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Enteric-coated mycophenolate sodium versus
azathioprine in patients with active systemic lupus

erythematosus: a randomised clinical trial
[Ann Rheum Dis 2017; 76: 1575-1582]
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EULAR recommendations for the management of SLE: 2023 update

Recommendation 3.
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Intro EULAR recommendations for the management of SLE: 2023 update

General measures

Sun protection
Exercise
No smoking
Balanced diet
Vaccinations
Normal body weight
Blood pressure, lipid,
glucose control

Acetylsalicylic acid,
VKA
(in aPL+/APS)

Assess adherence to

treatment

Treatment of Non-Renal Systemic Lupus Erythematosus

HCAQ (all patients unless contraindicated) Remission

Clinical SLEDAI=0

GC PO/IV (if needed, short-term use to control active disease; taper to <5 HCQ
mg/day as quickly as possible and discontinue, if possible) GC < 5 mg/day
MTX
or
Low disease activity
MMF MMF SLEDAI <4
' HCQ

or biological agents

CNI CNI at stable, tolerated
dose
CcYC
RTX | RTX
-
Grade A Grade B Grade C Grade D
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Study design
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Inclusion criteria ~ Exclusion criteria
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Methods Randomisation/Procedures
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Primary endpoint

« 96 BFX TD T L 77 [FEIRDEAL
(SELENA-SLEDAITODESE, #BRE--

Secondary endpoint

« 961G R CTORIRZRINTIRERDE S
« SF-36 X 177 DMlyEFfE TDZE

« SLEDAI-2000X 177 DZ&AL

* PSLH=DZE1L

» LdsDNA#LA/IgG/CRP/ESRDZEAL




Statistical analyses
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Patient disposition

205 Treatment-naive patients with new-onset SLE

75 Patients excluded
65 Did not meet inclusion criteria
10 Declined to participate

MMFZ¥, N=65

(130 Randomized )

¥
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65 Allocated to MMF group 65 Allocated to control group

65 Received hydroxychloroguine 65 Received hydroxychloroguine

sulfate plus prednisone plus sulfate plus prednisone

mycophenolate mofetil

! ‘
°
6 Lost to follow-up 2 Lost to follow-up M M Fg-‘:ﬁ

12 Discontinued intervention 20 Discontinued intervention

1 LN 9 LN 6 A lost to fO”OW'Up

1 Thrombocytopenia Fever

1 Arthritis Henoch-Schénlein purpura A AN\ ! 'ﬁ
2 Pleurisy Neuropsychiatric symptoms 1 2 ) | l% H Ii:

2 Rash Moderate mitral insufficiency

1 Severe pneumonia
1 Cervical cancer
3 Protocol violation

Rash of both lower limbs
Thrombocytopenia

POt
e 2\ lost to follow-up

Breast cancer

Pregnancy i ZOA ﬂl& H H—éﬁ

65 Included in analysis 65 Included in analysis
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Baseline characteristics

XTH& MMF&#

Age, median (IQR), y 32 (27-46) 32 (23-44)
Sex

Female 55 (84.6) 57 (87.7)

Male 10 (15.4) 8(12.3)
Disease duration, median (IQR), mo 3(1-12) 4(1-24)
SLEDAI-2000 score, median (IQR)® 9(6-11) 10 (8-14)
System involvement

Arthritis ﬁqﬁ 36 (55.4) 47 (72.3)

Rash 24 (36.9) 22 (33.8)

Fever 22 (33.8) 19(29.2)

Alopecia 9(13.8) 16 (24.6)

Oral ulcer 5(7.7) 8(12.3)

Leukopenia 34 (52.3) 25 (38.5)

Thrombocytopenia 17 (26.2) 18 (27.7)

Laboratory results

Anti-dsDNA antibody, median (IQR), U/mL
Low C3 complement protein level

Low C4 complement protein level

WBC count, median (IQR), cells/pL
Hemoglobin level, mean (SD), g/L
Platelet count, mean (SD), 103/pL

ESR, median (IQR), mm/h

CRP level, median (IQR), mg/dL

L/D

563.8 (470.9-758.5)
31(47.7)

42 (64.6)

3600 (2700- 5500)
117.3 (16.2)

153.3 (71.5)

33 (21.0-58.3)
0.10(0.02-0.35)

642.4 (459.3-787.8)
45 (69.2)

47 (72.3)

4100 (2700-5900)
114.9 (19.8)

174.2 (89.1)
42.5(20.5-63.0)
0.12 (0.04-0.56)

