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Introduction

EULAR recommendations for the management of
rheumatoid arthritis with synthetic and biological
disease-modifying antirheumatic drugs: 2022 update

1. After glucocorticoids have been discontinued and a patient is in sustained remission, dose reduction of DMARDs
(bDMARDs/tsDMARDs* and/or csDMARDs) may be considered.

EULAR recommendation
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Arthritis Patients in Sustained Remission
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o MTXEHI 28.7% (p=0.006 [vs MTX+ETN])
« ETNEHA 49.5% (p=0.004 [vs MTX+ETN])
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Tapering towards DMARD-free remission in established
rheumatoid arthritis: 2-year results of the TARA trial
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Taper DMARD's HR 3-02 (95% C1 1-69-5-40); p=0-0003
Stop DMARDs HR 434 (95% 01 2-48-7-60); p=0-0001
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Taper DMARDs 93(4) B5(4) Bi(4) 74(4) 72(4) 63(6) 63(6) 59(7) 5S2(B) 48(53)
Stop DMARDs 96 (2) 88 (2) 81(2) 72(3) 72(3) GSb(4) 49(5) 43(8) 40(9) 36(43)
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Figure 2. Flare Rate Within 12 Months (Primary Outcome) in Half-Dose vs Stable- Dose Antirheumatic Drug Treatment
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Methods
Outcome
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Stable-dose Half-dose Half-dose
(n=F8) (n=41) 0-12 months, then
withdrawal (n=37)
."-'l.gE. WEArs 55-1 (11-8) 57-0{12.9) 53-8 (10-9)
Sex
Fernale 50 {b4%) 30 (F3%) 24 (B65%)
Male 28 (36%) 11 (27%) 13 (35%)
Time since first swollen joint, years 13-4 (2-6-4-4) 3-1({2-3-4.5) 3-2 (2-4-4-0)
Current smoker 14 {18%) o (12%) 8 (22%)
BMI (kg/m?) 25.7 (22-8-28-4) 25.9 (23-5-28-3) 25.4 (24-1-27-8)
Positive for anti-citrullinated peptide 57 (73%]) 32 (7a%) 31 (B4%) - - =1 N =) = N =)
antibodies : B B J *J‘LCCP?J‘L{$B§’|$75\7~8%IJ~ RFB’ﬁ_'lgEh\6~7%IJ$§EF§
Bositive for theumataoid factor G (B9 26 [63%) 27 (738
Medication
Methotrexate monotherapy bl {78%) 35 (85%) 31 (E4%)
Methotrexate monotherapy oral 51 {65%) 26 (63%) 26 (70%)
Methotrexate monotherapy 10 (13%) 0 (22%) 5 (14%)
subcutaneous
Methotrexate, sulfasalazine, and 10 (13%) 3 (7%) 3 (B%)
recychloraguine - N S
e emact s0un s s REBADBEETANL FH—F BB ESNTHY.
rexa 52 N users, mowes -0 (4 T4 5 (4 S
th REAN1IMg/WIRE
Sulfasalazine dose in users, mg/day 1769 (438) 1625 (750) 1500 (577)
Hydraxychloraquine dose in users, 400 (0} 400 (0] 360 (29)
mg/day
Leflunomide dose in users, mg/day 20-0 (MA) 200 [MA) O (MA)Y
Prednisolone 0 2(5%) 2(5%)

Prednisolone dose in users, mg/day 0 (0} 3-8 [1.8) F1(2-7)
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Measures of disease activity ﬁE;EiﬁgEg¥ E#%?Q%Ei ﬁﬁi}ﬁq:ltﬁ

Disease Activity Score 0-8 (0-4) 0-8 {0-3) 0-8 (0-3)

Simplified Disease Activity Index 0-8 (0:5-1-6) 0-8 (0-3-1.9) 1.0 (0-5-2-1) i%lzﬁj\w %%h§DASEﬁE ~ SDAI Eﬁg N ACR'EU LAR
ACR—EULAR Boolean remission 61 (78%) 28 (b 23 (62%) Boolean %ﬁg% ﬁf: L'C L \ é

Simplified Misease Activity Index 73 {045 24 (B3u) 33 (Bo%)
rermissian

Swollen-joint count§ 00 (040} 0-0{0.0) 00{0.0)
Tender-joint count (Ritchie Articular 0.0 (0-0-0-0) 0-0{0-0-0-0) 000 0-0-0-0)
Index)

Erythrocyte sedimentation rate, 70 (4-0-14-0) 7-0{50-11-0) 70{3.0-14-0)

mim/h (narmal valve <17mm/hin
wiormnen and <12mm'h in men)

C-reactive protein, mo/fL (normal 2.0(1.0-3-0) 2-0(1-0-3-0) 2.0(1-0-5-0)
value <4 mg/L)
Glabal assessment (0-10)
Patient 0-4 (0-1-1-0) 03 (0-1-1.0) 05 (0-1-1-1)
Physician 0-1(0-0-0-4) 0.0 (0-0-0-2) 0.0 (0-0-0-5)
Functional outcomes
PROMIS Physical Function 56-1(7-4) 55.0(7-8) 56.0(7-2)
Fatigue WAS (0-100 mm) 5.5 (1-0-24.0) 10-0{2-0-25.0) 8.0(1-0-34-0)
Jaint pain VAS {0-100 mm) 3.0 (1.0-9-0) 3-0(1-0-10-0) 50 (1-0-10-0) . ‘g s
Radi.,g,zphic joint damage Van der Heijde modified sharp scoret,E DEHH1TEE
Total van der Heijde madified Sharp 1.0 (0-0-4-5) 1.0{0-5-3-5) 1.0{0-0-2.0)
score
van der Heijde Sharp Erosion score 0.5 (0-0-2.5) 1.0(0-5-2-0) 05 (0-0-1-0)
van der Heijde Sharp |oint Space 0-0 (0-0-2-0) 0-0{0-0-1-0) 00 {0-0-0-0)

