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SAT0204 ABATACEPT SURVIVAL IN RHEUMATOID ARTHRITIS
PATIENTS AT 2 YEARS IS 59%; ITS USE AS A 2ND LINE
BIOLOGIC AGENT AND LOWER BASELINE HAQ PREDICT
BETTER SURVIVAL IN CLINICAL PRACTICE: A PROSPECTIVE,
OBSERVATIONAL SINGLE CENTER STUDY
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Background: Long-term prospective observational studies are complementary to
controlled clinical trials to explore effectiveness and safety of biological therapies
in clinical practice.
Objectives: To study abatacept survival, reasons of discontinuation and clinical
responses in everyday clinical practice of patients with rheumatoid arthritis (RA).
Methods: Prospective, observational single center study at the Rheumatology
Clinic, University Hospital of Heraklion, Crete. At baseline, patient demographics,
co-morbidities and disease characteristics are being recorded, while during
follow-up, discontinuations, disease activity and adverse events are collected. For
this analysis, all patients who received Abatacept intravenously from 6/2007 till
6/2016 were included. Kaplan-Meier curves and Cox regression analysis were
used to determine drug survival and predictors thereof. Linear regression was
used to compare DAS difference at 12 months between different lines of bDMARD
therapy.
Results: A total of 224 patients (women: 87%, seropositive: 34%) were included.
Median (IQR) age was 63 (56–70) years, disease duration 7.4 (4–13.4) years
and baseline DAS28 5.9 (5.2–6.5). Abatacept was the 1st bDMARD in 59 (26%),
2nd in 71 (32%) and ≥3rd in 94 (42%) patients. During follow-up [total: 508
patient-years, median (IQR): 1.7 (0.7–3.3) years], 54% patients discontinued
therapy (87% for treatment failure, 10% for adverse events). Two-year treatment
persistence was 59%. In multivariable regression analysis, predictors of longer
Abatacept survival were lower baseline HAQ [HR (95% CI) for unit increase
=2.29 (1.5–3.48), p<0.001], longer disease duration [HR (95% CI) for ≥8 vs.<8
years=0.51 (0.30–0.88), p=0.016], Abatacept as 2nd vs 1st or ≥3rd bDMARD [HR
=0.52 (0.30–0.91), p=0.022] and a more recent year of therapy start [HR=0.39
(0.16–0.95), p=0.022].
DAS28<3.2 and remission at 6 (12) months were achieved by 12% (18%) and
5% (7%) of patients respectively. DAS28 difference at 12 months was greater
in patients who received Abatacept as the ≤2nd than those on ≥3rd bDMARD
(p=0.009).
A total of 312 adverse events were registered, of which 65 were serious (SAE).
Incidence of total (serious) adverse events was 61 (13) /100 patients/year. SAE
included 5 cases of cancer, 10 cardiovascular events and 24 infections, mainly of
the respiratory tract.
Conclusions: In the present study, Abatacept survival at 2 years was 59%.
The majority of patients discontinued therapy due to inadequate response. Use
as a 2nd line biologic agent and lower baseline HAQ predicted better survival.
Improvement in DAS was higher when Abatacept was used as the ≤2nd bDMARD.
Rates of remission or low disease activity in clinical practice are rather low, while
the safety profile was excellent.
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Background: Survival time or time to discontinuation of medication is a surrogate
of the long-term impact on the course of disease in real life. It reflects
clinical effectiveness in the absence of significant adverse events [1]. Treatment
discontinuation can result from loss of efficacy or safety concerns, but prognostic
factors for patient retention have not been explored thoroughly despite data for
abatacept and other biologics being available from national registries [2].
Objectives: To assess drug survival of subcutaneous (SC) abatacept among
patients with rheumatoid arthritis (RA) according to treatment background.
Methods: This was a prospective study in which well-characterized patients
with RA (by 1987 ACR criteria) were assessed from April 2014 to December
2016. Each patient was evaluated by a rheumatologist in a single rheumatology
outpatient private center in Bogotá, Colombia. Patients were stratified by
treatment background: (n=54) biologic-naïve, (n=24) switched from IV to SC
abatacept administration, and (n=51) inadequate response to at least 1 biologic
disease-modifying antirheumatic drug. The Mantel-Haenszel test was used to test
if there were any differences in the survival curves among groups. The test was
performed by the survdiff function of the “survival” R package [3].
