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Background: Tocilizumab (TCZ) as monotherapy (Mono) is nowadays a standard
treatment in rheumatoid arthritis (RA) for patients in whom methotrexate (MTX) is
inappropriate’.

Objectives: To describe factors influencing the use of TCZ in Mono or in
combination with DMARDs (Combo) in real-life practice in RA patients (pts).
Methods: Analysis: pooled data of 3 prospective, multicentre, observational
studies (PEPS n=610, Spare-1 n=307, Act-solo n=577). Patients: RA pts requiring
TCZ treatment according to their physician. Treatment: TCZ as prescribed in
real life. Endpoint: Evaluation of factors influencing the use of TCZ in Mono
or in Combo. Data collected: demographic characteristics, past medical history,
RA characteristics and history including previous RA treatments, TCZ treatment
strategy (Mono or Combo). Statistical analysis: Pts fulfilling inclusion and non-
inclusion criteria and with >1 TCZ infusion were analyzed. 1- descriptive analysis
2- Univariate and multivariate analysis to determine factors influencing the use of
TCZ in Mono. Variables with more than 20% of missing data were excluded from
the multivariate model.

Results: 1494 pts (3 studies) were analysed at inclusion. Pts’ characteristics: 56%
of the pts were >55 years old, 79.6% female, mean RA duration 11.1£9.3 years,
83.0% positive for rheumatoid factors and/or ACPA, 77.3% with erosive disease on
X-rays, mean ESR 29.9+23.1mm, mean CRP 19.9+26.2 mg/l mean DAS 28-ESR
5.21£1.22, mean HAQ-DI 1.56+0.68, and mean pain VAS 61.5+23.2. Past RA
treatment included csDMARDs in 98.5% and biologics in 77.8% (median=2 [1-6]).
TCZ was initiated as Mono in 36.4% of pts and in Combo in 63.6%, with MTX in
83.3% of Combo pts (mean dose 15.7+4.4mg/week). Corticosteroids were used
in 74% of pts (mean dose 10+7mg/day). Variables associated with a TCZ pre-
scription in Mono were age (>65 years), number of previous bDMARD, use/dose
of steroids, ESR/CRP values, VAS global activity (physician and pt), pain VAS and
HAQ-DI. In the multivariate analysis, variables associated with a TCZ prescription
in Mono were age >65 years (OR=1.71 [1.30 - 2.24], p<0.001), number of
previous bDMARD (1 bDMARD, OR=1.35[0.94 - 1.92], 2bDMARD OR=1.82[1.28
- 2.60], >2 bDMARD, OR=1.19 [0.82 - 1.71] p=0.006), higher pain VAS (OR=1.09
[1.04 - 1.15], p=0.001), higher ESR value (OR=1.07 [1.02 - 1.12], p=0.013).
Conclusions: This pooled analysis suggests that physicians preferably prescribe
TCZ alone in older patients, heavily treated before, with higher inflammatory
markers and higher pain VAS. This use might be explained by physicians’
reluctance to prescribe the association in frailer patients and complementary data
on comorbidity factors will be analysed to support this hypothesis.
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Background: Rheumatoid arthritis (RA) is a chronic inflammatory disease charac-
terized by synovial hyperplasia, mononuclear cell infiltration, bone erosion and joint
destruction. Antirheumatic treatment plays a important role in controlling the in-
flammation of rheumatoid arthritis and in minimizing joint damage. Rituximab - it is
a chimeric monoclonal antibody that targets the CD20 molecule expressed on the
surface of B cells. It has been successfully used to treat rheumatoid arthritis, and it
is worth noting that his antidestructive effect sometimes does not meet the clinical.
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Obijectives: to assess clinical and antidestructive effect of Rituximab (RTX) in
patients with rheumatoid arthritis (RA).

Methods: 108 patients (pts) with RA, most of them were middle-age women with
high disease activity (mean DAS28 6,1+1,04, RF-positive 77%, ACCP-positive
83%) treated with RTX (1000 mgx2 or 500 mgx2). Clinical effect was evaluated
by EULAR criteria; radiological progression by SVH method.

Results: 104 patients were treated by RTX (500 x2 or 1000 x2), had good
response: after 48 week of treatment clinical improvement was achieved in
65% pts, good and moderate response by EULAR criteria in 23% and 42%
pts accordingly. Noteworthy, after 12 months of treatment RTX radiological
progression was absent in 50% pts with high disease activity.

Conclusions: RTX treatment slowed joint damage without clinical improvement.
Clinical and antidestructive results did not always coincide which suggests
different mechanisms of clinical and antidestructive effects of anti-B-cell therapy
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Background: Disease modifying antirheumatic drugs (DMARDs) such as
methotrexate (MTX), leflunomide (LFN) or antiTNFa have been implicated in
development/exacerbation of Interstitial lung disease (ILD)of rheumatoid arthritis
(RA). Several radiological patterns of ILD have been described: i) usual interstitial
pneumonia (UIP), ii) nonspecific interstitial pneumonia (NSIP), iii) obliterating
bronchitis (OB), and iv) Organized pneumonia (OP)

Objectives: To assess the response to Abatacept (ABA) in these patterns of ILD
Methods: Multicenter study of RA-ILD treated with ABA. ILD was diagnosed
by high-resolution CT scan (HRCT) and classified in radiological patterns
(Travis et al). We consider 3 subgroups: a) UIP, b) NSIP and c) “other” (OB,
OP or mixed). ABA was used at iv or sc standard dose. We assessed: a)
Dyspnea (Medical Research Council-modified scale; significant variations>1); B)
Respiratory function tests; significant changes>10% in forced vital capacity (FVC)
and DLCO<10%, c) HRCT, d) DAS28. A comparative study was performed for
the quantitative (U-Mann-Whitney) and qualitative variables (Fisher test) between
the baseline and 3, 6 and 12 months.

