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Supplementary Figure 1.

Study Protocol
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Table 6. SELENA-SLEDAI flare index.

Mild/moderate flare

Severe flare

o Change in SLEDAI > 3 points or

o New/worse discoid. photosensitive.
profundus, cutaneous vasculitis, bullous lupus,
Nasopharyngeal ulcers, Pleuritis, Pericarditis.
Arthritis, or Fever (SLE) or

o Increase in Prednisone. <(0.5 mg/kg/day or

o0 Added NSAID or Plaguenil

o =1.0 Increase in PGA, but not to more than 2.5

o Change in SLEDAI > 12 or

0 New/worse CNS-SLE: Vasculius: Nephritis;
Myositis: PLT < 60.000; Hemolytic anemia: Hb
<7mg/d] or decrease in Hb > 3mg/dl:

Requiring: double prednisone or Prednisone>0.5

mg/kg/day or hospitalization
o Prednisone >0.5 mg/kg/day

o New Cytoxan, Azathioprine, Methotrexate,
Hospitalization (SLE)

o Increase in PGA to > 2.5

Drug-free Group
(Withdrew GC and HCQ)

a
HCQ Group I T
( Withdrew GC,
continued HCQ ) 5w

N

Dual Maintenance Group

A4

SLE (stable phase)

A

randomization

Follow-up 1 Follow-up 2
Screening Randomization Follow-up 3 Follow-up 4 Follow-up § Follow-up 6
-7d-d0 di 5 weeks 9 weeks 21 weeks 33 weeks

| profile, SELENA-SLEDAI

| Assessment: Withdrawal

diagnosis confirmation, padade® wesks)

disease stabilization duration,
medical history, previous and
current medication, blood
routine test, Urine routine test,
24hUP, anti-dsDNA, C3, C4,
PGA, SDI, ANA profile, aPL

Assessment: blood routine test, Urine routine test, 24hUP,
anti-dsDNA, C3, C4, SELENA-SLEDAI, SFI, BILAG, PGA, SDI.
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Drop-out L 72883 (ZBOCF (baseline-observation carried forward)ixH £ O}
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Statistical Analysis

Sample size calculation:
Dual maintenance group Mrelapse rate 15% (at 33wk),
HCQ/drug-free group®relapse rate H [FAlfk & A8FE
significance level & K 8] 0.025. 80% M power TXET % & KR EL394
drop-outZ20% & 8E L FE1L1FIHELFHEL 7

Two-parallel non-inferiority tests:
Drug-free vs dual maintenance group
HCQ group vs dual maintenance group
non-inferiority marginz15% Mg\ & L 7=

TARTOBITIFITTZEARE LT3
Primary EndpointiZB8 L TlZ. Newcombe hybrid score interval method % @ H
Secondary Endpoint®ZI(ZE9 L T4,

Student t-test or Mann-Whitney U tests for continuous data
x 2 test or Fisher’s exact tests for categorical data

Subgroup analysis TlZforest plots T/
Breslow-Day test CpfE %z &R F TEH
% B RN I$logistic regressionZ UL 7=
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Baseline demographic and clinical characteristics of different groups
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Drug-free group (n=111)

HCQ group (n=116)

Dual maintenance group (n=106)

Sex (female:male) 104:7 113:3 101:5
Average onset age (mean=+SD, years) 35.3+10.1 34.7+10.3 34.4+410.7
Disease duration at enrolment (mean+SD, vears) 8.0+5.6 7.24+4.5 7.4+4.5
SELENA-SLEDAI at enrolment (median, IQR) 0 (0, 2.0) 0 (0, 2.0) 0 (0, 2.0)
SELENA-SLEDALI at enrolment (mean+SD) 0.67+0.94 0.56+0.93 0.58+0.91
SELENA-SLEDALI at diagnosis (median, IQR) 9.0(7.0,11.0) 9.0(6.0,11.5) 9.0(7.0,12.0)
SELENA-SLEDALI at diagnosis (mean+SD) 9.86+4.14 9.16+3.93 10.37+5.01
GC dose at enrolment (mean+SD, mg) 4.37+1.98 4.06+1.97 4.13+2.01
Low-dose GC maintenance time (mean+SD, months)* 47.07+34.77 38.67+25.99 41.55+30.80
DORIS remission at enrolment (%) 57 (53.3) 72(62.6) 59 (56.2)
History of Relapse (%) 21 (18.9) 26 (22.4) 23 (21.7)
System involvement and serological positivity in history
Renal involvement (%) 49 (44.1) 44 (37.9) 42 (39.6)
Central nervous system involvement (%) 8(7.2) 5(4.3) 9(8.5)
Haematological involvement (%) 62 (55.9) 54 (46.6) 57 (53.8)
Arthritis (%) 51 (45.9) 64 (55.2) 53 (50.0)
Rashes or mucosal ulceration (%) 77 (69.4) 80 (69.0) 78 (73.6)
Gastrointestinal tract involvement (%) 4(3.6) 4(3.4) 2(1.9)
Hypocomplementaemia (%) 90 (81.1) 93 (80.2) 79 (74.5)
Anti-dsDNA positivity (%) 69 (62.2) 61 (52.6) 54 (50.9)
Antiphospholipid positivity (%) 6/105 (5.7) 9/108 (8.4) 2/102(2.0)
Anti-ribosomal P positivity ' (%) 29 (26.1) 28/115 (24.3) 25 (24.0)
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Primary and secondary endpoints in two parallel non-inferiority analyses at 33 weeks

