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|'l'herapeutlc advances ‘

Pathogenic
understanding

1818, Willan, “I can mention

no medcine |...) of any
service in the cure of t”,

855 Miraculous
cure of Eracle’s
(Bishop of Litge)
at Saint-Martin’s
shrine In Tours,

1950, Hench is awarded the Nooel Prize
for the therapeutic use of glucocorticeids
in inflammatory diseases

In the late 197 and early 20™ centuries,

treatments of lupus included the use of
caustics, cauteriration, X-rays, local application
of radium sa'ts or UV phototherapy.

1894 Payne reports the
efficecy of quinine

Lupus tuberculosus Era

855 Lupus (latn
for the wolf)
arises from the
fact thatthe
lesions are said
to devour the
flesh (ke a wolf
bite).

1790 Robert
willan, lupus is
listed among
tubercuiae in his
treatise “On
Cutaneous
Diseases”

1896, Finsen Lamp

! 1900

2000 First reports of mycophenolzte mofeti
1992 NIH trial assessing the efficacy I 2001 First use of rituximab
| B of IV cydophosghamide in severe LN
| | | 2002 Euro-lupus trial assessing
1951 Page reports the efficacy | | the efficacy of low dose of IV
l of the antimalarial mepacrine . ' ' cyclophosphamide in LN
| |
1954 s reports the efficacy 11 ALMS trial assessing the
1| 19scube he effc b b | 2002Ams tial assessing th
of cyclophosphamide () efficacy cf mycophenclate
(. I () mofetl in LN
I | B 1956 First series about the use | I |
| 1 1 of hydroxychloroquine I | I 2011 Approval of
o I | belimumab by the
I Il 1967 First use of methotrexate, I I | FDA and EMA
| | 1§ 1 | azathioprine and tacrolimus | 11
l - | 1931 First use of cyclosporine ' : 11 '
[ I I | !

Lupus erythematosus Era

1230 Rolando da Parma distinguishes
noli me tongere (lesions on the face)
from Lupulo (lesions in the lower lmbs).

1846, 1 Early 19005 Osler reperted 1957 Holberow first demonstrated 1

fFerdnand | gl systemic manifestations antinuclear antibodies using |
von Hebra without skin changes I indirect immunofluorescence
compared | I 1 |
e e [ 1879, Emile 1952 Brunsting introduced !

shape of Vidal the term disseminated lupus B
the lesions Slingesnd erythematosus / Haserick 2003 IFN--induced gene transcript
to thatof & between lupus used the term systemic lupus sgnature was identified in PBMC

butterfly erythematosus erythemarosus the same year from SLE patients

and lupus
tuberculosus




Evolution of classification criteria

1982 ACR

" 34“—.-,*—,—*? f"
Suspicion of SLE
ACR SLICC EULAR/ACR
any4of 11 Histology ANA positive
compatible .
with lupus 10 points
nephritis and weighted items
ANA or (highest in
anti-dsDNA each domain
counted only)
OR
any 4 of 17
(at least one
immunoclogical)

2019 ACR/EULAR




ACR 1982 ACR 1907 SLICC 2012 CULARACR 2019
Mucccrtansous
1. Malar rmsh 1. Acate cutanesns 114 Azute cutanenas 11 &
or SCILE SCELE £
2 Insemd rash ECoronee culaneosus Lt Dot TE a
3. Photosensitivicy
1. Qral ulcers 3. Oral uleers COnal ulcers 2
or nasal ulcers
4. Nonescaring elopacia Non-scaning alopecia 2
5. Asthrtis 3. Svnovits Joint involverent 6
&, Serosius ., Serosibs Serosal
a) Pleuritis Pleurttis Effusion 5
b1 Pericardinia or pencarditis Acute pericardinia 1
1. Renal dizprder 1. Renal Renal
a) Persistent proteinuna Pretemosia Prataturia £
k1 Cellular cavs or red cell casts
Histology compadihle with lupus nephiies ISNVRPS 1LY X
[SNVRPS [TV 10
# Neurologic disorder & Newrologic Neuropsychiatric
a) Seizures Scizmres Scizure 5
b1 Psychesis Psvchosis Psychosis 3
Menencaritis multiplex
Myebtis
Peripaeral or crunial neuropatay
Acue vonmisonal stwie Delirum 2
4. Herto oze disorder Hematalogic
a) Hemolytic anemia 9. Hemolytic anemis Caomks+ demolvtic anemia £
k1 Laukopenia 0. Leckepera Leukopenia 3
c) Lymphopenia or lymphapeniz
d)} Thrumbocytopenia 1. Thrombocytopenza Thromboovtopenta &
10, Imrmunolegc disorder
a) LE cell preparation
SLE-specific cribodies
b1 Anti-DNA a) Anii-DNA 12, Anli«sNNA Anti-tsDNA L3
<) Anli-Sm b) Anli S [} Anli-Sm Anb-Sm &
d) False posiave syphilis secclogy @) Antphosphcapid |4, Anli-phespholipicd Anb phuspholipid 2
I 2. Low camplements Lanw camplement
C5 or C4 law 3
C3 and T4 low £
L6, Coombs test withow: hemolytic anemia
11, ANA (1L ANA L7 ANA Entry criterion ANA