Results: We included 63 patients (27 women/36 men), mean age; 63.1+9.6
years. At ABA onset the RA had a median evolution of 6.8 [2-13.6] years
and the ILD of 1 [0.3-3.03]. RA was seropositive in 85.7%. The diagnosis of
ILD was confirmed by biopsy (n=18). The ILD was related to DMARDs: MTX
(4), etanercept (3), adalimumab (3), certolizumab (2), Infliximab (1). ABA was
used in monotherapy (26) or combined with other DMARDs (37); LFN (15),
Cyclosporin (1), sulfasalazine (4), MTX (6), hydroxychloroquine (10), azathioprine
(4), chloroquine (1). Table 1 shows the evolution in the available cases. A
significant improvement in dyspnea and HRCT was observed in the NIU type.
DLCO remained stable in most patients regardless of the radiological pattern.
The activity of RA (DAS28) also improved.
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Conclusions: ABA appears to be effective in ILD associated-RA, including the
pattern of poor prognosis (UIP).
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Background: Bone and joint damage due to chronic inflammation in the synovium
of patients with RA is mediated by IL-6 and other cytokines. IL-6 mediates effects
inside the joint and systemically and is blocked by sarilumab, a human mAb
blocking the IL-6R?. Safety and efficacy of SC sarilumab (150 or 200 mg g2w)
was evaluated in combination with MTX in patients with RA and inadequate
response (IR) to MTX (MOBILITY; NCT01061736) or csDMARDs in patients with
RA and IR or intolerance to >1 TNFi (TARGET; NCT01709578).

Objectives: To compare gene expression patterns in circulating blood cells after
treatment with sarilumab vs placebo in patients from MOBILITY and TARGET.
Methods: Total RNA was isolated from whole blood collected at baseline
(predose) and wk 2 posttreatment in patients from MOBILITY (placebo, n=58;
sarilumab 150 mg g2w, n=60; sarilumab 200 mg 92w, n=46) and TARGET
(placebo, n=19; sarilumab 150 mg g2w, n=27; sarilumab 200 mg g2w, n=16).
Gene expression data were generated using microarray analyses (Agilent 8 x
60k platform). Data were processed using the limma package (R Bioconductor).
Background correction and quantile normalization were performed and probes
with low expression were filtered; 48,109 probes were analyzed. Effect of
sarilumab vs placebo on gene expression was assessed in each study using
linear mixed models. P values were adjusted using the Benjamini-Hochberg
procedure to control false discovery rate (FDR; 5% threshold).

Results: After P value adjustment to control FDR at 5%, 2 genes implicated in
thrombosis and atherosclerosis (thrombomodulin [THBD] and platelet endothelial
cell adhesion molecule 1 [PECAM-1]) were downregulated after treatment with
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Background: According to WHO definition approximately 15% of all patients with
rheumatoid arthritis (RA) suffer from anemia (hemoglobin <13 g/dl for men and
<12 g/dl for women). Interleukin 6 (IL-6) takes an active part in the pathogenesis
of this inflammatory anemia.

Objectives: The 6th interim analysis of the non-interventional ICHIBAN study
(NCT01194401) evaluated the occurrence of inflammatory anemia, characterized
the patient population with anemia, and observed the response during intravenous
Tocilizumab therapy (TCZ i.v.). Patients were subgrouped according to their
anemic/non-anemic status at baseline.

Methods: Since 2010 the ICHIBAN study collects clinical data of the routine use
of TCZ i.v. in RA patients. The observation period for each patient is up to two
years. At the due date of the current interim analysis (Dec 10, 2015) 2999 patients
were enrolled. 902 patients have completed the maximal 104 weeks observation
period (Group W104).

Results: At baseline, the proportion of patients with anemia (acc. to WHO
definition) was 21.4% (men) and 22.0% (women) in the group W104.

On comparison, RA patients with anemia showed, amongst others, increased
inflammation parameters, a higher disease activity and higher rates of comorbidi-
ties. Already after 4 weeks with TCZ i.v. the proportion of patients with anemia
improved to 12.1% (men) and 12.7% (women). After 104 weeks therapy the
proportion of patients with anemia reduced further to 7.4% (men) and 8.4%
(women). The relevant response parameters and laboratory values are shown in
Table 1.

Despite the higher disease activity at baseline for anemic patients, the benefit was
comparable for patients with and without anemia. DAS28-ESR values decreased
on average by 2.9 (women) and 3.1 (men) in RA patients with anemia and by 2.7
(women) and 2.8 (men) in RA patients without, resulting in similar disease scores
at the end of the observational period.

The effectiveness of TCZ i.v. was also confirmed by patient reported outcomes
(PROs) via visual analogue scales (VAS). In particular, a reduction of the intensity
of pain (>50%) and a reduction of fatigue (>38%) was observed (Table 1).
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(CRP = C-Reactive Protein; ESR = Erythrocyte Sedimentation Rate; Q1, Q3 = 1%/ 3 quartile; SD =
standard deviation)

Conclusions: At start of therapy, approximately one out of five patients
documented in ICHIBAN showed anemia according to the WHO definition. During
TCZ i.v. therapy a noticeable decrease in the rate of anemia and improved
hemoglobin values were observed. These effects can already be seen after four
weeks of treatment and continue up to the end of this study (i.e. 2 years). Despite
the higher burden of disease at baseline in RA patients with anemia, TCZ i.v.
therapy resulted in good clinical response rates and PROs.
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