26.1%

11.2%

p=<0.001 P =

noninferiority ™

4.7% } p=0.077 I:)noninferiorityz

Drug-free group vs dual
maintenance group

HCQ group vs dual
maintenance group

(N=111:106) P value (N=116:106) P value
Cumulative relapse (%) 29 (26.1):5(4.7) 0.238 for non-inferiority 13(11.2):5(4.7) 0.034 for non-inferiority
Median relapse time points (months) 4.7+3.0: 3.0+2.8 0.335 3.4+2.7:3.0+2.8 0.997
Relapse by SFI (%) 29(26.1):5(4.7) <0.001 13(11.2):5(4.7) 0.077
Mild/moderate relapse (%) 26 (23.4): 4 (3.8) <0.001 10(7.8): 4 (3.8) 0.207
Severe relapse (%) 3(2.7):1(0.9) 0.622 3(2.6):1 (0.9) 0.623

0.238

0.034
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Primary and secondary endpoints in two parallel non-inferiority analyses at 33 weeks

Drug-free group vs dual HCQ group vs dual
maintenance group maintenance group
(N=111:106) P value (N=116:106) P value
Cumulative relapse (%) 29(26.1):5(4.7) 0.238 for non-inferiority 13(11.2):5(4.7) 0.034 for n
Median relapse time points (months) 4.7+4+3.0: 3.0+2.8 0.335 3.4+2.7:3.0+2.8 0.997
Relapse by SFI (%) 29 (26.1):5(4.7) <0.001 13(11.2):5(4.7) 0.077
Severe relapseld Mild/moderate relapse (%) 26 (23.4): 4 (3.8) <0.001 10(7.8): 4 (3.8) 0.207
Drug free THIE Severe relapse (%) 3(2.7):1(0.9 0.622 3(2.6):1 (0.9 0.623
Relapse by BILAG index (%) 29 (26.1):5(4.7) <0.001 13(11.2):5(4.7) 0.077
BILAGI= &3 Mild relapse (%) New BILAG C 21 (18.9): 4 (3.8) <0.001 7 (6.0): 4 (3.8) 0.438
BHEEICIER Moderate relapse (%) New BILAG B 2(1.8):0(0.0) 0.498 3(2.6):0(0.0) 0.248
Severe relapse (%) New BILAG A 6(5.4):1(0.9 0.120 3(2.6):1(0.9 0.623
Moderate/severe (%) 8(7.2):1(0.9) 0.036 6(5.2):1 (0.9 0.122
Patients experiencing an increase in the SDI (%) 0 (0.0): 0 (0.0) - 2(1.7):0(0.0) 0.499
Mean change in PGA
BEDOPGAZ L PGA>1 and <2.5 (%) 24 (21.6): 4 (3.8) <0.001 10(8.6): 4 (3.8) 0.138
Mdrug-free TE PGA>2.5 (% 2(1.8):1(0.9 1.000 2(1.7):1(0.9) 1.000
Relapse organs
HCQEE Tl B M Bk Fi > T Nephritis (%) 7 (6.3): 0 (0) 0.014 2(1.7):0(0) 0.499
SRR L Central nervous system (%) 0(0):0(0) - 1(0.9): 0 (0) 1.000
Drug-free ¥ CIZ BREL KB T Leucopenia (%) 3(2.7):0(0) 0.247 6 (5.2): 0 (0) 0.030
STEBRELE Thrombocytopaenia (%) 1(0.9):1(0.9) 1.000 1(0.9):1(0.9) 1.000
(HCQM B . RS E & 2) Skin/mucosa (%) 10(9.0):2(1.9) 0.022 2(1.7):2(1.9) 1.000
Arthritis (%) 5(4.5):1 (0.9) 0.213 1(0.9):1(0.9) 1.000
Myositis (%) 0 (0): 0(0) - 1 (0.9): 0 (0) 1.000
Digestive system (%) 1(0.9):0(0) 1.000 0(0):0(0) -
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Figure 3. Forest plot of relapse in subgroups anal-
ysis with factors at baseline. (A) Forest plot of
comparison of relapse with subgroup factors at
baseline between drug-free group and dual main-
tenance Group. (B) Forest plot of comparison of
relapse with subgroup factors at baseline between
HCQ group and dual maintenance group. Breslow-
Day test was used for subgroup analysis and p val-
ues were presented to indicate the interaction
between subgroup factors and treatment groups.
GC, glucocorticoid; HCQ, hydroxychloroquine;
SELENA-SLEDAI, the Safety of Estrogens in Lupus
Erythematosus National Assessment-Systemic
Lupus Erythematosus Disease Activity Index.
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Supplementary Table: Logistic regression of factors associated with the primary endpoint