Results: A total of 129 patients were included. Baseline characteristics of

patients were as follows: female gender 86%, mean age 52±13 years, median
disease duration 10 (IQR 11) years, Rheumatoid Factor positive 94%, Anti-
Cyclic Citrullinated Peptide Antibodies 89%, and erosive phenotype 35%. At
baseline, mean DAS28 and RAPID3 were 5.4±1.3 and 16.6±6.8, respectively.
SC abatacept monotherapy was reported in 27%. Demographics and disease
characteristics were similar in all groups, except for baseline DAS28 and RAPID3
in switch group (p<0.0001). According to the Mantel-Haenszel test (Fig.1), there
were not significant differences between survival curves (p=0.158). Forty-three
patients (33%) discontinued treatment. The most frequent reasons for drug
suspension were loss of efficacy in 25%, insurance-related problems (i.e., access
to medication/specialist) and adverse drug reactions in 16%. Other causes include
lack of efficacy, surgeries (i.e., articular replacement), patient preference, and
pregnancy.

Conclusions: Our results disclose a similar drug survival of SC abatacept
regardless of treatment background. Patients switching from IV to SC formulation
of abatacept had lower activity and functional impairment at baseline, and survival
tends to be higher through follow-up. The insurance-related limitations is a reality
in Latin American countries, and could have a negatively impact on survival time
of several drugs.
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Background: Tocilizumab (TCZ) as monotherapy has been shown to be more
efficacious than the TNF inhibitor (TNFi) adalimumab as monotherapy in patients
with rheumatoid arthritis (RA). However, effectiveness data comparing TCZ as
monotherapy versus TNF inhibitors in combination with csDMARDs are limited.
Objectives: To examine retention of TCZ administered alone (TCZ mono) versus
TNFi in combination with csDMARDs (TNFi combo) in patients with RA who had
an inadequate response to ≥1 TNFi (TNFi-IR).
Methods: Patients with RA who were TNFi-IR and treated with TCZ mono or
TNFi combo with baseline (BL) data, not immediately lost to follow-up and started
treatment after TCZ was available across 9 European registries in TOCERRA
from 2009 to 2016 were included. The hazard for TCZ discontinuation was
modeled using a country-stratified Cox proportional hazards model, adjusting for
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age, gender, disease duration, seropositivity, HAQ and CDAI at BL, number of
previous csDMARD and biologic DMARD (bDMARD), glucocorticosteroid and
calendar year of treatment initiation. Missing data on covariates were imputed
using multiple imputation with chained equations.
Results: A total of 4748 patients were eligible, including 585 who received TCZ
mono and 4163 who received TNFi combo. Patients who received TCZ mono
were older with a longer disease duration, more previous bDMARDs and less
glucocorticosteroids at baseline (Table 1) compared with patients who received
TNFi combo. The crude median retention for TCZ mono was 1.82 years (95%
CI: 1.59–2.09) and 1.54 years (95% CI: 1.43–1.64) for TNFi combo, (P=0.65).
Causes of discontinuation differed between TCZ mono and TNFi combo (P<0.
001): TCZ mono stopped more frequently for ineffectiveness (25.7% vs. 13.8%)
and TNFi combo stopped more frequently for safety issues (18.3% vs. 12.8%).
In a country-stratified, covariate-adjusted analysis, we found that hazards of
discontinuation were significantly lower among patients who received TCZ mono
(HR: 0.71, P<0.001). More previous treatment with bDMARDs and a greater HAQ
and CDAI at BL were significantly associated with greater risk of discontinuation.

Conclusions: In routine care across 9 European countries, TCZ mono retention
is better than TNFi combo in patients with RA who were TNFi-IR.
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Background: Secondary osteoporosis is a comorbidity of Rheumatoid Arthritis
(RA). Previous studies have suggested that biological therapies may reduce the
rate of generalized bone loss in RA. Most of them focus on the short-term effect
of Tumor Necrosis factor alpha (TNFα) inhibitors while the long-term effect of
biological therapies is rarely studied.
Objectives: Our primary aim was to analyze the long-term effect of biological
therapies on bone mineral density (BMD) for RA patients compared to patients
treated by synthetic DMARD over an 8-year follow-up.
Methods: Patients were selected from a prospective, observational cohort of
RA patients meeting the ACR/EULAR 2010 settings in Nice University Hospital
between 2001 and 2016. BMD was assessed before the introduction of the
biological therapy and during the follow-up. Two groups were studied: patients
treated by biological therapies (TNFα inhibitors, Tocilizumab, Abatacept, Rituximab
or Anakinra) and patients treated by synthetic DMARD only. Demographic, disease

and treatment data were collected at each visit and BMD of the lumbar spine,
femoral neck and total hip were assessed using dual energy X-ray absorptiometry
(DXA) at baseline and after 1, 2, 3, 5 and 8 years.
