Strategies for Achieving Drug-Free Remission in Rheumatoid Arthritis | Encyclopedia.pub

Strategies for Achieving Drug-Free Remission
In Rheumatoid Arthritis

Subjects: Rheumatology

Contributor: Hanna Gul , Kate Harnden , Benazir Saleem

Rheumatoid arthritis (RA) is a chronic immune-mediated systemic disease, which affects approximately 1% of the
population and is characterized by a symmetrical inflammatory polyarthropathy. It has been demonstrated that
drug-free remission (DFR) is possible in a proportion of RA patients achieving clinically defined remission (both on
cs and b-DMARDS). Immunological, imaging and clinical associations with/predictors of DFR have all been
identified, including the presence of autoantibodies, absence of Power Doppler (PD) signal on ultrasound (US),
lower disease activity according to composite scores of disease activity and lower patient-reported outcome scores
(PROs) at treatment cessation.

rheumatoid arthritis remission drug-free remission b-DMARDs cs-DMARDs

tapering

| 1. Introduction

Rheumatoid arthritis (RA) is a chronic immune-mediated systemic disease, which affects approximately 1% of the

population and is characterized by a symmetrical inflammatory polyarthropathy &,

Over recent years, there has been a paradigm shift in the treatment approach in RA from cautious escalation of
therapies for symptomatic relief to the early and rapid control of inflammation soon after diagnosis, aimed to
prevent structural damage and preserve function. This is in accordance with the ‘window of opportunity’ hypothesis,
which suggests that in early RA, aggressive treatment can reverse underlying autoimmunity and induce immune
tolerance (thus potentially modifying the disease course) [, In clinical practice, this is achieved using a treat-to-
target (T2T) strategy. This strategy involves strict monitoring of disease activity using composite measures, e.g.,
disease activity score (DAS28) resulting in successive escalation of immunosuppressive agents (conventional
synthetic and biologic disease-modifying drugs (cs-DMARDs and b-DMARDSs, respectively). These drugs are used

alone or in combination and with or without corticosteroids to control inflammation &,

Experience with b-DMARD tapering is largely with tumor necrosis factor inhibitors (TNFis). Tapering of cs-
DMARDSs, notably methotrexate (MTX), is also desirable for patients concerned about long-term side-effects and
the burden of taking tablets/self-injecting if they are well W&, These frequently lead to poor treatment compliance,
with approximately 15% of patients self-discontinuing treatment, which itself can lead to increased disease
morbidity BIE],
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| 2. Defining Remission in RA

To be able to identify individuals who are more likely to achieve DFR, we first need to be able to define remission
accurately. Remission in RA is currently defined clinically using a cut-off of the DAS28 (disease activity score). It
incorporates a mathematical formula comprising the number of tender and swollen joints out of 28 (TJC28, SJC28),
a serum marker of inflammation (e.g., C-reactive protein, CRP) and an optional measure of patients’ assessment of
global health status (PGA) .

DAS28-remission has been defined as a score of <2.6 [BI2l, |t is the standard measure used in clinical practice;
however, it is not a precise assessment of remission. This score and tender joint count assessment may be
influenced by physical comorbidities, e.g., osteoarthritis or psychosocial factors. Swollen joint counts may also be
inaccurate in remission 29 while objective serological inflammatory markers (ESR and CRP) are non-specific to
RA. Furthermore, the DAS28 joint count excludes the feet and ankles, therefore missing active disease in these
areas 8. It has been shown that some patients in remission do still have evidence of subclinical synovitis on
musculoskeletal ultrasound (US) [L1112][13][14]

There have been multiple attempts to define clinical remission more stringently, including the ACR/EULAR 2011
Boolean remission criteria (TJC28, SCJ28, CRP and PGA all <1) [13l18] CDAJ (TJC + SJC + PGA + Physician GA:
remission = 0.0-2.8) 174 and SDAI (TJC + SJC + PGA + Physician GA + CRP: remission is <5) 18 scores
(comprehensive and simplified disease activity scores, respectively); however, these still include subjective
measures and potentially inaccurate joint counts 318 The concept of ‘deep’ clinical remission has been
considered (DAS28 < 1.98), which is suggested to reflect the absence of biological inflammation; however,

longitudinal outcome data relating to this target have not yet been studied prospectively 29,

Physical examination is known to have a low sensitivity for the detection of mild synovitis, such as that found in
clinical remission; however, musculoskeletal US has proven to be an excellent tool to identify subclinical
inflammation that is associated with risk of relapse and structural damage [22121122] Despite this, the definition of
what constitutes imaging remission remains challenging 23122231 More recently, immunological status has been
shown to predict the likelihood of sustained remission in RA [24l23 This adds another potential dimension to

consider when defining the remission state in RA.