Marrawing score

Ultrasound outcomes

Total power Doppler signal score 0-0 (0-0-0-0) 0-0{0-0-0-0) 00 {0-0-0-0)

Total grey scale score 1.0 (0-0-2-0) 1.0{0-0-3-0) 1.0{00-3-0) E%i&*ﬁﬁf%{] 90%75§PD§67:;#\’31-:

Mo power Doppler signal in any joint® 72094%) 38 (93%) 34 (92%)




Results

Primary endpoint: 2L 7 2!) —4 &

— Stabledose —— Half-dose ~ —— Half-dose tapering to withdrawal
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H‘l = B +EREH
2 bl Ll—l
| 5 Time of withdrawal 57%
= &8 40 {arm 3) T |
= 7 0
A i Risk of flare iﬁ’}iqﬂﬂ:ﬁ 38%
PN ag Half-dose vs stable-dose aHR 2.9 (95% C11.5-5-9) il
A Half-dose tapering to withdrawal vs stable-dose aHR 4.2 (2-2-8-2)
N Half-dose tapering to withdrawal vs half-dose aHR 1-4 {0-8-2.7)
i
i -:I- é '.I.r.E JIEI EIEI EI-:'l .ErE 3.12 EIIS-
Number at risk Manths
(number censored)
Stabledose 78(0) 78(0) 76(0) 74(0) 72(0) 66(3) B4(4) 59(6) G56(B) 53(10)
Half-dose 40(0) 39(0) 35(0) 33(0) 29(1) 26{1) 25(1) 24(1) 23(1) 21(2)
Half-dosetaperingto 37(0)  35(0) 32(0) 31(0) 21(2) 20(2) 16(2) 16(2) 14() 13(2)
withdrawal
---------------------------------------------------------------------------------------- -1
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Results

Primary endpoint: 36/ B Z$17HACR-EULAR BooleanZ fi#

Remission (unadjusted) Absolute risk difference™

Stable-  Half- Half-dose Half-dose vs Half-dose Half-dose

dose dose 0-12 months, stable-doset  0-12 manths, 0-12 months, L Eli % ?Q li A+ VS 1;E % ;‘ll:? 9? £¥
then wathdrawal then wathdrawal thenwithdrawal

vs stable-doset v half-dose ACR-EULAR BooleanE D) RV &
ACR-EULAR Boolean remission -11.2 (95%C| -29.2 to _69)

12months  56/77  35/39 22136 103 T NA
(73%)  (64%)  (B1%)S (-25-2 ta 45)9

24 manths 4773 21/37 20435 b7 -6-2 0-4 ik =G mm| H¥ 2L 7 S
(64%)  (57%)  (57%) (-260ta126) (-256t6131)  (-21.9ta22.8) * '$ﬁ'm il T VS ﬁE;E":' Jﬁg¥

6months  55/67  25/36  19/34 112 248 137 ACR-EULAR Boolean%ﬁ’q’;d) UZO%
(B2%)§  (69%)  (56%)% (-232t069) (438to-58) (357t 83)

-24.8 (95%ClI -43.8 t0 -5.8)

Data are n/M (%) or absolute risk difference (95% Cl} in the per-protocol population. ACR=American College of
Rheumatology. EULAR=Alliance of Associations for Rheumatology. NA=Not applicable (same treatment the first
12 months). * Absolute risk difference, calculated with mixed-effect logistic regression with random effects for both

patient and study centre, in |atter to account for the centre stratification. tReference group. £0ne patient did not

attend the 1-year visit (but attended visits afterwards), and is excluded in the denominator. §0ne patient did not take E'ﬁ % ?ﬁ 5_ E¥ ;’Eﬁ ;‘Jﬁ b JJ: Ei t :E) ‘ —
. =

blood samples, and is excleded in the denominator. §The two groups using half-dose for the first year pooled in this s " .
anlyis. ERaEBFEIYD
Table 2: Remission at 12, 24, and 36 months ACR-EULAR Boolean&fZ[Z7xL) <L




Results

Van der Heige modified scoreM Z 1t

Secondary endpoint: van der Heidge modified score
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Stable-dose Half-dose Half-dose
(n=78) (n=40) 0-12 months, then
withdrawal (n=37)
Patients with =1 adverse events b5 (B83%) 36 (90%) 36 (97%)
Patients with =3 adverse events 39 (50%) 19 (48%) 13 (35%)
Mumber of adverse events per person 2.8(2-1) 3-0(2-6) 2-3{1.5)
Patients with senous adverse events 13 (17%:) A 710%) B (16%)
Adverse events of special interest
Any type of infection” 40 (51%) 20 (50%) 13 (35%)
Gastrointestinal symptomst 14 (18%) 7 18%) Q {24%)
Cancerf 2 (3%} 0 3 (8%}
Death 1 (1%) o 0
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Discussion
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Limitation
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