+ MRS SLE guideline (2018) updated in 2020

I.Classification Criteria
Either Revised ACR 1987 criteria (1997 update) or SLICC 2012 criteria can be used to diagnose
SLE.



2019 ACR/EULAR Classification

Criteria



Entry criterion
Antinuclear antibodies (ANA) at z titer cf 21:80 cn HED-2 cells or an equivalent pasitive test (ever)

d

If absent, do nat classify as SLE
If present, apply additive critela

3

Additive criteria
Do not count & criterion if there is a more likely explanation than SLE.
Occurrence of a criterion on at least one occasion is sufficient.
SLE classification requires at least one clinical criterion and 210 pcints.
Criterfa need not occur simultaneously.
Within each domain, cnly the highest weighted criterion is counted toward the total score§.

Clinical domains and eriteria Weight | Immunology domains and criteria Wi
Constitutiona! Antiphospholipid antibedies

Fever 2 Anti-cardiolipin antibodies OR
Hematologic Anti-B2GF1 antibodes OR

-€ukcpenia 3 LupLs anticoagulant z

Thrombocytopen a 4 Complement proteins

Autoimmune hemalysis 4 Low C3 OR low C4 3
Neuropsychiatric Low C3 AND lowC4 4

Delirium 2 SLE-specific antitodies

2sychosis 3 Anti-dsDNA antibedy* OF

Scizure S Anti Smth artibody 6
Mucocutaneous

Non-<carring alopecia 2

Oral ulcers 2

Subacute cutaneous UR discod lupus 4

ACUte cutaneous 'upus 6
Servsal

Plzural or pericardial effusion 5

Acute pericarditis 6
Musculoskeletal

Joint involvement 6
Rena!

droteinuria >0.5g/24n 1

Renal kiopsy Class |l ar V lupus nephritis ]

Renal biopsy Class |l or V lupus nephritis 10

Total score:

d

Classify as Systemic Lupus Erythematosus with a score of 10 or more If entry criterion fulfilled.




Criteria Definition

ANA at a titer of >1:80 on HEp-2 cells or an equivalent

Antinuclear oy : :

e positive test at least once. Testing by immunofluorescence on
antibodies . LS
(ANA) HEp-2 cells or a solid-phase ANA screening immunoassay

with at least equivalent performance 1s highly recommended



Criteria Definition

Fever Temperature >38.3°C



Criteria Definition

Leukopenia White blood cell count <4,000/mm3

Thrombocytopenia Platelet count <100,000/mm3

Evidence of hemolysis, such as reticulocytosis, low
haptoglobin, elevated indirect bilirubin, elevated LDH,
AND positive Coombs’ (direct antiglobulin) test

* Autoimmune
hemolysis



Criteria Definition

Characterized by

1) change in consciousness or level of arousal with reduced
ability to focus,

2) symptom development over hours to <2 days,

Delirtum 3) symptom fluctuation through- out the day,

4) either 4a) acute/subacute change in cognition (e.g.,
memory deficit or disorientation), or 4b) change in
behavior, mood, or affect (e.g., restlessness, reversal of
sleep/wake cycle)