Results: A total of 181 patients with active RA starting a biological therapy were
included versus 131 patients treated by synthetic DMARD. In both groups, the
BMD of the lumbar spine, femoral neck and total hip remained stable after a 2-year
follow-up (respectively -0.37%, p=0.66 versus +0.02%, p=0.83, -3.70%, p=0.77
versus -5.35%, p=0.74 and -3.31%, p=0.45 versus -4.84%, p=0.16), while a
significant bone loss was found between initial measurement and 3, 5 and 8 -year-
follow-up at femoral neck and total hip level. There was no significant difference
between patients whether treated by biological or non-biological DMARD neither
over the 0–1-year period nor over the 0–2, 0–3, 0–5 and 0–8-periods. Bone
loss in patients treated by Tocilizumab were statistically lower at femoral neck
level compared with TNFα inhibitors (p=0.02), Abatacept (p=0.02) and Rituximab
(p=0.02), but also at total hip level, in comparison with TNF α inhibitors (p=0.05)
and Abatacept (p=0.05).
Conclusions: This study is the first to assess the effects of biological RA therapies
as compared to synthetic DMARD ones. It highlights the protective effect of both
biological and non-biological DMARD on bone loss during the first two years of
treatment with no significant difference between them. Our results suggest that
the effects of RA treatments depend on the inflammatory and disease activity
which must be monitored clearly. Tocilizumab seems to be more effective than the
other biological therapies, but further studies are necessary to confirm or infirm
this tendency.
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Background: In patients with rheumatoid arthritis (RA) who do not respond or
lose response, opinions are divided on whether it is better to try an alternative
TNFi (cycling) or switch to a therapy with a different mode of action (swapping).
Objectives: To compare the efficacy and safety of the cycling versus the swapping
strategies.
Methods: We searched 4 electronic databases, sources of gray literature, and
bibliographic references of relevant articles for observational studies evaluating
the efficacy and safety of targeted therapies in adult RA patients who failed to
respond to at least one TNFi. Studies were excluded if they were single-arm
or had insufficient data to evaluate the outcomes of interest. Two independent
reviewers selected studies, extracted data and evaluated study quality using the
Newcastle-Ottawa Scale (NOS). Our primary outcome measure was change in
Disease Activity Score of 28 joints (DAS28). We also evaluated the modified
American College of Rheumatology 20%, 50% and 70% response criteria (mACR
which excludes acute phase reactants) and total serious adverse events. All
analyses were based on the random-effects model.
Results: Of 33,716 citations, 24 observational studies (n=10,074 patients)
representing 14 countries, met the inclusion criteria. Eight were conference
abstracts. Most publications (13 of 24) were based on registries. Most studies
had a NOS score equal to or greater than 7 (out of 9) with comparability
being the weakest domain. The mean age of patients was 48.7–62.8 years,
the majority were females (78%) with a disease duration of 6–17.3 years and
a baseline disability score 0.6–2.0. Sixteen studies evaluated cycling versus
swapping directly of which 13 were suitable for analysis. Most compared TNFi to
rituximab (10 of 13) with two studies investigating tocilizumab or abatacept and
one comparing non-TNFi as a group. Other comparisons reported were: (i) cycling
vs. conventional disease modifying antirheumatic drugs (cDMARDs), (ii) swapping
vs. cDMARDs, (iii) cycling vs. another cycling alternative, (iv) swapping vs. another
swapping alternative, (v) swapping monotherapy vs. swapping combined with
cDMARDs, and (vi) combination of TNFi and non-TNFi vs. TNFi alone. At 12 and
24 weeks, DAS28 score improved significantly in those swapping compared to
those cycling (mean difference (MD) 0.89, 95% confidence interval (CI) 0.05 to
1.74 and MD 0.34 95% CI: 0.2, 0.48; respectively). Similar results were observed
for the mACR50 favoring the swapping strategy at 24 weeks (OR =1.45 95% CI:
1.06, 1.98). At 52 weeks no difference was observed. No statistically significant
differences were observed between groups in the odds of achieving DAS28
remission, mACR20 or mACR70, or experiencing a serious adverse event.
Conclusions: Current evidence from observational studies shows greater im-
provements with the swapping strategy compared with the cycling strategy in
terms of efficacy for RA patients failing their first TNFi. No differences were
observed regarding safety. Data were not available for anakinra, certolizumab
pegol, golimumab, or tofacitinib.
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