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EULAR recommendations for the management of SLE: 2023 update
Recommendation 11.
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RHEUMATOLOGY Immunosuppressive therapy withdrawal after
remission achievement in patients with

lupus nephritis
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Weaning of maintenance immunosuppressive therapy

in lupus nephritis (WIN-Lupus): results of a WIN-Lu PUS (20 22)

multicentre randomised controlled trial [Ann Rheumn Dis. 2022:81:1420-1427]
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Inclusion criteria ~ Exclusion criteria
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Randomisation/Procedures
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Methods MMFORERRZ > 1 — )L

e Baseline MMF dose = 2500 - 3000 mg/day
o Four weeks on 1000 mg MMF twice a day (BID)
o Four weeks on 1000 mg (morning) and 500 mg MMF (evening) everyday (QD)
o Four weeks on 500 mg MMF BID
o Up to 48 weeks on no MMF
e Baseline MMF dose = 2000 — 2250 mg/day
o Four weeks on 1000 mg (morning) and 500 mg (evening) MMF QD
o Four weeks on 500 mg MMF BID
o Four weeks on 500 mg MMF QD
o Up to 48 weeks on no MMF
e Baseline MMF dose = 1500 — 1750 mg/day
o Four weeks on 500 mg MMF BID
o Four weeks on 500 mg MMF BID
o Four weeks on 500 mg MMF QD
o Up to 48 weeks on no MMF
e Baseline MMF dose = 1000 — 1250 mg/day
o Four weeks on 500 mg MMF BID
o Four weeks on 500 mg MMF QD
o Four weeks on 500 mg MMF QD
o Up to 48 weeks on no MMF
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Statistical analyses
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Baseline characteristics

Maintenance Withdrawal
(n=49) (n=51)
Sex
Female 38 (78%) 46 (90%)
Male 11 (22%) 5 (10%)
Age, years 42-2 (13-0) 41-8 (12-5)
Weight, kg 81.6 (24-6) 80-3 (18:5)
Disease duration, years 13-7 (8-2) 12-0 (7-9)
History of lupus nephritis 39 (80%) 37 (73%)
Prednisone at baseline 19 (39%) 18 (35%)
Dose, mg* 4-8 (2-7) 3-4 (1-8)
=5 mg* 16 (33%) 18 (35%)
>5-10 mg* 3 (6%) 0
MMF duration, years 6-9 (4-3) 6-3 (4-2)
Median (min—-max) 54 (1-1-17-1) 4-6 (1-7-16-6)
(Q1-Q3) 3:4-10-1 2-7-85
Baseline MMF dose in grams, 1-6 (0-6) 1-6 (0-6)
mean
Patients with a history of 1-6 (0-6) 1-7(0-7)
lupus nephritis
Patients with no history of 1.7 (0-7) 1-4 (0-5)

lupus nephritis

AT, N=51
tA#caE, N=49
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Maintenance Withdrawal
(n=49) (n=51)
(Continued from previous column)
Baseline MMF dose
1g 20 (41%) 18 (35%)
>1to<2g 6 (12%) 12 (24%)
22g 23 (47%) 21 (41%)
SELENA-SLEDAI+ 2.4 (1-8) 1.9 (1-8)
Median (min-max) 2-0 (0-0-8-0) 2-0 (0-0-6-0)
Any BILAG B 1(2%) 2 (4%)
Met DORIS remission at 40 (82%) 40 (78%)
screening
Positive anti-dsDNA 34 (69%) 26 (51%)
Low C3 complement# 13 (27%) 9 (18%)
Low C4 complementt 6 (12%) 5 (10%)
Serum creatinine, pmol/L 79-2 (25-2) 807 (29-3)
Spot urine protein creatinine 0-2(0-3) 0-2(0-2)
ratio, mg:mg
Chronic kidney disease stage
Stage 3a 2 (4%) 6 (12%)
Stage 3b 2 (4%) 5(10%)
Stage 4 0 0

SELENA-SLEDAI 2.2
DORISE#% 80%
f1ds-DNA AbBZ1%E 60%
{RAAIIAE 20%

CrefE 0.90mg/dL
EHHx 0.2 g/g Cre
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Secondary endpoint
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Secondary endpoint

Clinically significant disease reactivation

Clinically significant disease reactivation
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Secondary endpoint
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Maintenance Withdrawal