Characterized by

Psychosis 1) delusions and/or hallucinations without insight and

2) 2) absence of delirium

Seizure Primary generalized seizure or partial/focal seizure



Criteria Detinition

Non-scarring alopecia Non-scarring alopecia observed by a clinician

Oral ulcers

Subacute cutaneous
+» OR discoid lupus

Acute cutaneous lupus

Oral ulcers observed by a clinician

Subacute cutaneous lupus erythematosus observed by
a clinician: Annular or papulosquamous (psoriasiform)

cutaneous eruption, usually photodistributed
OR

Discoid lupus erythematosus observed by a clinician: T
Erythematous-violaceous cutaneous lesions with
secondary changes of atrophic scarring,
dyspigmentation, often follicular hyperkeratosis/
plugging (scalp), leading to scarring alopecia on the
scalp

Malar rash or generalized maculopapular rash
observed by a clinician



Criteria Definition

Pleural or
pericardial
effusion

Acute
pericarditis

Imaging evidence (such as ultrasound, x-ray, CT scan, MRI)
of pleural or pericardial effusion, or both

>2 of

1) pericardial chest pain (typically sharp, worse with
inspiration, improved by leaning forward),

2) pericardial rub,
3) EKG with new widespread ST elevation or PR depression,

4) new or worsened pericardial effusion on imaging (such as
ultrasound, x-ray, CT scan, MRI)



Criteria Definition

EITHER

1) synovitis involving 2 or more joints characterized by

Joint swelling or effusion OR

involvement
2) tenderness in 2 or more joints and at least 30 minutes of

morning stiffness



Criteria Definition

Proteinuria >0.5 g/24 hours by 24-hour urine or

Proteinuria >0.5 g/24 hours . . . . .
equivalent spot urine protein-to- creatinine ratio

Class II or V lupus nephritis Class II: Mesangial proliferative lupus nephritis
on renal biopsy according to

ISN/RPS 2003
classification

Class III or IV lupus
nephritis on renal biopsy

according to ISN/RPS 2003
classification Class IV: Diffuse lupus nephritis: involving

>50% of all glomeruli

Class V: Membranous lupus nephritis

Class III: Focal lupus nephritis: involving <50%
of all glomeruli



Criteria Definition

Anticardiolipin antibodies (IgA, IgG, or IgM) at
medium or high titer (>40 APL, GPL, or MPL, or

Positive .
antiphosphoTpid >the 99th percentile) or
antibodies positive anti-B2GPI antibodies (IgA, IgG, or IgM) or

positive lupus anticoagulant

Anti-dsDNA antibodies ' Anti-dsSDNA antibodies in an immunoassay with
OR anti-Sm antibodies  demonstrated >90% specificity for SLE against
relevant disease controls OR anti-Sm antibodies

Low C3 OR low C4 C3 OR C4 below the lower limit of normal

Low C3 AND low C4 Both C3 AND C4 below their lower limits of normal



The main structure of the EULAR/ACR 2019 classification criteria.

Obligatory entry criterion: ever positive ANA (>1:80 or equivalent)

=10 points out of 10 domains (highest item ol each domain counted only)

1. Renal

2. Musculoskeletal

3. Serosal

4, Mucocutaneous

5. Neuropsychiatric
6. lematological

7. Constitutional

8. Specific antibodies
9. Low complements

10. APS antibodies

Class I11/TV LN

10

Joint involvement
6

Acute pericarditis
6

ACLE

6

Seizure

S

Autoimmune Hemolysis
4

Fever

2

Anti-dsDNA

6

C3 and C4 low

4

LAC

2

Class II/V LN
8

Effusion

S

SCLE or discoid LE
4

Psychosis

3
Thrombocytopenia
4

Anti-Sm

6

C3 or C4 low

3

ACLA or anti-fi2gpl
2

Proteinuria
4

Alopecia or oral ulcers
2

Delirium

2

Leukopenia

3




Disease Activity Measurements

+ Disease activity measurements in SLE are necessary for optimal patient care.

+ They are central to clinical guidelines and treat-to-target approaches

+ BILAG score (2004) Easy BILAG score
+ SLEDAI score (2000) SLE-DAS score




SLE-DAS = 0.366 + 3.132 x Arthritis + 0.454 x SJC + 4.408 x MucocutVasculitis + 3.138 x LocalRash + 3.887 x
GeneralRash + 0.973 x Alopecia + 2.769 x MucosalUlcers + 0.754 x HypoC + 0.956 x IncreasedAnti-
dsDNA — 17.584 x PProt + 3.811 x PProt x In(Prot) + 26.105 x Thromb — 5.577 x Thromb x In(PlatCount)
+ 6.118 x Leuk — 5.058 x Leuk x In(LeukCount) + 18 x Neuropsych + 18 x SystemicVasc + 18 x
CardioPulm + 9 x Myositis + 6 x Serositis + 9 x Hemolytic

