statistical significance was confirmed using mixed model analysis adjusting
for BMI, age and gender. Linear regression with adjustment for age, BMI and
gender assessed correlation at baseline.
Results: DAS28, CRP and ESR all significantly decreased with TCZ treatment.
A significant increase in BMI (25.5 (IQR 21.6–31.7) vs 26.0 (IQR 21.4–32.5)
p=0.0052) between baseline and 6months and serum triglycerides between
baseline and 3 months (1.3 (IQR 1.3–2.2) vs 1.6 (IQR 1.3–2.6) p=0.028)
was seen with TCZ. Baseline serum myostatin concentrations were negatively
correlated with baseline DAS28 (r2=0.39 p=0.038). Treatment with tocilizumab
for 6months resulted in a significant increase in serum myostatin from baseline
(2.7ng/mL (IQR 2.0–3.1) vs 3.3ng/mL (IQR 3.0–5.0) p<0.001) [Fig. 1]. Moreover,
a significant association was seen between baseline myostatin and change in
cholesterol at 3 months (r2=0.51 p=0.029), when adjusting for baseline cholesterol,
age, gender, BMI and change in BMI.

Conclusions: We have demonstrated a significant correlation between myostatin
and DAS28 and a significant change in myostatin with tocilizumab treatment. It is
possible that IL-6 blockade results in a rise in myostatin. This might attenuate any
improvement in muscle wasting. Future studies should measure body composition
and muscle function to help understand the changes we have observed.
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Background: Treat to Target (T2T) strategy becomes from the need to develop
therapeutic targets and tools to achieve defined outcomes in rheumatoid arthritis
(RA), this strategy has become recognized as a standard of good practice
embodying the principle that rapid attainment of remission, or low disease activity,
can halt joint damage and maintain good quality of life. However, there is no direct
comparison between biologics in cohorts of patients with long-standing RA using
T2T approach in real-life settings, which could have implications in treatment
decisions and health economics.
Objectives: The aim of this study was to describe global change in Disease
Activity Score 28 (DAS28) using T2T strategy for a 5 year period in patients with
biological therapy in a large cohort of patients from a Colombian specialized in
RA center with multidisciplinary approach.
Methods: A descriptive dynamic cohort study was performed. Records of patients
using biological DMARD treatment (Anti-TNF and others) from specialized in RA
center were reviewed; those patients were followed-up under T2T standards.
Clinical follow-up was according to DAS28 as follows: every 3–5 weeks (DAS28
>5.1), every 7–9 weeks (DAS28 ≥3.1 and ≤5.1), and every 11–13 weeks (DAS28
<3.1). Therapy had to be adjusted with DAS28 >3.2 unless patient’s conditions
don’t permit it. We divided patients in three groups: low disease activity (LDA),
moderate disease activity (MDA) and severe disease activity (SDA) patients.
Descriptive epidemiology was done, percentages and averages were calculated;
the median of each variable was analyzed using t-Student assuming normality for
DAS28 distribution and the level activity disease was analyzed using Pearson’s
statistics.
Results: During 60 month period we included 695 patients with biological therapy,
85% were female and 15% male. Mean age was 58 years ± 11. At beginning
mean DAS28 was 4.1±1.1 and 20% of patients were in SDA, and 55% in MDA. At
the end of 5 year period mean DAS was 3.2±0.89 and only 7% of patients were
in SDA and 33% in MDA. The median was analyzed using t-Student assuming
normality for DAS28 distribution. It showed statistical significant improvement
(p<0.00).

Conclusions: There was a global improvement of DAS28 in a cohort of RA
patients receiving biological therapy followed and treated under recommendations
of T2T approach demonstrating that with the strategies mentioned above it is
possible to obtain a good control of the activity of the disease.
Disclosure of Interest: None declared
DOI: 10.1136/annrheumdis-2017-eular.5579

SAT0211 REAL WORLD DATA OF RITUXIMAB EFFECTIVENESS IN
RHEUMATOID ARTHRITIS: DIFFERENCES BETWEEN
BIOLOGIC-NAIVE PATIENTS AND PREVIOUSLY EXPOSED TO
BIOLOGICS