Schett et al. 28 have recently introduced the concept of ‘multi-level’ remission aimed to characterize remission
more precisely (Figure 1). It involves the achievement of different levels/depths of remission. It suggests that a
state of deep remission may be attained if all three categories are achieved; however, this has not yet been used

prospectively.
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Imaging/Serological

O Clinical remission: Absence/very low level of clinical symptoms assessed by
standardised cut-offs of clinical disease activity scores (DAS2B<2.6,
DAS44<] 6, CDAI<2.6, 5DAI<I.3, Boolean remission.

O Imaging/serological remission: Clinical remission + absence of
synovitis/osteitis and no serological evidence of inflammation.

. Immunological remission: Clinical + imaging/serological remission plus Ighi-
RF and ACPA negativity/documented seroconversion)

Figure 1. Shell model of remission states [28],

3. DFR Remission in Patients with RA Treated with cs-
DMARDs
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DMARDs are indicated for the treatment of inflammatory arthritis, e.g., RA; however, they are also used to treat
other disorders [ZZ. cs-DMARDs are typically used as first-line agents, alone or in combination. Commonly used
cs-DMARD:s include methotrexate (MTX), hydroxychloroquine (HCQ), leflunomide (LEF) and sulfasalazine (SSZ).

They are mostly oral preparations (except for MTX, which can also be injected subcutaneously) 28],

Some of the earliest data on withdrawing cs-DMARDS come from historical observational studies. These studies
often focus on older conventional cs-DMARDSs, which are no longer used in first-line RA treatment, e.g., gold and d-
penicillamine (2239 |t has been demonstrated that DFR is possible in a minority of cases. Most of the evidence for
discontinuing cs-DMARDSs to achieve sustained DFR comes from randomized controlled trials (RCTs) for patients
with stable RA on a range of monotherapies [2213111321[331134] ' Many of the DMARDs studied, however, are now rarely
used in practice. Additional evidence comes from RCTs and observational studies in which a step-down approach
in treatment was followed (combination DMARDSs reduced to monotherapy). These demonstrated sustained clinical

response to treatment after tapering in early RA patients [221[36I[371[38]
Table 1 summarizes the studies discussed.

Table 1. cs-DMARD DFR remission studies.

. . RA Disease o o %DFR DFR-Predicting X
Study Design Authors n Treatment/Intervention ) Remission Criteria o Follow Up Period
Duration Remission Factors
Can disease-
modifying
anti-
rheumatic
drugs be N
i . Tiippana . o
discontinued . Single or combination Cs- o §
. Observational etal., 70 Early RA 5/6 ARA criteria fulfilled. 16% N/A 15 years
in long DMARDS tapered
) 2010
standing
rheumatoid
arthritis? A
15-year
follow-up
Prevalence Observational van der Leiden Single or combination Cs- Early RA Had to fulfil 3 criteria: Leiden Absence of Minimum of 1
and Woude et EAC DMARDS tapered EAC autoantibodies year after
predictive al., 2009  cohort: (1) No current use of cohort: ((ACPAand IgM-  discontinuation
factors for 454 (MTX/SSZ/HcQ) DMARDs/corticosteroids, 1506 RF) and short of DMARD
sustained (2) No swollen joints, therapy
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%DFR DFR-Predicting .
Follow Up Period