SLE-DAS flare

Increase in SLE-DAS =21.72

-—

Remission | Mild | Moderate/severe
(no flare) SLE flare SLE flare

SLE-DAS £ 2.08 2.08 < SLE-DAS < /.64 SLE-DAS > 7.64



— SLE-DAS

=== SLE Disease Activity Score Calculator
1. Neuropsychiatric involvement

2. Systemic vasculitis

3. Mucocutaneous vasculitis

4. Cardiac/Pulmonary involvement

5. Serositis

6. Proteinuria
7. Arthritis

8. Myositis

9. Localized skin rash

10. Generalized skin rash
1. Alopecia

12. Mucosal ulcers

13. Hemolytic anemia

14. Thrombocytopenia
15. Leukopenia

16. Hypocomplementemia

17. Increased anti-dsDNA

Calculate

Ratio mg/g or mg/24 h

28 swollen joint count

Platelet count(G/L)

Leukocyte count(G/L)

58.33

3000

1to 28

<100

<3

ARAAA

ARAA




Original article

Easy-BILAG: a new tool for simplified recording of
SLE disease activity using BILAG-2004 index

Lucy M. Carter ® ', Caroline Gordon?, Chee-Seng Yee®, lan Bruce
David Isenberg ©® °, Sarah Skeoch® and Edward M. Vital © *

4
’

Easy-BILAG 1s a high-accuracy, time-efficient tool for recording BILAG-2004 disease
activity in SLE.

It 1s the new recommended format for scoring BILAG-2004 index 1n clinical practice.

Easy-BILAG and its training material 1s available free of charge for use 1n routine care
at https://licensing.leeds.ac.uk/products/healthcare-questionnaires.
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Objective. BILAG-2004 index is a comprehensive disease activity instrument for SLE but administrative burden
and potential frequency of errors limits its use in routine practice. We aimed to develop a tool for more accurate,
time-efficient scoring of BILAG-2004 index with full fidelity to the existing instrument.

Methods. Frequency of BILAG-2004 items was collated from a BILAG-biologics registry (BILAG-BR) dataset. Easy-
BILAG prototypes were developed to address known issues affecting speed and accuracy. After expert verification, accur-
acy and usability of the finalized Easy-BILAG was validated against standard format BILAG-2004 in a workbook exercise
of 10 case vignettes. Thirty-three professionals ranging in expertise from 14 UK centres completed the validation exercise.
Results. Easy-BILAG incorporates all items present in >5% BILAG-BR records, plus full constitutional and renal
domains into a rapid single page assessment. An embedded glossary and colour-coding assists domain scoring. A
second page captures rarer manifestations when needed. In the validation exercise, Easy-BILAG yielded higher me-
dian scoring accuracy (96.7%) than standard BILAG-2004 documentation (87.8%, P = 0.001), with better inter-rater
agreement. Easy-BILAG was completed faster (59.5min) than the standard format (80.0min, P 0.04) for 10
cases. An advantage in accuracy was observed with Easy-BILAG use among general hospital rheumatologists
©91.3 vs 75.0, P — 0.02), leading to equivalent accuracy as tertiary centre rheumatologists. Clinicians rated Easy-
BILAG as intuitive, convenient, and well adapted for routine practice.

Conclusion. Easy-BILAG facilitates more rapid and accurate scoring of BILAG-2004 across all clinical settings,
which could improve patient care and biologics prescribing. Easy-BILAG should be adopted wherever BILAG-2004
assessment is required.

Rheumatology key messages

o Easy-BILAG is a high-accuracy, time-efficient tool for recording BILAG-2004 disease activity in SLE.
e It is the new recommended format for scoring BILAG-2004 index in clinical practice.

o Easy-BILAG and its training material is available free of charge for use in routine care at https://licensing.leeds.
ac.uk/products/healthcare-questionnaires.

Rieunatokegy 202201 :4006-40"3
httos/cci.org/ 01030 rhaL T atzloowkeaddid
Advanpa Ancess pubicabon 2% Jaruary 2022



Management of SLE

A. SLE requires multidisciplinary, individualised management with patient education and
shared decision-making, taking into consideration the costs to patient and society.

B. SLE disease activity should be assessed at each clinic visit (the frequency depending on
physician’s discretion), with evaluation of organ damage (at least annually), using validated
instruments.

