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Rheumatoid arthritis (RA) is a systemic autoimmune disease characterized by inflammation and
joint destruction that causes significant morbidity and mortality. Polyarthritis and progressive joint
destruction associated RA have often resulted in loss of quality of life and a great social and economical loss.
However, the combined use of methotrexate (MTX) and biological disease-modifying anti-rheumatic drugs
(bDMARDs) targeting TNF has revolutionized treatment of RA, producing significant improvements in
clinical, structural and functional outcomes that were not previously observed. By the appropriate
treatments, clinical remission is perceived as an appropriate and realistic primary goal in many patients,
and its maintenance leads to structural and functional remission.

After sustained remission, discontinuation of bDMARDs without disease flare has been emerging as
an important theme from the risk-benefit point of view as well as economic burdens. However, there are no

guidelines on reducing or stopping therapeutic drugs. In this study, research was conducted with the aim of
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establishing and verifying therapeutic guidelines aiming at "drug holiday" of RA patients ["FREE-J" test
(UMIN000014856)]. In the FREE-J trial, patients treated with MTX and bDMARDs and having DAS28
(ESR) remission twice consecutively, were divided to 5 groups; treatment continuation, dose reduction of
MTX, discontinuation of MTX, dose reduction of bDMARDs and discontinuation of bDMARDs and the
primary endpoint was DAS28-remission after 1 year. In the FREE-J trial, 385 cases were registered at 13
participating sites. Average age 57.7 years, disease duration 104 months, MTX 10.6 mg/W, prior use of TNF
inhibitors 79%, average treatment duration with bDMARDs 36 months, average time to maintain remission
by bDAMRDs 21 months. It is necessary to verify the dose reduction and discontinuation of MTX and
bDMARDESs, and to construct a therapeutic strategy to identify patients who can make drug holiday through
this exploratory research.

Meanwhile, a study aimed at establishing therapeutic guidelines to make joint destruction "zero" by
appropriate and intensive intervention from just after the diagnosis of RA was carried out ["ZERO- J "test
(UMIN 000001281)]. In the ZERO-J study, RA patients with MTX-naive were enrolled and were treated with
adequate dose of MTX for 3 months. If patients fulfilled the JCR guideline for the use of bDMARD, namely
DAS28>3.2 or progress in joint damage, patients were treated with either TNF-inhibitors (T group) or
csDMARDs including MTX (M group) for 1 year and if did not fulfill the guideline, MTX were maintained as
a high responder group (HR group) for 1 year. The primary endpoint was yearly progression of modified total
Sharp score (AmTSS) at 1 year after the grouping. 162 early RA patients were enrolled in the study, with
mean disease duration of 7.4 months, DAS28 of 4.8 and SDAI of 20.4 at the start of MTX treatment. Three
months after enrollment, MTX was increased to 12.0 mg/week, average disease activities were improved to
DAS28: 3.7, SDAI: 12.2. The patients were distributed to 3 groups at 3 months after the enrollment. As
results, (1) 60% of patients with early stage RA can be clinically and structurally controlled by adequate dose
of MTX alone, (2) patients with low to moderate disease activity before treatment can be controlled with
MTX alone, (3) Patients with moderate to high disease activity despite adequate MTX therapy for 3 months
are more likely to develop joint destruction and bDMARDs should be considered. From these strategies, joint

damage as well as wasteful use of bDMARDSs can be avoided.
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