. . RA Disease o o
Study Design Authors n Treatment/Intervention . Remission Criteria o
Duration Remission Factors
disease- British and (3) Classification as British symptom duration
modifying EAC DMARD-free remission EAC at presentation
antirheumatic Cohort: by the patient's Cohort:
drug-free 895 rheumatologist. 9.4%
remission in
rheumatoid
arthritis:
results from
two large
early arthritis
cohorts
Single or combination
therapy with cs DMARDSs;
(1) Non-use of cs or Early RA and lower
methotrexate . .
. bDMARDSs and disease activity
Jung et (MTX)/sulfasalazine
KIMERA Observational . . X Early RA glucocorticoids, (2) 46.1% (DAS28 <2.26) at 48 months
al., 2020 combined with high-dose
o DAS28 <2.6, and (3) no csDMARD
glucocorticoid; MTX o .
swollen joints. withdrawal
combined with TNF-
inhibitors tapered
Randomized .
Placebo or withdrawal of
placebo- . . .
at least one 2nd line cs- Established Lower maintenance
controlled Ten . . .
DMARD (chloroquine, RA. Median o X dose of second line
study of RCT Wolde et 285 . 5/6 ARA criteria fulfilled 62% 52 weeks
) HCQ, gold, d- duration 8-9 drug and absence
stopping al., 1996 . )
. penicillamine, SSZ, AZA or years. of RF
second-line
) MTX)
drugs in RA
D- Double blind Ahern et 38 Tapering of d-penicillamine  Established RA 5/6 ARA criteria fulfilled 21% None 12 months
penicillamine RCT al., 1984 (6-11 years)
withdrawal in

5/15
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. . RA Disease o o %DFR DFR-Predicting .
Study Design Authors n Treatment/Intervention . Remission Criteria o Follow Up Period
Duration Remission Factors
rheumatoid
arthritis

MTX/combination cs
Absence of ACPA

Multi center DMARD/ combination cs- Early disease .
_ Markusse and using MTX
randomized DMARD (symptom r' n
BeST i i etal., 508 ) o ) DAS44 <1.6 14%  rather than SSZ as oyears  €I1NJ
single blind +prednisolone/combination duration < 2
X 2015 . the last csDMARD
trial cs DMARD with MTX and years) .
. before withdrawal
Infliximab
nbe,
Triple cs-DMARD (MTX,
SSZ and HCQ) with
glucocorticoid bridging or
Kuijper et MTX monotherapy with
tREACH RCT . 281 Py Early RA DAS28 <1.6 2.4% N/A 2 year
al., 2016 glucocorticoid bridging
TNFi and MTX if the
DAS28 was >2.4. elet.
Heimans . Early RA or
MTX and prednisolone, . .
IMPROVED RCT etal., 610 Undifferentiated DAS44 <1.6 21% Absence of ACPA 2 year
then tapered .
2016 arthritis
BioRRA Interventional Baker et 44 Cessation of cs-DMARDs Established RA DAS28-CRP < 2.4 48% Absence of RF, 6 months
cohort study al., 2019 shorter time from
diagnosis to starting
first DMARD -
irst ! P. X

8.

9.

10.

shorter symptom )
duration at time of he|r
diagnosis, longer
disease duration

fulfilment of

ACR/EULAR
Boolean remission
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1 . . RA Disease o o %DFR DFR-Predicting . j R .
Study Design Authors n Treatment/Intervention . Remission Criteria o Follow Up Period A, .
Duration Remission Factors

criteria and longer
time since last
DMARD change

Absence of genes
within peripheral
CD4+ T cells;
1 FAM102B and
ENSG00000227070
Presence of gene
within peripheral
1 CD4+ T cells:
ENSG00000228010
veen

clinical remission and continued structural deterioration in rheumatoid arthritis. Arthritis Rheum.
2008, 58, 2958-2967.

14. Brown, A.K.; Quinn, M.A.; Karim, Z.; Conaghan, P.G.; Peterfy, C.G.; Hensor, E.; Wakefield, R.J.;
O’Connor, P.J.; Emery, P. Presence of significant synovitis in rheumatoid arthritis patients with
disease-modifying antirheumatic drug-induced clinical remission: Evidence from an imaging study
may explain structural progression. Arthritis Rheum. 2006, 54, 3761-3773.