C. Non-pharmacological interventions, including sun protection, smoking cessation, healthy,
balanced diet, regular exercise and measures to promote bone health are important to improve
long-term outcomes.

D. Pharmacological interventions are directed by patient characteristics, type and severity of
organ involvement, treatment- related harms, comorbidities, risk for progressive organ
damage and patient preferences.

E. Early SLE diagnosis (including serological assessment), regular screening for organ
involvement (especially nephritis), prompt initiation of treatment aiming at remission (or low
disease activity if this is not possible), and strict adherence to treatment are essential to prevent
flares and organ damage, improve prognosis and enhance quality of life.



* MRS SLE gUidEIine (2018) Updated in 2020

Treatment of non-organ threatening lupus i.e. mild to moderate disease activity

Mild disease actvity

Prednisolone- 20mg/day for 1-2 weeks and taper gradually
* And HCQ-200mg/day

®* And/or Methotrexate-7.5-15mg/week

®* And/or NSAIDS (for few days to weeks only)

Moderate di ivit
Prednisolone 0.5 mg/day for 2-4 weeks and taper gradually

(If necessary Pulse IVI Methylprednisolone 250 mg for 1-2days can be given)

And HCQ 6.5 mg/kg/day

And AZA 1.5 -2.0mg/kg/day or MTX 10- 20 mg/week or MMF 1-2g/day or leflunomide 20 mg/
day or ciclosporin 2.0mg/kg/day

Severe disease activity — Intensive therapy



MMF 2-3gm a day for 6 months*
PLUS b
) 600mg (>40ke BW)
GC IV pulse x 3 days then 500mg (<40kg BW)
prednisonc 1 mg/kg per day tapered Ok PLUS
TV 2 Ancra 4n
after 4 weeks to lowest effective (J,‘" LY pulsex 3 days faen
prednisone 1 mg/kg per day tapered
dose afier 4 weeks o lowest effechive
dose
6 mos 6 mos
‘ Improved ‘ Not Improved | ‘ [mproved I I Net Improved |

MMT 1-2 gm/day MMTI 1-2 gm/day
OR e OR 9. :
AZA 1-2mg/kg/day obis AZA 1-2mg/kg/day MMI' 2-3gm daily
Or + Or for 6 months
Teflunamide 20mg/d Pulse GC then [ eflunamide 20mg/d +
Or P Or .
3 monthly CYC Daily GC 3 monthly CYC Pulsc GC then
+/- low-dose daly +/- low-dose daily Daily GC
(r(C | GO |
[mproved ‘ | Not Improved | Improved | ‘ Not Improved |
MMF 1 (E)i’Rgrm'day MMF 1-2 gm/day
. Rifuximabh OR Rifuximab
AZA 1-2mg/kgday 5 AZA |- 2mg/kg/day ]
Or e Or e
Leflunamide 20mg/d Multi-targeted Rx Leflunamide 20mg/d Multi-targeted Rx
Or Or Or Or
Iif tlnontgly C('ll'(i Single dose ’.f monthly CYC Single dose
NG Y| RTX+Leflunamide || H-lowdesedally | | RTX4Leflunamide




EULAR recommendations for the management of
systemic lupus erythematosus: 2023 update
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Level of agreement

