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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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EXPRESSION IN CIRCULATING BLOOD CELLS IN MTX-IR AND
TNF-IR PATIENTS WITH ACTIVE RHEUMATOID ARTHRITIS
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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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PECAM-1 16_63?( 100,9 8_38 :;_211%4 g_gg CRP [mg/I] male 421 (27.3,71.2) 7.3 (1.5,25.4)
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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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Background: Sirukumab (SIR), a human monoclonal antibody that selectively
binds the IL-6 cytokine, is in development for the treatment of rheumatoid arthritis
(RA). Efficacy of SIR was shown in several phase 3 trials in RA patients (pts;
SIRROUND program).

Objectives: To analyze safety data from completed/ongoing studies in the
SIRROUND program.

Methods: Safety comparisons included SIR 50mg g4w and 100mg g2w doses
vs placebo (pbo) in the pbo-controlled period (Wk 0-18) of 2 phase 3 studies.
A long-term comparison of the safety of SIR 50mg g4w and 100mg g2w for the
entire program was also performed.

Results: In phase 3 studies, 2926 pts received SIR for up to 3.4y (median
duration, 1.46y). During Wk 0-18, there were more adverse events (AEs),
AEs leading to discontinuation, and serious AEs (SAEs) with SIR vs pbo, with
cumulative rates of SAEs remaining constant over time (Table). In general, no
dose effect with SIR was observed in the 18-wk or long-term analysis. Mortality
rates were similar across treatment groups through 18 wks and remained stable
in long-term analysis. Serious infections were more frequent in SIR-treated pts
vs pbo during Wk 0-18, with similar rates through long-term analysis. Rates of

Abstract SAT0194 — Table 1. Treatment-emergent AEs in Phase 3 Studies
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gastrointestinal (Gl) perforations and malignancies were low and similar across
groups during the 18-wk and long-term analysis; major adverse cardiovascular
event (MACE) rates were similar through 18 wks and numerically higher with SIR
50mg g4w vs 100mg g2w in long-term analysis.

Conclusions: SIR is well tolerated in pts with moderately to severely active RA.
Overall, no dose relationship was observed between SIR 50mg g4w and 100mg
qg2w for types or frequencies of AEs.
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RITUXIMAB SHOWS BETTER SUSTAINABILITY THAN TNF
INHIBITORS WHEN USED FOLLOWING INITIAL BIOLOGIC
DMARD FAILURE IN THE TREATMENT OF RHEUMATOID
ARTHRITIS: 8 YEARS OF REAL-WORLD OBSERVATIONS
FROM THE RHUMADATA® CLINICAL DATABASE AND
REGISTRY
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Background: In the absence of biomarkers predicting response to a specific
therapy, the choice of second biologic is based mostly on habit and availability of
an alternative agent. Traditionally, a second anti-TNF was the preferred option,

Wk 0-18 Long-term analysis (Wk 0-safety cutoff)
Ine Pbo (N=850) SIR 50mg g4w (N=848) SIR 100mg g2w (N=850) SIR 50mg g4w (N=1461) SIR 100mg g2w (N=1465)
AEs, n (%) 444 (52.2) 515 (60.7) 548 (64.5) 1207 (82.6) 1237 (84.4)
AEs leading to discontinuation, n (%) 22 (2.6) 34 (4.0) 45 (5.3) 174 (11.9) 196 (13.4)
SAEs, n (%) 27 (3.2) 41 (4.8) 46 (5.4) 265 (18.1) 268 (18.3)
Incidence* 9.36 (6.17-13.61) 14.36 (10.30-19.48) 16.14 (11.82-21.53) 13.12 (11.58-14.79) 13.12 (11.60-14.79)
Serious infection, n (%) 7(0.8) 16 (1.9) 14 (1.6) 102 (7.0) 101 (6.9)
Incidence* 2.40 (0.97-4.95) 5.52 (3.15-8.96) 4.81(2.63-8.07) 4.76 (3.88-5.77) 4.67 (3.81-5.68)
Gl perforation, n (%) 0 1(0.1) 3(0.4) 5(0.3) 9 (0.6)
Incidence* 0 (0-1.02) 0.34 (0.01-1.91) 1.02 (0.21-2.99) 0.23 (0.07-0.53) 0.41 (0.19-0.77)
MACE, n (%) 2(0.2) 3(0.4) 2(0.2) 20 (1.4) 9 (0.6)
Incidence* .68 (0.08-2.47) 1.03 (0.21-3.00) 0.68 (0.08—2.46) 0.92 (0.56—1.42) 0.41 (0.19-0.77)
Malignancy, n (%) 2(0.2) 1(0.1) 1(0.1) 23 (1.6) 19 (1.3)
Incidence* .68 (0.08-2.47) 0.34 (0.01-1.91) 0.34 (0.01-1.91) 1.05 (0.67-1.58) 0.86 (0.52-1.35)
Death, n (%) 1(0.1) 1(0.1) 1(0.1) 15 (1.0) 14 (1.0)
Incidence* 0.34 (0.01-1.91) 0.34 (0.01-1.91) 0.34 (0.01-1.90) 0.68 (0.38-1.13) r 0.63 (0.35-1.06)

*Incidence per 100 pt-years (95% Cl).
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Second bDMARD

TNFi Rituximab
First bDMARD Failed Failure type All Failure type All
Primary Secondary Primary Secondary
TNF inhibitor 41 (25.5%) 120 (74.5%) 161 (100.0%) 17 (28.8%) 42 (71.2%) 59 (100.0%)
Other mode of action 6 (18.2%) 27 (81.8%) 33 (100.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)
Total 47 (24.2%) 147 (75.8%) 194 (100.0%) 17 (28.8%) 42 (71.2%) 59 (100.0%)
Second bDMARD Retention Probability at:
6 Months 64.68% (3.45%) 96.15% (2.67%)
12 Months 50.54% (3.61%) 88.05% (4.59%)
24 Months 39.77% (3.59%) 85.84% (4.97%)
60 Months 22.26% (3.53%) 72.44% (6.95%)
96 Months 18.22% (3.62%) 72.44% (6.95%)

Biologic Retention Time (years)
Mean, mean (SE)
Lower Quartile, (95% Cl)
Median, (95% CI)
Upper Quartile, (95% Cl)

2.71 (0.25)
0.36 (0.28-0.44)
1.08 (0.71-1.60)
4.26 (3.25-6.64)

6.73 (0.46)
4.18 (1.51-8.48)
—(8.42-)
-(-)




