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Glucocorticoid discontinuation in patients with early
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disease-modifying antirheumatic drugs: 2019 update
[Ann Rheum Dis. 2020;79(6):685-699.]
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Recommen dations
Short-term glucocorticoids should be considered when initiating or changing csDMARDs, in different dose 1a A 8.9

regimens and routes of administration, but should be tapered as rapidly as clinically feasible.
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CLINICAL SCIENCE

Dynamical trajectory of glucocorticoids tapering and
discontinuation in patients with rheumatoid arthritis
commencing glucocorticoids with csDMARDs: a real-

world data from 2009 to 2020 [Ann Rheum Dis. 2021:80:997-1003.]
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Four Different Treatment Strategies in Patients With
Early Rheumatoid Arthritis (the BeSt Study)

Clinical and Radiographic Outcomes of

508 patients enrolled and

randomized
v v v v
126 assigned to 121 assigned to 133 assigned to initial 128 assigned to initial
sequential step-up combination combination therapy combination therapy
monotherapy therapy with prednisone with infliximab
(group 1) (group 2) {group 3) {group 4)
4 4 4 ) | |
. Initial nitia
Sequential Step-up .ta , oL
monotherap Combination combination combination
y + KEHHPSL + IFX
\_ \_ \_ J
100 -
i
&0
! ;
=
g
]
=5
B Mo progression SHS =05
gﬂ B Mo progression SHS =500
3
g

eS
BeSt (2005)

[Arthritis Rheumatol. 2005:52(11):3381-90.]

« 508 A, early RA (1987 ACR, HJE <2y) Tactive/s BE %
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m group 1: Sequential monotherapy
(MTX 15-30mg/w— SSZ— LEF— MTX/IFX— Gold/mPSL— MTX/CSA/PSL)

m group 2: Step-up combination therapy
(MTX 15-30mg/w— +SSZ— +HCQ— +PSL— MTX/IFX— MTX/CSA/PSL— LEF)

m group 3: Initial combination + X&E&EPSL
(MTX 7.5mg/w+ SSZ 2e+ PSL 60mg (TwT7.5me, Ei#7: 528w Toff)— MTX 25-
30me/w E Cup — MTX/CSA/PSL— MTX/IFX— LEF— Gold/mPSL— AZA/PSL)
m group 4: Initial combination + |FX
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_ : IMPROVED
A two-step treatment strategy trial in patients
with early arthritis aimed at achieving remission: EAM I:hRoyEzo[l)&glOi?zgm |
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n=161

Am> B SMTEREA HMTXEHR, DAS=1.67 5ADA+MTX

S - Arm 2: ADA 40mg/2w+MTX 25mg/w,

SMTERRA HMTXER, DAS=1.670 5ADA/w+MTX
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GC+csDMARD

Low-Dose Prednisone Inclusion in a Methotrexate-Based, Tight Control C AM ER A_ | | < 201 2)

Strategy for Early Rheumatoid Arthritis
[Ann Intern Med. 2012:;156(5):329-39.]
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COBRA
GC+csDMARD

Randomised comparison of combined step-down prednisolone,
methotrexate and sulphasalazine with sulphasalazine alone in early CO B R A <1 9 9 7)

rheumatoid arthritis [Lancet 1997;350(9074):309-318.]
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« Combined-Tx&t (n76): PSL (TwT60—7.5mg, 28w off)+
SSZ 2g+ MTX 7.5mg/w (40w off)

« SSZ&f (n79): SSZ 2g Ed
End point: Pooled index (5%81Z), Sharp score

e faE: 28w pooled indexlZCombined-TxEEA R Ly
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COBRA Combination Therapy in Patients With COBRAEEH <2002>

Early Rheumatoid Arthritis
[Arthritis Rheumatol. 2002;46(2):347-56.]
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Intensive combination treatment regimens, including .
prednisolone, are effective in treating patients with CO B RA' I |ght (2 01 5> GLcsOUARD
early rheumatoid arthritis regardless of additional : _ _ ]

etanercept: 1-year results of the COBRA-light [Ann Rheum Dis. 2015;74(6):1233-40.]

open-label, randomised, non-inferiority trial
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M"ﬁi@] v“c;-e)iZ—ll 10 mg/w IYTﬁd) DAS, HAQ, SHS@,‘%—\__'\TJ: < %'JTEH’@“%
ve st | * ETNBE DO OIZLDATH RSB W oo .

.