Odds Ratio 95% Confidence Limits P
Drug-free Group vs Dual Maintenance Group 6.71 2.33 19.31 <0.001
HCQ Group vs Dual Maintenance Group 2.55 0.82 7.88 0.967
Sex: female vs male 3.91 0.42 36.76 0.234
Onset age 0.95 0.90 1.00 0.046 ZNEEFEMRL DT
Age at enrolment 1.05 0.99 1.11 0.085
Duration (years) 1.022 0.953 1.097 0.534
SLEDALI at enrolment 1.13 0.75 1.72 0.553
SLEDALI at diagnosis 0.96 0.85 1.09 0.509
Fever 2.25 1.00 5.02 0.049 A B & ER L DT 0
Renal involvement 0.96 0.39 2.38 0.935
Central nervous system 0.45 0.05 4.26 0.489
Skin/'mucosa 1.21 0.53 2.79 0.650
Arthritis 0.89 0.39 2.02 0.783 ZRERE D
Leukopenia 0.67 0.31 1.49 0.329 REERES2  DNAVA
Haemolytic anaemia 1.23 0.22 6.95 0.817 \ e A
o, : | BRI ERY X 71
rombocytopenia 1.33 0.54 3.27 0.537 N R 9
Low-dose GC maintenance time (months) 0.992 0.979 1.004 0.185 & DT IC
Coombs test 0.17 0.02 1.75 0.135
Anti-ribosomal P positivity 2.26 1.00 5.09 0.050

+ P
Prednisone (or equivalent) at enrolment 2.86 1.12 7.30 0.029 %H%L)\ *L H @ PSLAYZ
(>5mg/d vs <5mg/d) FHERLRT 0
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Discussion

. S 1s Gradual Glucocorticosteroid Withdrawal Is Safe in Clinically
<BEOMELERE >  Kelslii Nl Quiescent Systemic Lupus Erythematosus
Withdrawal of low-dose prednisone in SLE patients Tselios K et al., ACR Open Rheumatol 2021: 3: 550

with a clinically quiescent disease for more than 1
year: a randomised clinical trial

Table 2. Fare rates at 12 and 24 months and damage accrual at 24 months

Maintenance

. . 70- Group Withdrawal

Mathian A et al., ARD 2020; 79: 339 (h=102) Group (n=102) P Value
= 100 4[; Gornoncd] Flares at 12 months
® ———— < Flare (first definition)® 30(29.4) 18 (17.6) 0.023
v Cride:HR=0.295%C.[0.1-0.6) Flare (second definition)® 14(13.7) 11(10.8) 0.467
e ® Flare (third definition)" 12(11.8) 7 (6.9) 0.197
2 Flares at 24 months
= 60 Flare (first definition)® 51(50) 34(33.3) 0.01
E p-value=0.002 — Flare (second definition)® 28(275) 15(14.7) 0.024
) Flare (third definition)® 27(26.5) 13(12.7) 0.013
S 40- :
5 ) _ Damage accrual at 24 months
S Prednisone withdrawal 5 Related to glucocorticosteroids 12(11.8) 3249 0.02
2 2 Not related to glucocorticosteroids 7(6.9) 4(3.9) 0317
i Nalcas R Increase in SDI 18 (17.6) 7 (6.9) 0.022
9 o4 SR Abbreviation: SDI, Systemic Lupus International Collaborating Clinics Damage Index; SLEDAI-

