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b. Short-term glucocorticoids should be considered when initiating or changing csDMARDs, in different dose
regimens and routes of administration, but should be tapered as rapidly as clinically feasible,
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Glucocorticoids

Initiation of a csDMARD without short-term
(<3 months) glucocorticoids is conditionally
recommended over initiation of a csDMARD with
short-term glucocorticoids for DMARD-naive
patients with moderate-to-high disease activity

Use of glucocorticoids

Addition of/switching to DMARDs is
conditionally recommended over continuation
of glucocorticoids for patients taking
glucocorticoids to remain at target
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Method

€ Design
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Method

& Exclusion Criteria
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Method

€ Procedure
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Method

€ Primary outcome
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Method

& Secondary outcome
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Method

& statistics
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Outcome
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224

40
26
18

65

Randomized 451

Allocated

Did not receive intervention 2
Declined
Error, then ineligible

Safety population 448

Declined/lost to follow up 5
before first efficacy assessment

Modified ITT population q44

Excluded from PP analysis 140
{one or more of:)
Early co-intervention
Adherence < 80%
Discontinuation, missing data
Failed eligibility
Unblinding

156

PP population (at 3 months) 304

31

42

141

148

Premature discontinuation 166
(from ITT popuiation)

Adverse event

Active disease

Other

Completed per protocol (2 yr) 278

31

46




Outcome

Prednisolone  Placebo
(n=224) (n=225)
General
Age: mean (SD; max) 72.5(5.3; 87) 72.6 (5.4; 85)
BMI 27.2 (4.5) 27.2 (4.4)
Obese (BMI 230; %) 24 23
Female, n (%) 160 (71) 156 (69)
RA
Disease duration 10.8 (10.4) 10.4(10.2)
DAS28* 4.43 (1.04) 4.60 (1.05)
RF/anti-CCP, n (%)
Both - 57 (25) 45 (20)
Anti-CCP + 119 (53) 134 (60)
Specific history, n (%)
Infections 4 (18) 47 (21)
Osteoporosis 56 (25) 61(27)
Baseline DEXA T-score <-2.5 25(11) 38(17)
Prevalent spine fracturest 68 (32) 78 (36)

Antirheumatic therapy
Previous

GC use

Ongoing

DMARD

MTX

Biologic
Anti-TNF
Monotherapy
NSAID

Actual baseline change therapy#

Start biologic
Stop biologic

Comorbidities (count/patient)

All (including history), mean (SD)
median (q1-q3; max)

Active, mean (SD)

median (q1-q3; max)

Medication (all indications)
Total number of drugs/pt, mean

median (range)
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105 (47)

169 (75)
127 (57)
36 (16)
26 (12)
8 (4)
57 (25)
28 (13)
3
0

33(3.9)
6(4-9; 21)
2.2(2.8)
4(2-6; 14)

7.0
7(0-17)

104 (46)

187 (83)
153 (68)
29 (13)
20 (9)
8 (4)
54 (24)
33 (15)
5
1

3.1(3.3)
5 (3-8; 26)
2.0(2.9)
3 (2-5; 15)

7.1
7(1-19)
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DAS28: 4.43 vs 4.60
HLCCP: 53% vs 60%

GC{ERE: 47% vs 46%
MTXBER: 57% vs 68%
Biof3fFH: 16% vs 13%




Outcome

Online supplementary appendix Table s 3.
Open-label glucocorticoid (GC) treatment during trial.*

all indications

for RA

prednisolone placebo prednisolone placebo
per site
oral 74 79 30 42
joints, bursae, tendons 43 46 26 27
intramuscular,
subcutaneous 39 62 34 57
intravenous 4 2 0 0
total 160 189 90 126
patients 81 86 57 65
with substantial GC
protocol deviations 7 12
mean events/pt 1.6 1.9
mean first administration
(months after baseline) 13.0 8.5

* prednisolone, n=221; placebo, n=223.
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Outcome 241% |- PSLE¢ (2, DAS287°0.37{E T.
€ Primary outcome

change absolute

0.0 . . ~4.5 0.0+ - 4.5
9 primary model 435 model with time as observed
treatment interaction —0.5 4.0
“0.5 4.0 —0.5 4.0
= -1.0- 3.5
-1.0 placebo 3.5 1.0 -3.5
-1.5- -3.0
-3.5 3.0 —1.54 -3.0
rednisolone _ =2.0- — ‘ ' 1 -2-5
2.0 ‘p 2.5 = ‘ ‘ 1 =25 o 3 6 12 18 24 months
0 3 6 12 18 24 monthS n 201182 165 143 121

o 3 6 12 18 24 months
205 190 162 137 134

- AR E HOLDIHATERIL, IFTRE.
- 2 ICPSLEFDODAS28IEPBOAE & 1) 0.371E Ly (95%CL 0.23, p<0.0001).