Filin 32i% XIEN'86%
FIER I3 A
SLEDAI-2000 952 vs 103

EEIA: 55% vs 72%
722 36% vs 33%
ARE 13% vs 24%
WBCE 52% vs 38%

dsDNA#L/K 563 vs 642 U/mL
C3l 47% vs 69%

C4 | 64% vs 72%

WBC 3,600 vs 4,100/uL



Primary outcome

Participant group, No. (%)

Control MMEF
Outcome (n = 65) (n = 65) RR (95% Cl) P value
Primary outcome
All flares 41 (63.1) 28 (43.1) 0.68 (0.49-0.96) .02
Mild to moderate flares 25 (38.5) 24 (36.9) 0.96 (0.62-1.49) 909
Severe flares 18 (27.7) 7 (10.8) 0.39(0.17-0.87) .01°
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ReS u |tS Severe Flare—-Free Survival
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a
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e
¥Ja8 MMF g HR, 0.39 (95% Cl, 0.18-0.86) P
= 60
New or worsening symptoms® RR(95% Cl) P value =
Control grou
Lupus nephritis 9(13.8) 1(1.5) 0.11(0.01-0.85) .008 E MME grfup g
Neuropsychiatric symptoms 2(3.1) 0 NA .20 40 . . | |
Thrombocytopenia (<60 x 10%/yL) 1(L5) 1(L.5) NA >99 0 24 4: ?kE 96
Time since randomization, w
Hemolytic anemia 1(1.5) 0 NA 30 No. at risk
Change in SELENA-SLEDAI score >12 Controlgroup 65 55 49 48 47
MMF group 65 63 61 57 57
Pulmonary arterial hypertension 1(1.5) 0 NA 5
100 -
Henoch-Schonlein purpura 1(1.5) 0 NA 30 PP =
Moderate mitral insufficiency 1(1.5) 0 NA 30 f MMF
[
Pleurisy 0 2(3.1) NA 20 S o0
Increased use of prednisone® E
w
Fever (dose >0.5 mg/kg/d) 1(15) 0 NA 30 E HR, 0.41 (95% Cl, 0.19-0.91) P& JiZ
Rash (dose >0.5 ma/kg/d) 1(L.5) 2(3.1) NA 60 = 60-
w
Arthritis (dose >0.5 mg/kg/d) 0 1(1.5) NA 30 g
w
(¥
ERK \ 40 T T T 1
JIL—T XBX TDFlareh'% 0 24 48 72 %
Time since randomization, wk
No. at risk
Control group 65 55 49 48 47

MMF group 65 63 58 54 54



mild-moderate flare

X B MMF
New or worsening symptoms® RR(95% ClI) P value
Arthritis 20(30.8) 17 (26.2) 0.85 (0.49-1.47) .60
Rash 1(1.5) 3(4.6) 3.00(0.32-28.09) .30
Oral ulcer 0 1(1.5) NA .30
Fever 1(1.5) 0 NA .30
Variation of SELENA-SLEDAI score =3 (but <12)
Leukopenia (WBC count, 1540/pL) 2(3.1) 2(3.1) NA > 99
Thrombocytopenia (platelet count, 60-100 x 10%/pL) 1(1.5) 1(1.5) NA > 99
Increase in the dose of prednisone but <0.5 mg/kg/d
Arthritis (dose <0.5 mg/kg/d) 20(30.8) 17 (26.2) 0.85 (0.49-1.47) .60
Fever 1(1.5) 0 NA .30
Increase of nonsteroidal anti-inflammatory drugs or
hydroxychloroquine sulfate
Arthritis 3(4.6) 2(3.1) NA .70
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Secondary endpoint
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Number at risk follow-up time (week) Number at risk follow-up time (week)
Control group 65 55 49 48 47 Control group 65 55 49 48 47
MMF group 65 63 58 54 54
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Secondary endpoint

SF-36

A Control group B MMF group
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Adverse Event

Participant group, No. (%)

Adverse event Control (n = 65) MMF (n = 65) P value
All 23 (35.4) 30(46.2) .20
Infection 20 (30.8) 22 (33.8) .70
Upper respiratory tract 16 (24.6) 19 (29.2) 60
Pneumonia 0 2(3.1) .20
Lower urinary tract 6(9.2) 2(3.1) .10
Herpes zoster virus 2(3.1) 4(6.2) 40
Candida species 1(1.5) 0 .30
Tuberculosis 0 1(1.5) .30
Gastrointestinal tract 11(16.9) 11(16.9) >.99
Bone fracture 0 1(1.5) .30
Osteonecrosis of the femoral head 0 1(1.5) .30
Other events 6(9.2) 11(16.9) .20
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Discussion
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Discussion

Limitation
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