Mean (SD) % with score =8
Qverarching principles
A. SLE requires multidisciplinary, individualised management with patient education and sharad decision-making, taking into consideration the costs to patient and society. 9.88 (0.40) 100
B. SLE disease activity should be assessad at each clinic visit (the frequency depending on physician’s discretion), with evaluation of organ damage (at least annually), using validated 9.7400.63) 100
instruments.
C. Non-pharmacological interventions, including sun protection, smoking cessation, healthy, balanced diet, regular exercise and measures to promote bone health are important to 9.90(0.37) 100
improve leng-term outcomes
D. Pharmacological interventions are directed by patient characteristics, type and severity of organ involvement, treatment-related harms, comorbidities, risk for progressive organ 10(0) 100
damane, and patient preferences.
E. Early SLE diagnosis {including serclogical assessment}, regular screening for organ involvement (especially nephritis), prompt initiation of treatment aiming at remission lor low 9.81(0.51) 100
disease activity if remission is not possible) and strict adherence to treatment are essential to prevent flares and organ damage, improve prognosis and enhance guality of life,
Recommendation/statement
1. Rydraxychloroquine is recommended for all patients {1b/A), unless contraindicated, at a target dose of 5 ma/kg real body weight!day (2b/B) but individualised based on risk for flare ~ 9.21 (1.35) 90.4
(2b/B) and retinal taxicity.
2. Glucocorticoids, if needed, are dosed based on the type and severity of organ involvement (2b/C), and should be reduced to maintenance dose of <5mg/day (prednisone equivalent) 9,57 (0.77) 97.6
(2a/B) and, when possible, withdrawn; in patients with moderate-to-severe disease, pulses of intravenous methy'prednisolons {125-1000 mafday, for 1=3days) (3b/C) can be
considered.
3. In patients nat responding 1o hydroxychloroquine (alone or in combination with glucacorticoids) or patients unable to reduce glucacorticaids below doses accentable for chronic use,  9.32 (0.91) 95.2
addition of immunomodulzting/immunosuppressive agents (eq, methotrexate (1b/B), 2zathioprine {2b/C) or mycophenolate (2a/B)} and/or biological agents {eg, belimumab (1a/A) or
anifrolumab {1a/A)) should be considerad.
4. In patients with organ-threatening or life-threatening disease, intravenous cyclophosphamide (2b/C) should be considered; in refractory cases, rituximab {2b/C) may be considered.  9.38 (0.99) 95.2
5. Treatment of active skin disease should indude topiczl agents (glucocorticoids, calcineurin inhibiters) (2b/B), antimalarials (hydroxychloroguine, chloroguing) (1a/8), andfor systemic  9.35 (1.06) 95.2
glucocarticoids (4/C) as needed, with methotrexate (1b/B), mycophenolate (4/C), anifralumab (1a/A}, or belimumab (1a/B) considered as secand-line therapy.
6. In active neurapsychiatric disease attributed to SLE, glucocorticoids and immunesuppressive agents for inflammatery manifestations (1b/A) and antiplatelet agents/anticoagulants for - 9.68 (0.81) 974
atherothrombotic/aPL-related manifestations (2b/C) should be consicerad.
7. For acute treatment of severe autoimmune thrombecytopenia, high-dose glucecorticoids (including pulses of intravencus methylprednisolone) (4/C), with or without intravenous 9.48 (0.86) 97.6
immunoglobulin G {4/C), andfor rituximab (2b/B), andfer high-dose intravenous cydophosphamide (4/C), followed by maintenance therapy with rituximab {(2b/B), azathioprine (2b/C),
mycophenolate (2b/C), or cyclosporine (4/C) should be cansidered.
8. Patients with active proliferative lupus nephritis should receive low-dose (EuroLupus) intravenous cyclophesphamide (1a/A) or mycophenolate (1afA) and glucecorticoids {pulses of  9.36 (1.06) 92.8
intravenaus methylprednisolone followed by lower oral doses); combination therapy with belimumab [either with cyc ophasphamide or mycophenolate (1b/A}) ar calcineurin inhibitors
(especially voclosporin or tacrolimus, combinad with mycophenolate, 1b/A) should be considered.
9, Fellowing renal response, treatment of lupus nephritis should continue for at least 3 years (2b/B); patients initially treated with mycophenolate alone or in combination with 0,56 (0.81) 95.2
belimumab or a calcineurin inhibitor should remain en these drugs (1a/A), whereas azathicprine or mycophenolate should replace cyclophosphamide for those initially treated with
cyclophosnhamide alone (1a/A) or in comhination with kelimumab (1a/A).
10. In patients at high-risk for renal failure (defined as reduced GFR, histological presence of cellular crescents or fibrinoid necresis, or severa interstitial inflammation), high-doss (NIH 957 (0.86] 95.2
regimen) intravenous cyclophosphamide (1a/A} in combination with pulse intravenous methylprednisclone, can be considered.
11. In patients with SLE achieving sustained remission, gradual tapering of treatment should be considerad, with withdrawal of glucocerticoids first (2a/B). 9.89(0.38) 100
12. SLE associated with thrombatic antiphospholipic syndrome [APS) should be managed with long-term vitamin K antagonists after the first arterial or unprovoked venous thrombotic 9,57 (0.83) 97.6
event (1b/B); low dose aspirin (75-100 mg/day) should be considered in patients with SLE without APS but with high-risk aPL profile (2a/8B).
13. Immunisations for the prevention of infections (herpes zoster virus, human papillomavirus, influenza, COVID-19 and pneumococcus), management of bene health, nephroprotaction  9.85 (0.36) 100

and cardiovascular risk, and screening far malignancies, should be performed (5/D).



