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Methods

Study design and participants
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Primary endpoint

MMF or AZA continuation for two more years = Renal relapse

Follow-up M24 )
ML M3 M6 M9 M12 MIS MI18 M21 Key secondary endpoints
] = Severe SLE flare

- - - = Adverse events = Exposure to CS
IST discontinuation = Kidney function = Quality of life

F or AZA discontinuation over 3 months = Disease activity = Medico-economic

Key eligibility criteria:

= 18-years-old
On maintenance IST for 2-3 years
On HCQ

Stable in remission ] Maintenance IST with MMF or AZA after randomisation



Methods
Study design and participants

& Inclusion Criteria
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Methods
Study design and participants

& Exclusion Criteria
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Methods
outcomes
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Methods
statistics
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Result

characteristics

Assessed for eligibility

N=125

Excluded (N=29)
- Not meeting inclusion criteria (n=5)
- No hydroxychloroquine (n=2)

- Extra-renal SLE activity (n=2)
- Stage 4 CKD (n=1)

- Declined to participate (n=21)

Randomized
N=96

- Wished to become pregnant (n=13)
- Wished to discontinue IST (n=8)
- Other reason (n=3)
- Referring physician wished to discontinue IST

I

due to adverse events

!

v

Allocated to
IST continuation
N=48

Allocated to
IST discontinuation
N=48

y

Lost to follow-up (n=3)
Discontinued IST (n=3)

Excluded for pregnancy (n=1)
Excluded for pregnancy wish (n=1)

v

Lost to follow-up (n=2)
Excluded for pregnancy (n=2)

4

Analyzed (N=40)
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Analyzed (N=44)
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IST continuation

IST discontinuatiol

(N=40) (N=44)
Mean (SD) Mean (SD)

Characteristics N (%6) N (%%6)
Age, years 37.5 (14.0) 36.7 (13.2)
Sex, female 33 (82.5) 38 (86.4)
Ethnicity

Caucasian 27 (67.5) 26 {59.1)

Black 9 (22.5) 14 (31.8)

Asian 4 (10.0) 4 (9.1)
SLE disease duration, years 9.7 (10.2) 7.6 (6.2)
Antiphospholipid syndrome 5({12.5) 6 (13.6)
Menopause 6/31 (19.4) 10/38 (26.3)
Obesity (body mass index =30 kg!mz) 5(12.5) 6 (13.6)
Systolic blood pressure, mm Hg 121 (13) 116 (14)
Diastolic blood pressure, mm Hg 73 (11) 73 {(10)
First flare of proliferative LN 32 (80.0) 32 (72.7)
Induction therapy

Low-dose intravenous 26 (65.0) 24 (54.5)

cyclophosphamide

Mycophenolate mofetil 14 (35.0) 20 (45.5)
Maintenance IST

Duration, years 2.8 (0.9) 2.8 (0.8)

Mycophenolate mofetil 30 (75.0) 36 (81.8)

Azathioprine 10 (25.0) 8 (18.2)
Doses prescribed (mg/day)

Mycophenolate mofetil 1633 (571) 1364 (684)

Azathioprine 82.5 (29) 81.2 (39)

Corticosteroids 4.3 (2.8) 4.3 (2.8)

Hydroxychloroquine 365 (89) 334 (131)
Hydroxychloroquine serum lewvel, ng/L 861 (714) 644 (428)
Serum creatinine, pmol/L 67.7 (14.7) F2.7(17.2)
Estimated GFR, mL/min/1.73 m?2 101.6 (28.0) 94.9 (25.8)
Urinary protein/creatinine ratio, g/g 0.28 (0.38) 0.21 (0.28)
Urinary protein/creatinine ratio =0.2g/g 26 (65.0) 29 (65.9)
Urinary protein/creatinine ratio =0.5g/g 34 (85.0) 42 (95.5)
Urinary protein/creatinine ratio =0.7g/g 35 (87.5) 43 (97.7)
Serum albumin, g/fdL 4.2 (0.5) 4.2 (0.5)
Haemoglobin, g/L 1.30 (0.18) 1.29 (0.13)
Leucocytes, G/L 5.71 (1.7) 5.58 (2.4)
Lymphocytes, G/L 1.5 (0.7) 1.39 (0.6)
Platelets, G/L 255 (89) 240 (79)
Low C3 5/38 (13.2) 5/42 (11.9)
Low C4 4/38 (10.5) 4/42 (9.5)
Positive anti-dsDNA 24/38 (63.2) 24/44 (54.5)
SLEDAI score 2.2(1.7) 1.6 (1.8)
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IST Group Sex | Age | fEthnicity | flare ISN/RSP lowC3 | SLEDAI | eGFR UPCR | LNrelapse | eGFR UPCR ISN/RSP 2

f LN 'g' p=0-079

. . . IV-5-A/C IV-G-A/C =

Continuation Female 26 Caucasian No (A 90%, C 5%) No 2 124 0.47 M12 103 1.44 (A78%, C 33%) 0§-