15. Felson, D.T.; Smolen, J.S.; Wells, G.; Zhang, B.; van Tuyl, L.H.; Funovits, J.; Aletaha, D.; Allaart,
C.F.; Bathon, J.; Bombardieri, S.; et al. American College of Rheumatology/European League

gainst Rpeumatismravisignal definijion of,remission in rheumatoid arthritis for,clinicg trials.
| %r ﬁﬂeﬁ:lféﬁ%lpgﬁfg patients Receiving Treatment with'cs-

16. Singh, J.A.; Saag, K.G.; Bridges, S.L., Jr.; Akl, E.A.; Bannuru, R.R.; Sullivan, M.C.; Vaysbrot, E.;
SevaeN fasititona . ; eearfie RN Siatedriprediet. the aH2eITA metiternmsefeafiRitsuaiatofsgyMARD
witigavelite dehigve PiedtrpePMARhéaeEmids0thatsor thiells Rikeuach@ie20UIEN687 T-spategies have

been employed with the goal of establishing remission earlier in the RA disease course. This supports the window
17. Aletaha, D.; Nell, V.P.; Stamm, T.; Ufmann, M.; Pflugbeil, S.; Machold, K.; Smolen, J.S. Acute
of opportunity h¥pothe5|s for RA treatment <. In addition, oth&r factors associated with cs-DMARD-free remission

_ Bhase reactants add little to comPnosi,te disease actithP(1 indiceﬁ‘or rheumatoid arthritis; Validation
include a longer duration of sustained re ISSIOH_PHOI’ to drug withdrawal =>, the absence of autoantibodies (ACPA

of a ctivity score. Arthritis Res. Ther. 2005, 7, R796—R806. _ ,
and RF)Cﬁ{ﬁ}J‘—&T‘aA\éI fower disease allcltivity (DAS28'< 2.6) at the time of treatment cessation EJ4AALE2] yging
18 eBykexkie/aB. tHe assatotiv ERY .bEReaneith AQRIEIdE ABoresais akzn disitar aitRatiahelecfainde ve lapisging
DFReéRIEteria for remission. Rheumatol. 2012, 51 (Suppl. 6), 16-20.

19. El Miedany, Y.&I_Gaafary, M.; Youssef, S.; Ahmed, |.; Bahlas, S.; Hegazi, M.: Nasr, A. Optlmlzmg
The BioRRA stud is the most comprehensive study of biomarkers for predicting cs-DMARD remission to dafe.
therapy in inflammatory arthritis: Prediction of relapse after tapering or stopping treatment for
Baker et al. deveIoFqu a composite score for the prediction of DFR including qrculatlng inflammatory biomarkers,
rheumatoid arthritis patients achieving clinical and radlologlcal remission. Clin, Rheumatol. 2016,
andsge%hféalzggéy T-cell gene expression. This score was able
AUROC (receiver—operator characteristic) of 0.96 (95% Cl 0.91-1.00), sensitivity 0.91 (0.78—1.00) and specificity

2098 en fbdaghanmitatiovladith®. shiayabnide. skassabietr ;nGhekik, Shd Linatasidhogdaita@iics- DRIR D
inclutisals oltrd oD rRsSIeaBING remigs i ideAifedmatoid arthritis. Diagn. Interv. Imaging 2015, 96, 3—10.

o differentiate future flare from DFR with an

21. Ngluyen, H.; Ruyssen-Witrand, A.; Gandjbakhch, F.; Constantin, A.; Foltz, V,; Cantagrel, A. =

Overall,"it has been shown that cs-DMARD-free’ remission can occur in 14—-48% of patiénts achieving remission,
Prevalence of ultrasound-detected residual synovitis and risk of relapse and structural _

although discontinuing cs-DMARDS carries a 38—80% risk of disease flare. This is probably unacceptably high for
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%DFR
Treatment/Intervention

. ~ . Remission in .
) RA DiseaseRemission . . DFR Predicting Follow Up
Study Design Authors n . . . L Biologic .
2 Drug Withdrawn in  Duration ~ Criteria Factors Period
. Treatment
Italics
Arm
" . g t of
< uinn M 1. Infliximab + MTX cto
Double blind Q Q 6 12
IVEA etal., 20 DAS28 70 - 5 56—
RCT months months
2006 2. MTX
2 Best RCT van den 128 4th study arm: 23 DAS44 56 Lower 24 (USSe,
Broek M et Combination with months baseline HAQ  months de Of
al., 2011 infliximab

ACPA negative

32. Kremer, J.M.; Rynes, R.l.; Bartholomew, L.E. Severe flare of rheumatoid arthritis after
discontinuation of long-term methotrexate therapy. Double-blind study. Am. J. Med. 1987, 82,
781-786.
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3
Study Design Authors n
3
3
3
Double blind Nam JL et
IDEA 112
RCT al., 2014
3
Open label Yamaguchi
HONOR non Aetal., 52
randomized 2020
3
Tanaka Y
RRR * Observational etal., 114
2010
3
Smolen J
OPTIMA RCT etal., 1032
2013