Treatment of Non-Renal Systemic Lupus Erythematosus

Moderate*

Sun protection HCQ (all patients unless contraindicated) Remission

Exercise . " - Clinical SLEDAI=0
No smoking GC PO/IV (if needed, short-term use to control active disease; taper to <5 HCQ
Balanced diet mg/day as quickly as possible and discontinue, if possible) GC < 5 mg/day
Vaccinations
Normal body weight o or
Blood pressure, lipid, AZA
glucose control Low disease activity
MMF MMF SLEDAI <4
Acetylsalicylic acid, HCQ
v Go <5 oy
(in aPL+/APS)
or biological agents
CNI CNI at stable, tolerated
dose
Assess adherence to S
treatment RTX RTX
| -

Grade A Grade B Grade C Grade D



Treatment of Lupus Nephritis

HCQ (all patients unless contraindicated)

Adjunct treatment
for kidney GC PO/IV (consider pulse IV MP, then 0.3-0.5 mg/kg/day depending on Targets
protection? severity; taper to < 5 mg/day as quickly as passible)
ACEI/ARBs

3 months
225% reduction in
Consider SGLT2i =t
f cecrased oGy  szwwe
50% reduction in
VKA, hepari R
it ¢ gpe! IZAPS MMF/low-dose CYC + BELS MMF/AZA + BELS UPr to <3 gr/day

nephropathy) 12 to 24 months
MMF + CNI (esp. VOC, TAC)" UPr <0.5-0.7 gr/day
Any of the above- - —
High-dose CYC *1 mentioned unless (1 Wth CGFH within
Assess adherence CODMAMCRCHLe= rom bassine)
to treatment RTX +
N -

Grade A Grade B Grade C Grade D



SCIENCE &

TIPS 2021 DORIS definition of remission in

e SLE: final recommendations from an
international task force

Box1 The 2021 DORIS definition of remission in SLE

» Clinical SLEDAI=0.
» Physician Global Assessment <0.5 (0-3).
— Irrespective of serology.
— The patient may be on antimalarials, low-dose glucocorticoids
(prednisolone <5 mg/day), and/or stable immunosuppressives
including biologics.

van Vallanhovan RF, et al. Lupus Scfence & Medicine 2021:8:0000538. doi:10.1136upus-2021-000538

ABSTRACT

Objective To achieve consensus on a definition of
remission in SLE (DORIS).

Background Remission is the stated goal for both patient
and careqiver, but consensus on a definition of remission
has been lacking. Previously, an international task

force consisting of patient representatives and medical
specialists published a framework for such a definition,
without reaching a final recommendation.

Methods Several systematic literature reviews were
performed and specific research questions examined in
suitably chosen data sets. The findings were discussed,
reformulated as recommendations and voted on.

Results Based on data from the literature and several
SLE-specific data sets, a set of recommendations was
endorsed. Ultimately, the DORIS Task Force recommended
a single definition of remission in SLE, based on clinical
systemic lupus erythematosus disease activitiy index
(SLEDAI)=0, Evaluator’s Global Assessment <0.5 (0-3),
prednisolone 5mg/day or less, and stable antimalarials,
immunosuppressives, and biologics.

Conclusion The 2021 DORIS definition of remission in SLE is
recommended for use in clinical care, education, and research
including clinical trials and observational studies.



Weaning of maintenance immunosuppressive therapy
in lupus nephritis (WIN-Lupus): results of a
multicentre randomised controlled trial
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The WIN-Lupus trial tested whether IST discontinuation after 2—3 years was
non-inferior to IST continuation for two more years in proliferative LN.
Methods
multicentre RCT
Patients receiving maintenance IST with azathioprine or mycophenolate
mofetil for 2-3 years, and hydroxychloroquine, were randomised (1:1) into
two groups: (1) IST continuation and (2) IST discontinuation.

The primary endpoint was the relapse rate of proliferative LN at 24 months.

Main secondary endpoints were the rate of severe SLE flares, survival
without renal relapse or severe flare, adverse events.
Results

Between2011and2016, 96patients(outof200 planned) were randomised in

WIN-Lupus: IST continuation group (n=48), IST discontinuation group
(n=48).

