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regardless of cutoff (≤0.5 and ≤0). In patients achieving remission, there was
a numerically greater improvement in HAQ-DI with sarilumab vs placebo (Pbo).
Even if patients did not achieve remission or LDA, the sarilumab group had
generally greater numerical improvements in HAQ-DI vs Pbo.
Conclusions: Achieving LDA or remission, or absence of radiographic pro-
gression, was associated with overall greater improvement in physical function.
Irrespective of whether patients achieved remission or LDA, sarilumab + MTX
showed greater improvements in HAQ-DI than Pbo + MTX.
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Background: Anemia of chronic disease, a common comorbidity of rheumatoid
arthritis (RA), is detrimental to patients’ (pts) quality of life, productivity, and
long-term health.
Objectives: Sirukumab (SIR), a human monoclonal antibody that selectively
binds to the IL-6 cytokine with high affinity, has recently demonstrated efficacy in
RA. It was hypothesized that SIR, compared to placebo (pbo) and tumor necrosis
factor-inhibitors (TNFi), increases hemoglobin (Hb) concentrations in RA pts by
decreasing levels of iron-scavenging proteins and increasing transferrin levels,
thus ameliorating anemia. This hypothesis was tested in post hoc analyses of 4
phase 3 studies of SIR in RA: SIRROUND-M (methotrexate [MTX] inadequate
responders [IR]); -D (disease-modifying antirheumatic drug [DMARD] IR); -T
(TNFi-IR); -H (MTX-IR, monotherapy).
Methods: Standard hematology measurements, including Hb levels, were made
throughout the studies by a central laboratory. Anemia was defined as Hb levels
<125 g/L (males) and <115 g/L (females). In a subset of pts, iron-regulatory
proteins (hepcidin, haptoglobin, hemopexin, transferrin) were measured in serum
at baseline (BL) and Wk 4 using the SomaLogic SOMAscanTM platform (for
SIRROUND-M, -D, -T, and -H studies, respectively: SIR 100mg q2w, n=61, 205,
136, 0; SIR 50mg q4w, n=61, 201, 128, 100; pbo, n=0, 118, 56, 0; adalimumab
[ADA], n=0, 0, 0, 98).
Results: SIR consistently reduced the prevalence of anemia to a greater extent
than was observed for pbo (p<0.05; eg, in SIRROUND-D, anemia decreased
from 25% of pts at BL to 10% at Wk 16 post-treatment with SIR 50mg q4w vs
increase from 24% of pts to 28% with pbo) and ADA (SIRROUND-H). Across
studies on SIR 50mg q4w, increases in Hb levels ranged from 7±10 to 10±11 g/L
(mean±SD) through Wk 16; however, greater changes were seen in pts anemic
at BL (13±13 to 16±12 g/L increase). Significant Hb elevations were observed
by Wk 2, with comparable results for SIR 100mg q2w. Statistically significant
increases in Hb levels were not observed with ADA (Fig.1) or pbo, regardless of
BL anemia status. Changes in Hb levels with SIR were independent of changes
in RA disease activity. Mean haptoglobin levels were modestly higher at BL in
RA pts with anemia compared to pts without anemia. Across studies, both SIR
doses similarly strongly decreased levels of hepcidin, haptoglobin, and hemopexin
and increased transferrin levels at Wk 4, regardless of BL anemia status. The
modulation of these proteins by ADA was considerably less (Fig.1) and by pbo
non-significant. After SIR treatment, greater decreases in hepcidin levels were
consistently observed in pts with vs without BL anemia across studies by Wk 4.

Conclusions: SIR consistently increased Hb levels in RA pts (DMARD-IR, TNFi-
IR, monotherapy), most prominently in pts with BL anemia, resulting in significant
reductions in the prevalence of anemia. These effects were independent of the
extent of improvement in RA disease activity, suggesting additional benefits of
SIR beyond clinical response in RA. By inhibiting IL-6, SIR may decrease key
iron-regulatory proteins, such as hepcidin, and shift homeostasis towards an
increase in the pool of iron available for red blood cell Hb, thus ameliorating
anemia of chronic inflammation associated with RA.
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Background: Although existing data support the effectiveness of the low dose
regimen (LDR, 1gr every 6 months) of rituximab as initial treatment for active
rheumatoid arthritis (RA) (2), it is unknown whether this regimen may be used
to maintain the therapeutic effect in patients achieved clinical remission or low
disease activity (LDA) upon treatment with conventional rituximab regimen (2gr
every 6 months)
Objectives: To evaluate the effectiveness of the rituximab LDR for maintenance
of clinical remission and/or LDA in patients with RA in clinical practice.
Methods: Long-term prospective study of RA patients who received rituximab
in the Rheumatology Department of the University Hospital of Heraklion during
03/2005–07/2016. All patients on clinical remission [DAS 28 (ESR) <2.6] or LDA
[DAS28 (ESR) <3.2] for at least 12 months were treated with the LDR after
obtaining verbal consent.
Results: We analyzed 247 patients who received conventional rituximab regimen,
of median age (IQR) 62 (54.3–70.4)years, females (84%), disease duration 9.6
(5.6–18.3) years,52% seropositive (RF or anti-CCP). Patients have had failed
in (median) 3 (2–3) non-biologic (nbDMARDs) and 1 (1–2) biologic DMARDs
(bDMARDs) before rituximab initiation. At baseline of rituximab treatment, 58.3%
and 91.1% of them were on steroids and (nbDMARDs) respectively, while the
disease activity was high [mean DAS28 (ESR): 5.84 (5.20–6.49)] and they had
impaired physical functioning [mean HAQ: 1.0 (0.63–1.38)].
Overall, 27/247patients (11%) received the LDR. Before the initiation of LDR, the
duration of rituximab treatment was 24 (18–48) months and cumulative rituximab
“exposure” was 8 (6–15) gr. At the time of LDR initiation, disease activity [DAS28
(ESR)] was 2.8 (2.2–3.6) and HAQ: 0 (0–0.4), while the time needed for achieving
remission or LDA was18 (8–23) months. The median duration of follow-up of
patients on LDR was12 (6–20) months. 23 (85%) of patients remained in remission
or LDA with median DAS28 (ESR) 2.85 (2.23–3.52) and HAQ 0 (0–0.5) at last
follow-up. Only 3 (11%) of the patients experienced an increase of DAS28 (>1.2)
and 2 (7%) of patients return to conventional dose.
Conclusions: In clinical practice, RA patients who achieved remission or
low disease activity with conventional dose of rituximab may sustain clinical
responses if treated with LDR. These preliminary findings support the use of LDR
as maintenance treatment regimen and this may allow cost savings. (1)
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Background: The ACTION (NCT02109666) study was designed to provide