Treatment/Intervention

Drug Withdrawn in
Italics

1. Infliximab +MTX

2. MTX + single
dose IV
methylprednisolone

Adalimumab

Infliximab

Adalimumab +
MTX

Duration

78

weeks

7 years

6 years

<12

months

Criteria

DAS44

DAS28

LDA

DAS28

%DFR

. _ . Remissionin
RA DiseaseRemission

Biologic
Treatment
Arm

76%

21

55

66%

Factors

Lower
baseline
disease

activity

Younger age

Non-smoker

A baseline
DAS28 of
<2.22 0or<1.98

Shorter
disease
duration

A baseline
DAS28 of
<2.22 or<1.98

Good baseline
functional

status

Period

78

weeks

60
months

12

months

52

weeks

gel, M;

DFR Predicting Follow Upp/al of

| study.

L, H.ML;
n

arapy
up.

1g the
3,42,

ans,
al
natoid

ed
NO

40. Klarenbeek, N.B.; van der Kooij, S.M.; Guler-Yuksel, M.; van Groenendael, J.H.; Han, K.H.;
Kerstens, P.J.; Huizinga, T.W.; Dijkmans, B.A.; Allaart, C.F. Discontinuing treatment in patients
with rheumatoid arthritis in sustained clinical remission: Exploratory analyses from the BeSt study.
Ann. Rheum. Dis. 2011, 70, 315-319.

41. Baker, K.F.; Skelton, A.J.; Lendrem, D.W.; Scadeng, A.; Thompson, B.; Pratt, A.G.; Isaacs, J.D.
Predicting drug-free remission in rheumatoid arthritis: A prospective interventional cohort study. J.

Autoimmun. 2019, 105, 102298.

42. Kuijper, T.M.; Luime, J.J.; de Jong, P.H.; Gerards, A.H.; van Zeben, D.; Tchetverikov, I.; de
Sonnaville, P.B.; van Krugten, M.V,; Grillet, B.A.; Hazes, J.M.; et al. Tapering conventional

https://encyclopedia.pub/entry/24066

9/15



Strategies for Achieving Drug-Free Remission in Rheumatoid Arthritis | Encyclopedia.pub

Study

PRIZE

CERTAIN

Patients
with RAin
remission
4 onTNF

blockers:
when and
in whom
can TNF
blocker
4 therapy
be
stopped?

EMPIRE

Design

Double blind
RCT

Double blind
RCT

Observational

Double blind
RCT

Authors

Emery P et
al., 2014

Smolen J
etal.,
2015

Saleem et
al., 2011

Nam et al.,
2013

Treatment/Intervention

Drug Withdrawn in
Italics

1. % dose
Etanercept + MTX

306
2. Placebo + MTX

3. Placebo alone

1. Certolizumab +
MTX
194

2. Placebo

TNFi (Various) +
MTX

47 i
1. Initial therapy

2. Delayed therapy

1. Etanercept +

MTX
110

2. MTX + placebo

RA DiseaseRemission

Duration

<12

months

6
months—

10 years

12
months

<3

months

%DFR f the
Remission in
. ) DFR Predicting Follow Up
o Biologic .
Criteria - " Factors Period
reatmen
.M.; de
Arm
natoid
39 i
DAS2 23-40% 1atoid
weeks
P.J.;
52 2d with
CDAI 18.8%
weeks Ther.
Male gender Iready
First line TNFi
Shorter SaltO,
disease 1
DAS28 59%15% duration &
o months ’20’ 301
Higher and
naive T-cells
and fewer uinn,
IRCs at 'hen
baseline
2.
Starting TNFi
earlier in 52
DAS28 28.1% .
disease weeks

course

50. Ghiti Moghadam, M.; Vonkeman, H.E.; Ten Klooster, P.M.; Tekstra, J.; van Schaardenburg, D.;
Starmans-Kool, M.; Brouwer, E.; Bos, R.; Lems, W.F.; Colin, E.M.; et al. Stopping Tumor Necrosis
Factor Inhibitor Treatment in Patients with Established Rheumatoid Arthritis in Remission or With
Stable Low Disease Activity: A Pragmatic Multicenter, Open-Label Randomized Controlled Trial.
Arthritis Rheumatol. 2016, 68, 1810-1817.