Outcome
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Table 2 Prednisolone is more effective than placebo: short-term (3 month) effects on disease activity in the per protocol population*

Prednisolone (n=156) Placebo (n=148)
Baseline Change Baseline Change Difference
DAS28
Modelt 4.40(1.04) -1.32 (1.06) 4.45 {(0.99) -0.76 (1.12} -0.62(-0.44)%
Unad|usted 4,40 (1.04) ~1.36 (1.14) 446 (0.99) -0.73 (1.21)
DAS components unadjusted
ESR 28.5(20.2) -7.4{15.9) 28.4{20.7) ~2.20128) -52
Tender joint count 49(44) ~2.7 {3.6) 5.5(4.7) ~2.1 (5.0) -0.6
Swiollen joint count 29(3.3) -2.1{3.2) 333395 -1.6(32) 0.5
Patient global ass. 5642.4) -1.7 (2.8) 5222) -0.6 (2.5) -1.1
Other core set
Pain 5.4(2.5) -1.72.7) 51123) -0.7(2.5) -1
Fatigue 5.1{2.6) -0.8(2.4) 4.8(2.8) -0.4(22) -0.4
Physician global ass. 44{2.0) 2042.2) 45120) 1.5022) 0.5
HAQ 1.2{0.7) -0.2 {0.5) 1.100.7) 0.0(0.4) -0.2
CRP {mafl) 91(134) -35{13.6) 10.1 {13.8) ~21(11.9) -1.4
Spal 187 (8.7) -8.71{7.9) 195(9.4) ~6.2 (9.2) ~2.5
oAl 17.7(886) -84(1.5) 185(9.2) -6.1 (9.0) -23
Response §
EULAR NNT
Good 63 (41) 22(15) 41 38
Moderate 43 (31) 47 (33) 1
None 43 (28) 75 (52) -14
ACRS
20 53(36) 33 (24) 12 33
50 30(20) 13(9) 17 9.2
70 1248) 211) 12 149
State
Minimat disease 57437) 20(14) 37 43
Boolean remission 5{3.2) 1(0.7) 4 40

EULAR
40_] ——r
30
20-
10
0
moderate good
disease activity state
40|
1 mm prednisolone
30 mm placebo
20-
10 ]
o ...
minimal Boolean
disease activity remission

(

DAS28 < 2.60)

7/

40 ACR
I;
o B
1
1
20]
|
10
1
1
o 4
20 50 70

WINOFEMEETEHLE—B L TEEEFHEIET
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€ Primary outcome

Table 4 More AESI in prednisolone patients; safety population

Prednisolone (n=224) Placebo (n=225) ’;I::\I__J_: A—I_IE D %’ % E_g_ gQ cj: P S I_ %i (6 O %) IS ,

Number of patients with at least one AES! * 134 (60%) 111 (49%)

SAE only 25 25

Other AESI only 79 65 A

SAE and other AESI 30 21 PBOEi (4’9%) (; L) %75\ O 7L:
By organ class {per 100 person-yaars) t SAE Other SAE Other

AESI AESI

Cardiac disorders? 1.7 0.0 2.2 0.0 - - -

2 : (adjusted relative risk 1.24, 95%

Gastrointestinal disorders 1.7 1.7 06 20

Infections and infestations§ 73 350 45 256

Injury, poisoning and procedural complications 08 4.0 1.7 22 C I_ 1 O 4 N O O 2>

Neoplasms benign, malignant and unspecified {incl cysts and palyps)¥ 25 1.1 20 03 - 7 p — - -

Nervous system disorders 20 0.0 25 03

Respiratory, thoracic and mediastinal disorders 2.0 25 08 06

Other 4.5 23 28 14

Total 23 55 18 39 .

