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EULAR recommendations on SLE: counting >15 years 
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APS, antiphospholipid syndrome; ERA-EDTA, European Renal Association; EULAR, European Alliance of Associations for 

Rheumatology; LN, lupus nephritis; NPSLE, neuropsychiatric systemic lupus erythematosus; SLE, systemic lupus erythematosus. 
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What prompted the 2023 update? 

• Need for early/prompt diagnosis and treatment and the role of new classification systems 

• Disease activity instruments and their implementation in clinical care 

• New agents approved (belimumab, anifrolumab, voclosporin)1 

• Therapeutic strategy of SLE:  

• Treat-to-target concept 

• Patient subgrouping/stratification based on sociodemographic, clinical and biological data,  

• Combination therapies1 

• Glucocorticoid tapering, withdrawal of immunosuppressive treatment 

• Improved strategies for the prevention of flares 

• Assessment of the risk for infections (e.g., SARS-Cov2) and mitigation strategies (e.g. 

immunisations) 

 

 SARS-Cov2, severe acute respiratory syndrome coronavirus 2; SLE, systemic lupus erythematosus. 

Fanouriakis A et al. Ann Rheum Dis. 2024;83(1):15–29 and speakers own opinion (Dr Bertsias is part of the 

EULAR Task Force for the SLE and Lupus Nephritis recommendations [2008–2023]) 



General SLE recommendations 

Recommendation1 LoA 
mean (SD) 

HCQ is recommended for all patients (1b/A), unless contraindicated, at a target 

dose of 5 mg/kg real body weight/day (2b/B) but individualised based on risk 

for flare (2b/B) and retinal toxicity 

9.21 (1.35) 

LoA: Level of agreement 

Χρήση του HCQ 

• 200 → 400 mg/ημέρα (αρχική δόση): 
διατήρηση τουλάχιστον 3-6 μήνες, έως 
σταθεροποίησης νόσου  

• Νόσος υπό έλεγχο: τιτλοποίηση προς 
τα 5 mg/kg/ημέρα 

GFR, glomerular filtration rate; HQC, hydroxychloroquine; LoA, level of agreement; LN, lupus nephritis; SD, 

standard deviation; SLE, systemic lupus erythematosus. 

Fanouriakis A et al. Ann Rheum Dis. 2024;83(1):15–29; 2. Speaker’s own opinion.  

N=342 ασθενείς με 

ΣΕΛ 

 

Μείωση κινδύνου και 

για σοβαρές εξάρσεις 

JAMA. 2022; 328(14): 1458-60 



General SLE recommendations 

Recommendation1 LoA 
mean (SD) 

GCs, if needed, are dosed based upon the type and severity of organ involvement (2b/C) 
and should be reduced to maintenance dose of ≤5 mg/day (prednisone equivalent) (2a/B) 
and, when possible, withdrawn;  
 
in patients with moderate to severe disease, pulses of IV MP (125–1000 mg per day, for 
1–3 days) (3b/C) can be considered 

9.57 (0.77) 

Ann Rheum Dis. 2024; 83: 15–29 

Points to consider 

• ‘Acceptable’ threshold of daily GC dose for maintenance treatment reduced to maximum 5 mg/day 
prednisone equivalent (vs. 7.5 mg/day in the 2019 recommendations) 

• Extrapolation from observational data linking GC dose >5 mg/day to exaggerated risk for organ damage2 

GC, glucocorticoids; IV, intravenous; LoA, level of agreement; LN, lupus nephritis; MP, mycophenolate; SD, standard deviation; SLE, systemic lupus 

erythematosus. 

1. Fanouriakis A et al. Ann Rheum Dis. 2024;83(1):15–29.; 2. Speaker’s own opinion. 



Χρήση κορτικοστεροειδών: «…more art than 

science…» 

• Ώσεις μεθυλπρεδνιζολόνης: 

• Σε «απειλητική» νόσο (π.χ. μεγάλη περικαρδιακή συλλογή με αρχόμενο cardiac tamponate, 

θρομβοπενία <30.000/μL, κυψελιδίτιδα) 

• Όταν σκεφτείς τη χορήγηση ≥30-40 mg/ημέρα ισοδύναμο πρεδνιζόνης 

• Για την «επιτάχυνση» του tapering στεροειδών  

• Δοσολογία: 125 – 1000 mg, x1–3 ώσεις 

 

 

APLAR 2025 

(abstract) 



General SLE recommendations 

Recommendation LoA 
mean (SD) 

In patients not responding to HCQ (+/– GC) or patients unable to reduce GC below doses 

acceptable for chronic use, addition of immunomodulating/immunosuppressive agents 

(methotrexate [1b/B], azathioprine [2b/C] or mycophenolate [2a/B]) and/or biologic agents 

(belimumab [1a/A] or anifrolumab [1a/A]) should be considered 

9.32 (0.91) 