51. Westhovens, R.; Robles, M.; Ximenes, A.C.; Wollenhaupt, J.; Durez, P.; Gomez-Reino, J.; Grassi,
W.; Haraoui, B.; Shergy, W.; Park, S.H.; et al. Maintenance of remission following 2 years of
standard treatment then dose reduction with abatacept in patients with early rheumatoid arthritis
and poor prognosis. Ann. Rheum. Dis. 2015, 74, 564-568.
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n

n

n

n

n

ACT RAY

n

n

Study

TARA

AVERT

DREAM

RETRO

Design

Single blind
RCT

Double blind
RCT

Observational

RCT

RCT

Authors

Van
Mulligen et
al., 2020

Emery P et
al., 2015

Nishimoto
N etal.,
2014

Huizinga
TW et al.,
2015

Haschka J
etal.,
2016

189

94
DMARD

95 TNFi

351

187

556

101

Treatment/Intervention

Drug Withdrawn in
Italics

TNFi or csDMARD
(Various)

1. csDMARD taper

first

2. TNFi taper first
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Immune dysregulation is key to the pathogenesis of RA. Inflammation has a direct effect on T-cell differentiation
and promotes the differentiation and proliferation of naive CD4+ T-cells towards an abnormal phenotype.
Characteristically, there is dysregulation of pro-inflammatory CD4+ T-helper cell subsets (naive, regulatory (Treg)
and inflammation-related cells (IRC)) 276l Abnormalities in T-cell subsets have been found across the spectrum
of RA and can predict progression, from ‘at-risk’ individuals to evolving RA and those in clinical remission 22, In a
study comparing the characteristics of 47 patients undergoing TNFi tapering, Saleem et al. 48] found that sustained
remission was associated with T-cell subset immunological abnormalities. Patients who sustained remission for 24
months presented a higher frequency (%) of naive T-cells and lower frequency of IRCs. Furthermore, the
frequency of Treg cells was higher in the sustained remission group. These proportions were different for the
patients receiving early, aggressive treatment compared to delayed treatment, for whom Treg frequency was

higher.

6.5. Serum Biomarkers and Multi-Biomarker Assays

Multi-biomarker disease activity (MDBA) assays, developed to identify subclinical inflammation at the molecular
level, have been investigated in several studies of RA patients in clinical remission. In general, studies have found
that MDBA scores may be elevated in patients deemed to be in remission according to conventional clinical

definitions 78I These patients were also found to have a higher risk of structural joint damage 4189,

One such score involves a total of 12 inflammation parameters, including markers linked to the acute phase 2. |t
was initially developed and validated to correlate with the DAS28CRP score. Two studies have demonstrated that
the score is better at predicting radiological progression than the DAS28CRP score 881l |n patients with high
baseline MBDA scores at discontinuation of TNFi in the POET study, discontinuation may have allowed a

recurrence of residual subclinical inflammation and the need to recommence TNFi treatment 22,

Collectively, these findings indicate that evaluating subclinical inflammation using serum biomarkers may be a
useful tool to determine risk of flare/high risk candidates in whom tapering or discontinuation of therapy should not

be initiated. Validation of this work is required.
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6.6. Deep/Multi-Level Remission

As previously described, it is thought that achieving deep clinical remission is required to facilitate DFR 28],

Building on this, Gul et al. 82 aimed to define remission more precisely using a multi-dimensional model of
remission using clinical, US and T-cell subset measures (for patients treated with either cs or b-DMARDS). In this
cross-sectional study, considerable heterogeneity of DAS28 remission was observed with respect to these
characteristics, with some patients showing evidence of high inflammatory markers and joint counts, evidence of
synovitis on PD US and persistent T-cell subset abnormalities (which should not be present in remission).
Definitions for clinical, US and T-cell subset remission were created and the achievement of all three was thought
to represent a state of complete remission (multi-dimensional remission (MDR)). Out of approximately 200 patients,
only 30% satisfied the criteria for MDR. These patients were found to have lower PRO scores. Further work has
resulted in the development of a predictive model for successful tapering (towards DFR) of cs-DMARDs and work
is underway to replicate this in a cohort of patients undergoing tapering and discontinuation of b-DMARDs 83l This

could help inform tapering strategies in clinical practice.
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