Effectiveness of methotrexate with step-down
glucocorticoid remission induction (COBRA Slim)
versus other intensive treatment strategies for early
rheumatoid arthritis in a treat-to-target approach:
1-year results of CareRA, a randomised pragmatic
open-label superiority trial

COBRA Slim (2017)

[Ann Rheum Dis. 2017;95(1):219-231.]
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week 2 20 mg
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week b 7.5 mg
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week 1 30 mg
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COBRA &, RAYU X7 TRERIL LEHME L 72
open-label RCT.

ERA 379 A % Erosion/DAS/RF/CCPT
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5 (BeSt study)

Table 1 Patient characteristics for overall primary prednisone
discontinuation in arm 3 of the BeSt study

Total No success Success
Characteristics n n=93 n=37 n=56
Age, years® 93 54 (14) 52 (15) 55(12)
Gender, female, % 93 65 78 55
Symptom duration 93 23 (15-58) 23 (17-51) 24 (14-59)
BL, weekst
DAS at BL* 93 4.3(0.9) 4.3 (0.8) 4.2 (0.9)
SJC at BL* 93 14 (6) 15 (6) 14 (6)
RAl at BL* 93 14 (6) 14 (7) 13 (6)
ESR at BL* 93 35 (22) 32 (20) 36 (23)
VAS GH at BL* 93 49 (22) 45 (20) 51(23)
DAS at stop visit* 93 1.6 (0.6) 2.0 (0.3) 1.4 (0.6)
RF, positive, % 93 66 59 70
ACPA, positive, % 90 53 61 48
Erosions, present at 91 74 76 72
BL, %

*Mean (£5D).
tMedian (IQR).

« BeSt study arm 3 (GC+MTX+552)
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2 (BeSt study)

Table 2 Logistic univariable and multivariable logistic regression analyses evaluating which factors are associated with overall successful primary
prednisone discontinuation in arm 3 of the BeSt study

Final multivariable model*

Univariable model n=91, R?=0.2390

Variable OR (95% Cl) P value OR (95%Cl) P value
Age, year 1.02 (0.98 to 1.05) 0.32

Gender, female 0.34 (0.13 to0 0.88) 0.03

Symptom duration BL, weeks 1.00 (0.99 to 1.01) 0.94

DAS at BL 0.91 (0.56 to 1.47) 0.69

DAS at stop visit 0.05 (0.01 to 0.21) <0.01 0.05 (0.01 to 0.22) <0.01
Autoantibody, positive 0.89 (0.34t0 2.32) 0.81

*The final multivariable logistic regression model was based on a stepwise backward selection of predictors (see online supplemental file 1).
BL, baseline; DAS, Disease Activity Score.
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Table 3  Patient characteristics for overall primary prednisone
discontinuation in the IMPROVED study

Total No success Success
Characteristics n n=400 n=158 n=242
Age, years*® 400 52 (14) 52 (13) 52 (14)
Gender, female, % 400 63 72 57
Symptom duration 394 16 (8-30) 16 (8-32) 16 (9-30)
BL, weekst
DAS at BL* 398 3.0(0.8) 3.2(0.9) 2.9(0.8)
SIC at BL* 399 7 (6) 8 (6) 6 (6)
RAI at BL* 399 6 (4) 7(4) 6 (4)
ESR at BL* 400 29 (24) 31 (25) 28 (23)
VAS GH at BL* 398 426 (23.2) 47.2 (21.6) 39.7 (23.8)
DAS at stop visit* 400 1.0 (0.4) 1.1(0.4) 0.9 (0.4)
RF, positive, % 386 60 63 58
ACPA, positive, % 391 60 57 62
Erosions, presentat 391 15 16 15
BL, %

*Mean (£5D).
tMedian (IQR).
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(R (IMPROVED study)

Table 4 Logistic univariable and multivariable logistic regression analyses evaluating which factors are associated with overall successful primary
prednisone discontinuation in the IMPROVED study

Final model*

Univariable model n=380, R’=0.0828

Variable OR (95%Cl) P value OR (95% Cl) P value
Age, year .99 (0.99 to 1.01) 0.99

Gender, female (.52 (0.34 to 0.80) <0.01 0.59 (0.37 t0 0.94) 0.03
Symptom duration BL, weeks 1.00 (0.99 to 1.01) 0.96

DAS at BL 0.66 (0.52 to 0.85) <0.01 0.72 (0.55 to 0.94) 0.02
DAS at stop visit 0.23 (0.13 to 0.41) <0.01 0.22 (0.12 to 0.41) <0.01
Autoantibody, positive 0.83(0.52t0o 1.31) 0.41

*The final multivariable logistic regression model was based on a stepwise backward selection of predictors (see online supplemental file).
BL, baseline; DAS, Disease Activity Score.
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