By protocol-defined category Eﬁ-kk_ 7—\ ﬁ .I_Hli_l. EE % (SA E> (/— ;é' ‘j: 7—\ L \
Infection % 124 16 9N ==/ = = =L H
Urinary tract 4 49 4 29
Pneimonia 2 17 2 13 .

Other 2 58 10 49 ﬁg';_ga‘%‘j: = 5j‘by"— NEsA LY
Cardiovasculart 8 2 6 0  —| :..El- 700N 7|< IE & .
Symptomatic fracture* * 2 " 4 6

New onset

Hypertension 1 4 0 7 i _:l—'E ==

Diabetes mellitus 0 211 0 it G Ctl:_\__rﬁ U) ﬁ = -__:3'% cj: i *L .
Cataract 0 7 2%t 6

Glaucoma 0 1 0 3

Other§s 43 43 35 26

Total &0 184 63 140



Outcome
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Outcome
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Table 3 Prednisolone is more effective than placebo: long-term effects on disease activity state and damage

(24 months, modified ITT population)

Ea)3) ?Efaﬂ— PP:3

TTIZPSLEF T:EL,

1T (total score, change)

PSLET1.7 =KL (95%CL 0.7,

p=0.003).

oo “ FRITTORULEDEITIEIPSLEF TR D

Prednisolone (n=221) Placebo (n=223)
Disease activity statet 0 wring study D uring study NNT
Patients with at least one occurrence of
Minimal disease activity 62 (44) 35 (26) 56
Lasting = 6 months 64 (29) 39(17) 83
Remission 25(17) 20{15) 50
Lasting = 6 months 15(7) 12 {5) 33
Damage baseline change baseline change difference in change ¢ P
n 200 132 206 125
T otal score
Maan (SD) 200346} 030101
Median (Q1; Q3) 71(2;20) 0(0; 0)
(Min; max) {0; 196) (-4, &) {0; 276) (-1, 64)
£ rosions
Mean {SD) 86(17.7) 0.1 (0.6) 13000 0.7(1.9
Median 3 0 2 0
J oint space narrowing
Mean (SD) 11.5(18.2) 0.2(0.7) 9.9(16.5) 121{5.0)
Median 1 0 5 0
Patients with no damage 21(11) 21 (10)
P rogression {total score)
Negative 14(11) 2{2)
Zera 88 (67) 84 (67)
1-4 point/year 30(23) 27 {22)
Z5hyear 0(0) 12 (10)
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Outcome

€ secondary outcome
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Table 5 Small differences in bone health between prednisolone-treated and placebo-treated patients after 2 years

Prednisolone Placebo

Baseline Change Baseline Change Difference

-

Bone mineral density* n 220 142 221 135 :J:ﬁ %b\ j: P S Lgi '(\VT% 75\ C: _I%_l_

Lumbar spine

glem’ 1.06 (0.21) -0.01 {0.08) 1.03 {0.19) 0.03 (0.08) 0.04 (0.02) < 0.0001 \ {\ < N ,E.l ﬁlé
T-score ~0.48 (1.70) -0.07 {0.58) -0.71 {1.60) 0.19 (0.63) 0.27 (0.15) 75 7L— 75 ﬁ%ﬁl O) }:T: E j:ﬁ' &
Total hip O - ! L % y
g.’rm" 0.85 (0.14) 0,00 (0.11) 0.86 {0.16) 0.00 (0.05) 0.00 (-0.02) 0.40
T—score ~1.14 (0.99) -0,04 {0.59) ~1.09 (1.06) -0.01(0.37) —0.04 (0.06) — = % 7L\ ;( |
Fracturet n 21 120 220 124 relative risk C\— E /%\ A d\ [./ <7FE TJ- ) X 7
Spine compression 68 (32) 23 (19) 78 (36) 19 (15) 1.28 (0.88) 0.14
(imaging) 1
n 1.28f%, P=0.14)
SAE other AESI SAE other AESI ' H ' '
Symptomatic, total$ 2 1 4 6
Vertebral 0 4 2 2
Pelvis 2 1 0 0
Hip 0 0 1 0
Foot 0 4 0 1
Arm/hand 0 2 0 3
Multiple limb 0 0 1 0
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& Strength
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