- — 4#358% 851mg vs H1EE¥ 912mg
Cumulative Systemic Steroid Dose (mg) t\\ﬁ% % Tc': L/

Mean (SD) 851 (1147-7) 912 (1995-3)
Median 525 100-0
Min, Max 0-0,4210-0 0-0, 131780
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Results

Adverse effect endpoint

. Y. IR .—-—-I E=%
Maintenance Withdrawal (n=52)*t Eg %Td\ﬂa | | =..3'
(n=50)*% . .~
n%)  Tota  n% Total o HTRET : 7/ 50451
events events
W=t
Serious adverse events 7 (14%) 12 5 (10%) 6 L ,%Ii,%mg¥ : 5/5219“
Total adverse events 45(90%) 189 46 (88%) 205
Related to SLE# 25 (50%) 63 32 (62%) 79

Adverse events by severity

Grades o o a1 *  MMFHLEONMH TIEIR1HI

Grade 2 45(90%) 169 45(87%) 189

Grade 3 10 (20%) 18 11(21%) 15 ° %‘E¥1 a*\j “—’L‘;:ﬁ':,%‘,IE@

Grade 4 2 (4%) 2 0 0 A -? - D
Total infections 32 (64%) 63 24 (46%) 49

Infections by severity

Grad 609 69 3 —
= men 3 e s BT

Grade 3 4(8%) 1(2%) 1

. 0 o o 0 MEIEEY32/5048 vs Sh1EE¥24/5245

SLE=systemic lupus erythematous. *Percentages of participants with adverse
events or serious adverse events are based on the number of participants in the G ra d e 3 O) ’ESZ ‘;j'[,\'-l—-E (3:44§IJ VS 1 49”
safety population (n). TParticipants who experienced one or more adverse events ORI

in a category are counted only once. fIncludes definitely, probably, or possibly
related.

Table 2: Adverse events in the safety population




Results

Post-hoc analysis

Did not Meet CSDR

Met CSDR (n=14) (n=86) p-value*

MMF Duration, years, mean (SD) 7.3 (5.60) 6.5 (4.02) 0.93
History of Lupus Nephritis, n (%) 11(79) 65 (76) 1.0
Baseline SLEDALI score, mean (SD) 3 2.1 2(1.7) 0.072 ——
Met DORIS Remission Criteria at Screening, n (%) 7(50) 73 (85) 0.007 :_ % LJ ’YD 3_ (/ \ k jﬁ
Did Not Meet DORIS Remission Criteria at Screening, n (%) 7(50) 13 (15) 0.007 == 277 . o .
Steroid Dose, mg/day, mean (SD) 2.75(1.33) 4.4 (2.42) 0.10 o D O RI S%ﬁ * Em
Not on Steroids at Baseline 8 (57) 55 (64) 0.77 q: L
Baseline C3, (mg/dL), mean (SD) 99.7 (28.68) 110.5 (23.95) 0.12 o 1&*@ 42F ‘7TE_
Low C3,n (%) 7 (50) 15 (18) 0.015 —
Baseline C4, (mg/dL), mean (SD) 17.2 (12.02) 2220 (9.80) 0.045 fo) JSCU 18
Low C4, n (%) 5(36) 6(7) 0.009 L IJ \/} \i;_k;}ﬁkl}\
Baseline GFR, (mL/min/SSA), mean (SD) 94.0 (36.75) 86.9 (26.25) 0.57
Baseline anti-dsDNA, (IU/mL), mean (SD) 119.9(113.03) 87.7 (86.87) 0.42
anti-dsDNA Positive, n (%) 9 (64) 51(59) 0.78
White Blood Cells, mean (SD) 4.5(1.18) 5.7(2.24) 0.10
Lymphocytes, mean (SD) 1.1 (0.26) 1.5 (0.64) 0.009
Eosinophils, mean (SD) 0.075 (0.038) 0.104 (0.091) 0.31
Urine Protein:Creatinine Ratio, mean (SD) 0.15(0.124) 0.18 (0.228) 0.95
Chronic Kidney Disease Stage, n (%) 32 12.(14) 0.44

Stage 3a 2(14) 6(7)

Stage 3b 17 6(7)




Discussion
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Discussion
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Discussion

Limitation
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