R.M. Ferreira, R. Fonseca, D.R. Gonçalves, F. Aguiar, T.M. Rocha, A. Bernardo,
S. Pimenta, M. Bernardes, L. Costa. São João Hospital Centre, Porto, Portugal

Background: Rituximab is only approved for rheumatoid arthritis (RA) treatment
in patients with an incomplete response or intolerance to others DMARDs,
including TNF alfa inhibitors. It represents a significant advance in RA biologics
arsenal due to its safety and efficacy profiles.
Objectives: To evaluate the effectiveness of rituximab in RA patients and to
compare the response between first-line rituximab patients and those previously
exposed to other biologics.
Methods: An observational retrospective study was conducted, including all
the consecutive patients with diagnosis of RA under rituximab, followed at our
Rheumatology department until December 2016. Demographic and clinical data
were obtained by consulting the national database (Reuma.pt). DAS28 variations
and EULAR response were measured at 6, 12 and 18 months. Parametric and
non parametric tests were used for statistics (SPSS 20.0).
Results: We included 63 RA patients (81% of women), with a mean (SD) age
of 61 (10) years and a mean disease duration of 19 (10) years; 86% rheumatoid
factor positive and 87% anti- citrullinated peptide antibody (ACPA) positive. Bone
erosions and extra-articular manifestations were present in 85,7% and 58,7% of
the patients, respectively. At baseline, the mean DAS28 was 5.79 (65% and 29%
of patients with severe and moderate disease activity, respectively, and 6% in
clinical remission). Thirty patients were treated with rituximab as first-line therapy
and 33 patients were previously exposed to other biologics. Combination therapy
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with methotrexate (MTX) was observed in 48% and with others classic DMARDs
in 30%, while 22,3% received rituximab monotherapy. First-line rituximab option
was justified by lung involvement in 21%, past malignancy in 13%, recurrent
infections in 5%, congestive cardiac failure in 3%, vascular involvement in 3% and
untreated latent tuberculosis in 3%. In the group previously exposed to biologics,
13% switched therapy due to ineffectiveness and 87% due to adverse events. No
significant differences were found between the 2 groups in terms of age, gender,
concomitant use of MTX and baseline DAS28. The group previously exposed to
biologics had a longer disease duration (mean 23 vs 15 years, p=0.001) and fewer
patients with ACPA seropositivity (79% vs 97%, p=0.035). There was a significant
reduction of DAS28 at 6, 12 and 18 months (p<0.001 for all). Fifty six percent of
the patients achieved a EULAR response at 6 months, 46% at 12 months and
59% at 18 months. DAS28 variation at 6 months differed significantly between
groups, with a better clinical response in naive biological patients comparing to
those previously exposed to biologics (median 1.173 vs 0.477; p=0.038). There
were no differences in terms of DAS28 variation at 12 and 18 months (p=0.642
and p=0.135, respectively) and in EULAR responses at 6, 12 and 18 months
between the groups (p=0.289, p=0.523 and p=1.000, respectively).
Conclusions: Our study confirms the effectiveness of rituximab in RA patients
and suggests a higher magnitude of response in naive biological patients at
6 months of RTX therapy. These findings put in perspective an extension of
rituximab as a first-line biologic for RA treatment.
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Background: Sarilumab is a human mAb blocking the IL-6Rα. In the phase
3 TARGET study (NCT01709578), sarilumab (150 or 200 mg SC q2w) +
csDMARDs demonstrated efficacy in adults with active, moderate-to-severe RA
and inadequate response or intolerance to ≥1 TNFi. Infections, neutropenia,
injection site reactions, increased lipids, and increased transaminases were
among the most common TEAEs. EXTEND (NCT01146652) is an open-label
extension study evaluating long-term safety and efficacy of sarilumab in patients
from the sarilumab clinical development program.
Objectives: To examine the effects of dose reduction of sarilumab 200 mg q2w
to 150 mg q2w in patients from TARGET that occurred in EXTEND primarily for
protocol-specified laboratory abnormalities.
Methods: Patients were switched to or initiated on sarilumab 200 mg q2w after
enrolling in EXTEND. Per protocol, investigators could reduce the sarilumab dose
from 200 mg q2w to 150 mg q2w for ANC ≥0.5 to 1.0 Giga/L, platelet count ≥50
to 100 Giga/L, or ALT ≥3 to 5×ULN. Dose reductions were also performed at the
investigator’s discretion. Efficacy data from EXTEND were analyzed before and
24 weeks after dose reduction.
Results: As of the July 2016 interim analysis (N=452), dose reduction from
sarilumab 200 mg q2w to 150 mg q2w had occurred in 14.6% of patients (n=66)
from TARGET. The most common reasons for dose reduction were decreased
ANC (8.8%; n=40) and increased ALT (3.3%; n=15). At the time of analysis,
80.3% of patients (n=53) whose dose was reduced were continuing treatment,
with a median treatment duration of 1.6 years after dose reduction. Improvements
in ANC and ALT were observed over the 6 months after dose reduction (Table 1).
Efficacy was maintained 24 weeks after dose reduction (Table 2).

