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INHIBITOR THERAPY ON MYOSTATIN IN PATIENTS WITH
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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.
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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