) ) ) IV-S-A/C+V -A/C+V "

F | A Y Y * 1.04 M 1.72 >
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— . I11-A . IV-G-A/C a
Continuation Female 22 Caucasian Yes (A 45%) Yes 6 111 1.13 M9 74 4.95 (A 60%, C 15%)

. ) ) IV-G-A -A/C+V
Continuation Female 20 Caucasian Yes (A 100%) No 2 137 0.74 M21 107 2.21 (A 15%, C 30%)
. . . -A/C IV-5-A/C

Continuation Female 46 Caucasian Yes (A 7%, C 20%) NA 2 104 1.72 M6 80 2.89 (A55%, C 20%)
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Result T T—— continuation

Secondary outcome

e SLE fla

discontinuation
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N IST IST All
= b continuation discontinuation patients
AL 17_!_( & L/ ‘ j: - '\ ‘ j: 'f_EE 75\ 7"— = (N=48) (N=48) (N=96)
£ C A K)N>7z. B
= Death 0 0 0
:‘ Renal adverse events 14 18 32
E i 5= Serum creatinine +20% 14 16 30
; Serum creatinine +50% 0 2 2
T End-stage kidney disease 0 0 0
(L] Infections 19 14 33
"q' Severe 1 3 4
: 10 Appendicitis 0 1 1
=) Malaria 0 1 1
-
Zoster 1 1 2
Other 18 11 29
Lower urinary tract 6 4 10
=] Upper respiratory tract 4 4 8
Ear, nose, and throat 2 1 3
Erysipelas 1 1 2
Dermatomycosis 2 0 2
o Cervical human 2 1 3
T T T T T T T T T p :
Wi W3 W (X MIZ M5 ME W21 W24 papillomavirus
Warts 1 0 1
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Relapse No relapse
(N=17) (N=67)
Mean (SD) Mean (5D)
N (%) N (%) P value
Age, years 32.4(11.7) 38.3(13.8) 0.111
Sex, female 17 (100.0) 54 (80.6) 0.061
Ethnicity 0.395
Caucasian 9(52.9) 44 (65.7) -
Black 5(29.4) 18 (26.9) -
Asian 3(17.6) 5(7.5) =
SLE disease duration, years 8.1(5.9) 8.7 (8.9) 0.764
Antiphospholipid syndrome 5(29.4) 6(9.0 0.041
Menopause 1(5.9) 15/52 (28.8) 0.094
Obesity 2(11.8) 9(13.4) 1.00
First flare of proliferative LN 12 (70.6) 52 (77.6) 0.537
Induction therapy with: 0.947
Intravenous cyclophosphamide 10 (58.8) 40 (59.7)
Mycophenolate mofetil 71(41.2) 27 (40.3)
Maintenance IST duration at MO, years 2.6(1.0) 2.9(0.7) 0.231
Maintenance IST 0.753
Mycophenolate mofetil 13 (76.5) 53 (79.1) -
Azathioprine 4(23.5) 14 (20.9) -
Doses prescribed at MO, mg/day
Mycophenolate mofetil 1500.0 (277.3) 1510.2 (639.3) 0.956
Azathioprine 75.0 (28.9) 82,7 (35.9) 0.676
Carticosteroids 48(33) 4.1(2.6) 0.436
Hydroxychloroquine 332 (142) 354 (105) 0.455
Serum hydroxychloroquine level, ng/L 787 (494) 722 (598) 0.464
Serum hydroxychloroquine level <200 ng/L 2115 (13.3) 12/53 (22.6) 0.719
Serum creatinine, pmol/L 63.8(10.4) 71.9(17.0) 0.052
Estimated GFR, mL/min/1.73 m? 107.2 (24.0) 95.8 (27.3) 0.046

Chronic kidney disease stage 0.134
Stage 1 14 (82.4) 38 (56.7) -
Stage 2 2(11.8) 24 (35.8) -
Stage 3 1(5.9) 5(7.5) =