Table 1. ANC and ALT After Dose Reductiona

Before dose reduction 6 months after dose reduction
n (%) n (%)

ANC
≥0.5 to <1.0 Giga/L 25/40 (62.5) 5/39 (12.8)
<0.5 Giga/L 0 0

ALT
>3 to ≤5×ULN 13/15 (86.7) 1/13 (7.7)
>5 to ≤10×ULN 1/15 (6.7) 0

aDenominator represents patients who dose reduced because of decreased ANC or increased
ALT who had ANC/ALT measured within specified time point.

Table 2. Efficacy After Dose Reduction

Before dose reduction 6 months after dose reduction
(N=60) (N=53)

ACR20 response rate, n (%) 49 (81.7) 43 (81.1)
�HAQ-DI, mean (SD) -0.7 (0.6) -0.8 (0.7)
�DAS28-CRP, mean (SD) -3.0 (1.2) -3.0 (1.3)
�CDAI, mean (SD) -28.4 (12.5) -28.6 (14.6)

Conclusions: In patients from TARGET whose sarilumab dose was reduced

from 200 mg q2w to 150 mg q2w during EXTEND, there was an improvement
in laboratory abnormalities and continuation of treatment for the majority of
patients. Improvements in signs and symptoms of RA and physical function were
maintained after dose reduction.
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Background: A therapeutic revolution in the past decade is still a considerable
unmet need in the treatment of rheumatoid arthritis (RA). On the other hand,
dysfunction of regulatory T cells (Tregs) has been considered to be a pivotal
cause of RA and correction of this dysfunction to be a potential RA therapy1.
However, abnormalities of Tregs in patients with RA were reported controversially
in previous studies2, in which only proportion was measured and Tregs were
defined using different protein markers.
Objectives: In this study, we measured both absolute numbers and proportions
of CD4+CD25+Foxp3+ Tregs in peripheral blood of RA patients and investigated
the effects of low-dose recombinant human IL-2 (rhIL-2) on Tregs and CD4+
effector T cell subsets in patients with RA.
Methods: Both absolute numbers and proportions of Treg and Th17 cells in
peripheral blood, defined as the CD4+CD25+FOXp3+T or CD4+IL-17 + T cell
population, were examined by flow cytometry in 342 patients with RA with
different 28-joint Disease Activities (DAS28), including 75 who had never received
disease-modifying antirheumatic drugs (DMARD) and 151 who were receiving or
had received DMARD. Among these patients, 112 consented at enrollment to
receive rhIL-2 treatment. Before and after treatment, the Th17 and Treg cells in
peripheral blood were analyzed by flow cytometry.
Results: The absolute count of Treg cells in patients with RA was significantly low
compared with that of healthy controls (P<0.05), but the absolute count of Th17
cell was no different between RA and healthy controls. After the course of rhIL-2
treatment, there was a significant increase in the absolute count of Th17 and Treg
cells in the CD4+ T cell population (P<0.01), but Th17/Treg was significantly low
after the treatment.
Conclusions: The data suggest that, besides propotion, the decrease of Treg
cell number, defined as the CD4+CD25+FOXp3+population, may contribute to the
pathogenesis of RA. Over the treatment of rhIL-2, there was a more significant
increase in the absolute count of Treg cells than that of Th17, and consequently
restore the balance of Th17/Treg.
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Background: Although the biological disease-modifying antirheumatic drugs
(bDMARDs) are the most effective treatment for rheumatoid arthritis (RA), the
costs are much higher than those of conventional synthetic DMARDs. A number


