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Rheumatoid arthritis - non biologic treatment
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Background: Living with RA confers substantial uncertainty about the long-term
outcomes of the disease and the occurrence of possible medication associated
adverse events (ADEs). This latter uncertainty may be particularly apparent when
new therapies are initiated and reduce patient adherence.
Objectives: The aim of this study was to evaluate whether patients’ negative
and/or uncertain illness beliefs during methotrexate (MTX) therapy are associated
with adherence.
Methods: This was a sequential mixed-methods design study using data from
the Rheumatoid Arthritis Medications Study (RAMS). RAMS is a 12 month
observational study in the UK recruiting patients with RA commencing MTX
for the first time. Clinical and demographic data were collected at baseline and
patients were asked to complete a weekly diary recording MTX intake (adherence)
and reasons for not taking MTX. In addition there was a free text section in
the diary where patients could comment about any aspect of their disease or
care. Six month diary data were used for the purpose of this study.Patients were
categorised as non-adherent if the proportion of adherent weeks was <90%.
Phase 1:Using a random sample (n=50/417) of patient diaries with free text
comments a coding system was developed to categorise illness events and
beliefs contained in these data. Inter-rater reliabilities for codes rated by
three judges were calculated using intraclass correlation coefficients (ICC) and
unreliable codes (ICC<0.6) dropped.
Phase 2:179 of 200 diaries from adherent and non-adherent individuals were
randomly selected, coded and categorised into illness belief profiles (IBPs) by
three researchers blind to adherence data.Univariate logistic regression analyses
adjusted for age and gender were used to investigate the association between
IBPs and MTX non-adherence behaviour (<90% adherence).
Results: Phase 1: ten codes with ICCs ranging from 0.6–1.0 were used to
create three IBPs (Table):“Positive & Certain” (PC), “Negative & Certain” (NC)
and “Negative and Uncertain” (NU) (Fig.).
Phase II, the median age of the sample was 62 [51.8–65.6] years, 67% were
women and the median disease activity score was 4.3 [3.4–5.2]. Being PC
lowered the odds of non-adherence (OR 0.32, 95% CI 0.12–0.85), being NU
increased the odds of non-adherence (OR 2.7, 95% CI 1.0–7.0), but being NC
didn’t associate with non-adherence during the first six months of therapy (OR
0.98, 95% CI 0.31–3.2).

Table 1. The reliability (ICC) of codes that contribute to the IBPs

IBP Codes ICC (95% CI)

Positive Treatment response 0.73 (0.60–0.83)
ADE cessation 0.79 (0.68–0.87)

Positive emotion 0.77 (0.65–0.85)
Positive attribution 0.60 (0.44–0.74)

Negative Disease flare 0.93 (0.89–0.96)
ADE 0.81 (0.71–0.88)

Severity attribution 0.62 (0.46–0.75)
Negative emotion 0.81 (0.71–0.89)

Negative attribution 0.81 (0.71–0.88)
Certainty/Uncertainty Certainty/Uncertainty 1.0 (1.0–1.0)

Conclusions: People who are uncertain about how to attribute illness events are
less likely to adhere within the first six months of starting MTX therapy. Encour-
aging patients to actively monitor their progress with therapy and providing them
with support to understand likely effects of MTX may help optimise DMARD use.
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Background: Adherence to Methotrexate (MTX) is not optimal in patients with
rheumatoid arthritis (RA)[1]. Low adherence may lead to insufficient response
and unjustified initiation of biologics.
Objectives: The objectives were 1-assess the self-reported adherence rate to
MTX of RA patients insufficient responders to MTX (MTX-IR) when an initiation of
biologics was being considered 2- Investigate the factors of low adherence among
these patients 3- collect the physicians’ estimation of their patients’ adherence
level.
Methods: Patient recruitment was done through rheumatologists: RA patients,
MTX-IR, biologic-naive, eligible for a biologic according to the rheumatologist’s
opinion. The rheumatologist completed a questionnaire on his practice and
estimation on the patient’s level of adherence and provided the patient with a
self-administered questionnaire on his disease and treatments, to be sent directly
to the data center. The patient’s questionnaire contained the CQR19 (Compliance
Questionnaire for Rheumatology [2]. The purpose of assessing adherence was
not specified to the patient.
Results: From May to July 2016, 78 rheumatologists recruited 269 patients who
referred 244 self-administered questionnaires, 214 assessed for CQR 19 score;
200 questionnaires were completed by both patients and their rheumatologist.
Patients were 72% women, mean age 54 years, 58% had at least 1 comorbidity,
mean DAS28 score 4.07, mean RAID score 5.7/10. The percentage of non-
adherent patients was 34%: adherence rate <80% according to the CQR.
Non-adherent patients had a higher RAID score (5.7 vs 5.0; p<0.01) whereas
DAS 28 was not significantly different (4.14 vs 4.04). They more often presented
osteoporosis (18% vs 4%, p<0.01), reported reluctance to take treatment (40%
vs 24%, p<0.01), had more negative beliefs (40% vs 24%; p<0.01), and poor
support from relatives (67% vs 84%, p<0.011). Good-adherent patients were
more often followed in a private practice (31% vs 10%, p<0.01) and reported
more information received from their rheumatologist (94% vs 85%, p<0.05). No
correlation was found between adherence and age, subcutaneous versus oral
route of administration or perceived tolerance.
88% of rheumatologists reported they detect adherence at every consultation,
asking direct (76%) or open (46%) questions. Adherence was underestimated
by rheumatologists: a 67% concordance was found between the rheumatologist’s
rating and the patient’s reported adherence. Non-adherent patients to MTX were
more often proposed biologic treatment in combination with MTX than patients
with good compliance (91% vs 68%, p<0.01).
Conclusions: This survey showed for the first time that 34% of MTX-IR patients
show poor adherence to MTX at the time of the initiation of a first biologic.
Negative beliefs and poor support from relatives are factors of non-adherence.
Studies will be needed to understand physicians’ attitudes toward non-adherence
and what strategy of biologics prescription they are likely to consider.
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Background: Methotrexate (MTX) is the anchor drug for treatment of rheumatoid
arthritis (RA), but tolerance to MTX is substantially different across ethnics and
few studies have assessed efficacy and safety of rapid dose escalation regimen
of MTX in Japanese patients with early RA.


