
ABSTRACT	Comment by Author: Please note that the abstract is within the limit of 250 words and structured as per the journal guidelines.
Objectives: To evaluate the efficacy and safety of the tacrolimus (TAC) as a switching maintenance therapy in patients with established rheumatoid arthritis (RA) in remission after receiving combination therapy with tumor necrosis factor inhibitor (TNFi) and methotrexate (MTX) combination therapy. 	Comment by Author: Please note that the heading has been edited as per the journal guidelines.	Comment by Author: An additional statement describing the need for an alternative to continued TNFi therapy as a justification for the study would be welcomed here.	Comment by Author: This is implied and can be omitted.
[bookmark: _Hlk57383122]Methods: The study was an is 24-week, open-label, equivalence trial which included patients receiving who received TNFi and MTX at stable doses for ≥24 weeks,  and ppatients in with low disease activity (LDA) on Disease aActivity sScore in -28-joint  (DAS28) for ≥12 weeks. Patients chose between two arms: maintenance (TNFi plus MTX arm) or switching switched arm to TAC from TNFi (TAC plus MTX arm). The primary outcome was the difference in the proportion of patients who maintained LDA at week 24, which was assessed a using logistic regression model.
Results: In the efficacy analysis, 34 and 80 patients were included in the TAC plus MTX arm maintenance and TNFi plus MTXswitched  arms, respectively, which was less than planned. At week 24, LDA was maintained in 91% and 99% of patients in TAC plus MTX maintenance arm, and 99% in the TNFi plus MTX switched arms, respectively (Oodds ratio, 0.14; 95% confidence interval, 0.01–1.59). Drug- related adverse event (AE) was more commoner in TAC plus MTX the maintenance arm compared with the switched arm (20.9% vs. 7.1%, respectively, P = 0.0501). Half of AEs related to TAC were abdominal pain. 	Comment by Author: This is stated as 35 and 85 in the results with a smaller number completing the study. Please check the discrepancy in the cohort numbers.	Comment by Author: This information is not required to be included in the abstract.	Comment by Author: You could consider including a statement in the methods sub-section regarding assessing AEs.	Comment by Author: It is unclear why the authors do not mention the difference in TEAEs between groups as well.
Conclusions: This controlled study testing tested a novel treatment strategy that of switching from TNFi to TAC from TNFi in patients with RA in with sustained low disease activity LDA demonstrated that 91% of patients have maintained LDA over 24 weeks after discontinuing TNFi. 	Comment by Author: The above results state that this is 99% for the switched arm.	Comment by Author: Include a statement with the broader implications of this study’s findings.
Keywords: Rrheumatoid arthritis; Ttacrolimus; Ttumor necrosis factor inhibitors; Mmaintenance; Llow disease activity	Comment by Author: Please note that the number of keywords is within the limit of 5 as per the journal guidelines. 

INTRODUCTION	Comment by Author: Please refer to the Scientific Report regarding the word count of the main text.
Rheumatoid arthritis (RA) is an representative  autoimmune disease that causes with progressive joint damage and deformitiesy, which eventually lead to result in functional disability.[1] Thanks to an early diagnosis of RA, the treat-to-target strategy, and effective disease-modifying anti-rheumatic drugs (DMARDs), remission is achievable goal, which can prevent or reduce the progression of joint damage and inflammation-related comorbidities.[2-5] During Over the last three decades, development of targeted DMARDs has have revolutionized RA therapeutics. The targets have included  a variety ofseveral cytokines, specific lymphocyte subsets, cell-surface receptors, and signaling pathways. The first biological DMARDs (bDMARDs) inhibited tumor necrosis factor-α (TNF-α) from binding to its receptors, which . TNF-α is a central cytokine that is central to in the inflammatory cascade in host defense against infection and malignancies that , as well as promotes pannus formation and bone erosion in RA.[6] Since the first development of TNF-α inhibitors (TNFi) were developed in the 1980s, five different drugs based on blocking TNF-α have entered clinical use and with proven the therapeutic efficacy and safety in RA are used clinically.[7-9] 	Comment by Author: Please note that this is the preferred style of citations in the text as per the journal guidelines; therefore, the corresponding changes have been made throughout the manuscript.	Comment by Author: Define this term (i.e. what discriminates a biological from a synthetic DMARD).
In Rthe recent updates of on RA management, we can consider  permit tapering TNFi, such as  with drug dose reduction or prolonged intervals,  when the treatment is combined with in combination with conventional synthetic DMARDs (csDMARDs).[10] However, the potential side effects of TNFi, such as serious infections,[11] concerns of malignancy concernsies,12 13 inconvenience of injections, and the economic burden[14] from prevent their long-term use of it persist as long as the drug has been used. The cComplete discontinuation of TNFi is not recommended because of high rate of recurrencemost of the cases recur after stopping the drugs.[15-17] 	Comment by Author: It is not clear what the difference is between targeted synthetic (ts) and conventional synthetic (cs) DMARDs. This should be defined more clearly, otherwise only limit the manuscript to using a single naming convention.	Comment by Author: Please note that I cannot make changes to the linked citations as that can break the linking. I request you to please make the changes in your reference-management software for such citations in the manuscript.	Comment by Author: The concept of LDA should be introduced within the paragraph so that it is properly defined.
It is unclear that if TNFi could can be discontinued when the flare-ups of RA can be protected by adding managed with csDMARDs. Tacrolimus (TAC) is an immunosuppressive drug that has been previously used to prevent rejection after following organ transplantation and treat other autoimmune diseases, such as lupus nephritis and myasthenia gravis.[18] It is has proven the therapeutic effective in  on RA and is used as a conventional DMARDs DMARD, mainly, in the Asia-Pacific region.[19-21] The efficacy of TAC on arthritis in RA is via blocking of blocks the calcineurin pathway in T- lymphocytes and inhibits inhibiting their proliferation and cytokine production, thereby exhibiting a therapeutic efficacy of arthritis in RA.[22] An Iin vitro study showed demonstrated that TAC decreases the levels of inflammatory cytokines, such as interleukin (IL)-15 and TNF-α from in synoviocytes.[23] In aAdditionally, its therapeutic effects have has  been reported in the treatment of interstitial lung disease (ILD); therefore, which it can be a therapeutic is an option for in RA patients with ILD.[24-26] IndeedHowever, no prospective studies with the primary aim to have investigated switching treatment from bDMARDs to csDMARDs in patients with sustained remission have been carried out. Studies that tested investigated de-escalating TNFi in patients with RA have substantially widened our insights in the management of RA, suggesting  that a the same constant degree of immune immunomodulation to maintain remission is not always required to maintain remission.[27-31] The aim of this prospective, non-randomized, active control, parallel group, open-label study was to study investigate the potential to of stopping TNFi therapy and adding TAC, we set a prospective, non-randomized, active controlled, parallel group, open-label study, enrolling  in patients who achieved with stable low disease activity (LDA) to two different treatment arms, based on continuation of TNFi.  	Comment by Author: It is best to be consistent with terminology (i.e. csDMARD instead of conventional DMARD).	Comment by Author: It is prudent to state ‘to the best of our knowledge’.	Comment by Author: This statement seems at odds with the purpose of the study, since TAC is still an immune system modulator. 	Comment by Author: Please note that the aim of the study must be conveyed in as simple terms as possible without excessive details. Therefore, this change has been made.
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