Sadtieeedl B @ @ & B @ o8B & ® 8 T ; 2K, Systemic Lupus Erythematosus Disease Activity Index-2000; SMD, standardized mean

wihpred| &1 ®1 & e @ @ s & & @ 60 @ 5 difference.
Data are given as n (%).
2 400 0 a0 : Any increase in clinical SLEDAI-2K (excluding serology).
Follow-up (days) ® Any increase in clinical SLEDAI-2K plus treatment escalation (for glucocorticosteroids,
antimalarials or immunosuppressives).
PSL 5mg’C 1 EJ*/{J: E LtSLE‘%%%’: RCT—T pSLU'um\qj_u:gi € Any increase =4 in clinical SLEDAI-2K.
(hydrocortisone 20mg/d 15 B#) &H#EFEEIC DT o ) e \
1 FEROBMERZLE, 7B THRIskFARTRL (HCQE®) PSL5mgT&E L 7-SLEBE Z# & A A & ICHERFEF & 2 FLINO P IERF(IC

4> 1F. Propensity scorexmatch& 8 TEMERDZE% &7,
o ea GCHRILE DB BERERI;EDI - 1=,
AT & L KPR, EEREABRDAANIC T AFISERINTLE B TE Y 22 FAEFA L (HCQ at baselined &)
LA L. BFEDOHCQEED A Hrelapse rateHME LY




<1BZE®D Risk factors of flare in patients with

LIRS  systemic lupus erythematosus after

(#c=) > glucocorticoids withdrawal. A
systematic review and meta-analysis

Lanlan Ji et al., Lupus Sci Med 2022; 9: e000603

%

Author Year OR (95% Cl) Weight
S A C Q Nalotto 2017 3.17 (0.37, 27.00) 7.12
G C I:Fl _IJ: q I Goswami 2018 4 2.11(0.84,5.28) 3875
Tani 2019 —_——r 0.53(0.16.1.79) 2246
Fasano 2020 _— 2.99(1.08,825) 31.68
Overall (I-squared = 43.1%, p = 0.153) <> 1.78(1.00,3.15)  100.00
T T T T
25 5 2 4

Figure 4 Forest plots of the OR for the risk of flare in
patients who stopped glucocorticoids regarding serologically
active clinically quiescent.

HCQ %

Auther  Year OR (95% Cl) Weight
GCH1Er]EE

Moroni 2013 %‘— 0.10(0.02, 0.49) 22.87
Tani 2019 —— 0.89(0.27, 290} 41.52
Mathian 2020 —_— 0.44(0.09,2.23) 2271
Fasano 2021 1.62(0.19, 13.46) 12.:89
Overall (l-squared = 49.9%, p=0.112) <> 0.50(0.23,1.07) 100.00
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Risk of flare and damage accrual after tapering
glucocorticoids in modified serologically active
clinically quiescent patients with systemic lupus
erythematosus: a multinational observational
cohort study

Katsumata Y et al., ARD 2024; 83: 998

Table 2 The nsk of subsaquent flare or damage acaual per 1 myg decrease of prednisolone in mSACQ patients with SLE assessed using Cox

proportional hazard models

Overall flare Severe flare Damage accroal

Initial prednisolone-equivalent GC dosage (mg/day) HR {95% C1) MR (95% Q1) MR (95% C1)

s and <75 102 (095 10 1.05) 095 {0.96 1o 1.004) 0.97 {0.96 100,99
P vsie=0.27 P value=0.11 P vishue=0.007
T42 avents 271 events 180 events

s and 55 1,02 (0.98 10 1.06) 038 {0960 1.01) 0.58 §0.96 10 1.01)
P vaue=0.41 P walup=028 P vakse=0.25
555 avents 197 speats 133 swents

Scand <75 1.01 (0.96 to 1.06) 0.98 {0.92 o 1.03) 0.96 {0.93 10 0.99)
P valoe=0 84 P wlue=0.41 P vake=0007
187 events 74 events 47 events

Cox proportional hazard models were used to assess the risk of subsequent flare or damage acoual per 1 mg derease of prednisolone, adiusting for other covarates lissed in

aldo 3. Factorycovariates except Tnitisl prednisolone-equivalent GC dosage” were those at subsequant visits,
GC, glucocorticokt mSACQ, modiied serologicatly active cinically queescent. SLE, systemic fupus erythematosus.
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<Limitation>

|. Short follow up period

2. Sample size
3. Not a multiethnic study
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