Relapse of proliferative LN occurred in 5/40 (12.5%) patients with IST

continuation and in 12/44 (27.3%) patients with IST discontinuation
(difference 14.8% (95% CI —1.9 to 31.9)).

Non-inferiority was not demonstrated for relapse rate; time to relapse did not
differ between the groups.

Severe SLE flares (renal or extrarenal) were less frequent in patients with IST
continuation (5/40 vs 14/44 patients; p=0.035).

Adverse events did not differ between the groups.
Conclusions

Non-inferiority of maintenance IST discontinuation after 2—3 years was not
demonstrated for renal relapse.

IST discontinuation was associated with a higher risk of severe SLE flares.

Survival without renal relapse

Survival withowt severe SLE flare
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Table 2 Advesse events

ST
continuation
(N=48)

E‘.’:
;

I

All
patients
(N=96)

Death

Renal adverse everts
Serum creatinine +20%
Serum creatinine +.50%
Eni-stage kidney disease

Infections

Severe
Appendicitis
Malaria
Zoster

Other
Lower urinary tract
Upper respiratory tract
Ea; nose, and throat
Ensipelas
Dermatomycosis

Cervical human
padillomavirus

Werts
Haematological
Myelodysplastic syndrome
Hyoereosinophil a
Hamatoma
Anaemia with Hb <10g/dL
Anaemia with Hb <8g/dL
Leucopenia <4 G/L
Leucopenia <3 GIL
Neutropenia <15G/1L
Neutropenia <1G/L
Lymphopenia <1G/L
Lymphopenia <(.5 G/L
Thiombopenia <100G/L
Other
Cataract
Alopecia
Rash unrelated %o SLE
New-onset hypertension
Obstructive sleep apnoea
Unexplained chest pain
Unexplained transient
dvsbnoea

0
14
14
0
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32
30

IST IST All
continuation  discontinuation  patients
(N=48) (N=48) (N=96)
Death 0 0 0
Renal adverse events 14 18 32
Serum creatinine +20% 14 16 30
Serum creatinine +50% 0 2 2
End-stage kidney disease 0 0
Haematological 41 48 89
Myelodysplastic syndrome 1 0 1
Hypereosinophilia 1 0 1
Haematoma 0 1 1
Anaemia with Hb <10g/dL 5 2 7
Anaemia with Hb <8g/dL 1 0 1
Leucopenia <4 G/L 16 17 33
Leucopenia <3 G/L 0 4 4
Neutropenia <1.5 G/L 3 7 10
Neutropenia <1 G/L 0 1 1
Lymphopenia <1 G/L 12 16 28
Lymphopenia <0.5 G/L 1 0 1
Thrombopenia <100 G/L 1 0 1



Proposed algorithm to discuss treatment de-escalation.

/ Lupus Nephritis Activity \

s_ 1. Treatment 2 3 years
s_ 2. Stable kidney function

No “r"_‘_-
s_ 3. UPCR<0,5-0,7 g/g

(or chronic lesions anly on biopsy)
O 3§

"I 4. Quiescent extra-renal SLE

5. No pregnancy planned soon
K "\'L: /
/Previous Lh ﬂ SR
I ‘ for relapse?

thse(s)-?/ (C3, APS)

QH Compliance to treatment H

THINK TO UNTREAT (T2U)
Treatment de-escalation

Corticosteroids

- Weaning down to O mg/]

- Low dose (2.5-7.5 mg/day)
maintained if needed for extra-
renal activity

Mycophenolate / Azathioprine
- Progressive tapering after 3 years
until weaning

Hydroxychloroquine
- Maintained lang-term, with
monitoring of retinal toxicity

Treatment-related
adverse events

- Infection

- Malighanc
. SR

Proposed tapering

DO 2000 150

M3 1500 100

M6 1000 75



Reference

+ 2018 MRS SLE guideline

+ 2019 EULAR/ACR classification criteria for SLE

+ EULAR recommendations for the management of systemic lupus erythematosus: 2023 update
* Easy-BILAG: a new tool for simplified recording of SLE disease activity using BILAG-2004 index

“ The SLE-DAS provides an accurate and feasible flare tool in the clinical setting: a validation
study

* Weaning of maintenance immunosuppressive therapy in lupus nephritis (WIN-Lupus): results of
a multicentre randomised controlled trial



“Type a quote here.”

—Johnny Appleseed