Urinary protein/creatinine ratio, g/g 0.548 (0.550) 0.169 (0.187) 0.001

Urinary protein/creatinine ratio <0.2 g/g 5 (29.4%) 50 (74.6%) <0.001

Urinary protein/creatinine ratio =0.5g9/g 12 (70.6) 64 (95.5) 0.007

Urinary proteinfcreatinine ratio =0.7 g/g 12 (70.6) 66 (98.5) 0.001

Serum albumin, g/dL 3.9(0.4) 4.3(0.4) 0.004

Haemoglobin level, g/L 1.19 (0.14) 1.32 (0.14) 0.003

Leucocyte count, gL 4.8 (2.4) 5.8(1.9 0.011

Neutrophil count, g/L 3.3(2.4) 3.8(1.9) 0.204

Lymphocyte count, gL 1.0(0.4) 1.5 (0.6) 0.003

Basophil count, g/L 0.01 (0.01) 0.02 (0.02) 0.128

Eosinophil count, g/L 0.04 (0.04) 0.10(0.14) 0.049

Platelet count, g/L 289 (130) 237 (65) 0.109

Low C3 6/16 (37.5) 4164 (6.3) 0.003

Low C4 3116 (18.8) 4/64 (7.8) 0.194

Positive anti-dsDNA 13 (76.5) 36 (53.8) 0.092

SLEDAI score 3.1 (2.6) 1.6 (1.4) 0.025
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Result
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Severe flare No severe flare p
(N=19) (N=65)
Mean (S1) Mean (SD)
N (%) N (%)
Age, vears 31.7(11.3) 38.7 (13.8) 0.047
Sex, female 19 (100,05 ) 52 (80.0%) 0.034
Ethnicity (.450
Caucasian 10 (52.6%) 43 (66.29%) -
Black 6 (31.6%) 17 (26.2%) -
Asian 3(15.8%) 5(7.7%) -
SLE disease duration 8.1 (5.6) 8.7(9.0) (1,786
Associated antiphospholipid syndrome 51020.3%) 0 (9.2%) 0114
Menopause 1 {5.3%) 15750 (30009%:) 0.052
Obesity 3(15.8%) 8 (12.3%) 0.706
First flare of proliferative LN 13 (68.4%) 51 (78.5%) 0.373
Induction therapy 0-869
Intravenous cyclophosphamide 11 (57.9%) 30 (60.0%:) -
Mycophenolate mofetil B (42.1%) 26 (40.0%:) -
Maintenance IST duration at M0, years 2.7 (1.0 29(0.7) 0-433
Maintenance IST 0-540
Mycophenolate mofetil 14 {73.7%) 52 (80.0%) -
Azathioprine 510(26.3%) 13 (20.0%) -
Dose prescribed at MO, mg/day
Mycophenolate mofetil 1392.9 (684.4) 1510.2 (639.3) 0-553
Azathioprine 80.0(27.4) 82.7(35.9) (-882
Corticosteroids 4.9(3.2) 4.1(2.6) 0.279
Hydroxychloroquine 331.6(142.6) 3538 (104.T) 0.455
Serum hydroxychloroguine levels, ng/L 758 (483) 729 (604) 0.857
Serum hydroxychloroquine <200 ng/L 3(17.6%) 11 (21.6%) 1.00
Serum creatinine, pmol/L 62.8 (10.5) 72.4(16.9) 0.025
Estimated GFR, mL/min/1.73 m? 109.9 (25.8) 94.6 (26.5) 0.029
Chronic kidney disease stage 0.067
Stage 1 16 (84.2%) 36(535.49%) -
Stage 2 2 (10.5%) 24 (36.9%) -
Stage 3 1 (5.3%) 5(7.7%) -
Urinary protein/creatinine ratio, g/g 0.50 (0.54) 0.17 (0,19} 0.017
Urinary protein/creatinine ratio <0.2 g/¢ 7 (36.8%) 48 (73.8%) 0.003
Urinary protein/creatinine ratio <0.5 g/g 14 (73.7%) 62 (95.4%) 0.013
Urinary protein/creatinine ratio <0.7 g/g 14 (73.7%) 64 (98.5%) 0.002
Serum albumin, g/dL 3.9(0.3) 4.3(0.4) 0.002
Hemoglobin level, g/dL 12.0(1.3) 13.2 (1.4) 0.001
Leukocyte count, G/L 4.7 (2.4) 59(1.9) 0.037
Lymphocyte count, G/L 1.1 (0.5) 1.5 (0.6) 0.012
Basophil count, G/L 0.01 (0.01) 0.02(0.02) 0,075
Eosinophil count, G/L 0,04 (0.04) 0.11(0.14) 0.069
Platelet count, G/L 285 (129 237 (63) 0137
Low C3 6/18 (33.3%) 4/62 (6.5%) 0.007
Low C4 3B (16.7%) 5062 (B.19%) 0.370
Positive anti-dsDNA 151(78.9%) 34 (52.4%) 0.039
SLEDAI score 3(24) 1.6 (1.4) 0.023




Discussion
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& limitation

e HUTINYAIRE, IR OEBME IZHAIEZ oIS NI D LA L.

o TR LLDBEDER L A USR] D A, PSLEERR 5 E, MMForAZAIZERI{L L TUL R L,
« =TI

« MAAANZPSL=10mg/B & L T, LLDAS®D7.5mg/H & L TULZaLy,

o 2FULEFRICHET 2EREFRZRRL TW5S.

e BIRNATX BREEOHHDEEDN VLTV TEERTHIEZHLET 2EBEZ R T,

& Strengths

« WIN-LupusalB® (L, BIE14ELN T O o B HIHIEE Z fitfe & P 12 LbE L 7 &P DRCT.

o WRIL, MR TIEAB I N/IBIEMELN, HRFEAR (2~3%), ERBRAINEMU L) DS THE/L I, 26ICHCQ
N5,

e HMEICHIZY 7x0—LTWBA, HIBFRICLNICH T B XX > & — FATBEBER I Z H > TULAL.