Points to consider 

• RCTs and LTE support the superiority of biologics (over SoC) in reducing SLE 

activity, flares and GC dose 

• Not a prerequisite to try ≥1 csDMARDs/ISTs prior to biologics 

• No preference between the two currently approved biologics (for general SLE) 

• Emphasis on the prompt initiation of csDMARDs/ISTs or biologics to expedite disease 

control and GC reduction 
csDMARD, conventional synthetic disease-modifying antirheumatic drug; GC, glucocorticoids; HCQ, hydroxychloroquine; IST, immunosuppressive 

therapy; LoA, level of agreement; LN, lupus nephritis; LTE, long-term extension; RCT, randomised controlled trials; SD, standard deviation; 

SLE, systemic lupus erythematosus; SoC, standard-of-care. 

Fanouriakis A et al. Ann Rheum Dis. 2024;83(1):15–29 



Mυκοφαινολικό: αποτελεσματικότητα στο ΣΕΛ 

• Δεδομένα από σειρές ασθενών (σε συνδυασμό με 

μέτριες/υψηλές δόσεις στεροειδών) & μία 

ελεγχόμενη μελέτη (MMF vs. AZA) 

• Αποτελεσματικότητα σε: 

 Υποξύ δερματικό λύκο 

 Αιμολυτική αναιμία 

 Θρομβοπενία 

 Αγγειίτιδα 

 Νευρολογικές εκδηλώσεις 

• Κλινικά σημαντικό αποτέλεσμα στους 3–4  μήνες  

ύφεση  40–50% στο 1 έτος  

• Υποτροπές   15–20% 

• Κύρια ένδειξη:  μετρίως σοβαρές ή σοβαρές 

εκδηλώσεις ΣΕΛ, αστοχία ή τοξικότητα σε ΑΖΑ, 

αποφυγή χρήσης CYC 

 

 
Tselios K, et al. J Rheumatol. 2016; 43:552-8; Conti F, et al. Immunol Res. 2014; 60:270-6; Posalski JD, et al. Lupus. 2009; 18:516-21 



Βιολογικοί παράγοντες & τροποποίηση της φυσικής πορείας της νόσου 

Askanase AD, et al. Lupus Science & Medicine 2024;11:e001124; Ann Rheum Dis. 2025 May;84(5):767-776. 

(εξωνεφρικός ΣΕΛ) 

Διευκόλυνση επίτευξης των 

θεραπευτικών στόχων (treat-to-

target) 



Organ-specific recommendations 

Skin involvement in SLE LoA 
mean (SD) 

Treatment of active skin disease should include topical agents (GC, calcineurin inhibitors) 

(2b/B), antimalarials (HCQ, CQ) (1a/A), and/or systemic glucocorticoids (4/C) as needed, 

with methotrexate (1b/B), mycophenolate (4/C), anifrolumab (1a/A), or belimumab (1a/B), 

considered as second-line therapy 

9.35 (1.06) 

Points to consider 

• Anifrolumab rated with LoE: A due to the CLASI data included in phase II/III trials 

• Real-world evidence supports its superior efficacy especially in refractory mucocutaneous involvement  



Organ-specific recommendations 

Hematological involvement in SLE LoA 
mean (SD) 

For acute treatment of severe autoimmune thrombocytopenia, high-dose GC (including 

pulses of intravenous methylprednisolone) (4/C), with or without intravenous 

immunoglobulin G (4/C), and/or rituximab (2b/B), and/or high-dose intravenous 

cyclophosphamide (4/C),  

followed by maintenance therapy with rituximab (2b/B), azathioprine (2b/C), 

mycophenolate (2b/C), or cyclosporine (4/C), should be considered. 

9.35 (1.06) 



General SLE recommendations 

Recommendation1 LoA,  

mean (SD)1 

In SLE patients achieving sustained remission, gradual tapering of 

treatment should be considered, with withdrawal of GC first (2a/B) 9.89 (0.38) 

GC, glucocorticoids; IST, immunosuppressive therapy; LN, lupus nephritis; LoA, level of agreement; M0, month 

zero; M24, 24 months; SLE, systemic lupus erythematosus. 

1. Fanouriakis A et al. Ann Rheum Dis. 2024;83(1):15–29. 2. Jourde-Chiche N et al. Ann Rheum Dis. 

2022;81(10):1420-1427; 3. Jourde-Chiche N  et al. Nephrol Dial Transplant. 2022; 37 (Suppl. 3): i818–i822 

(Abstract FC053); 4. Speaker’s own opinion. 



Διακοπή των κορτικοστεροειδών στο ΣΕΛ 

Ασθενείς με μέτριο/σοβαρό ΣΕΛ (προοπτικά 

δεδομένα) 

Katechis S, et al. RMD Open. 2025; 11(1): e005118. 

1. Slow GC tapering (6 months) until complete 

withdrawal 

2. Use of HCQ >50% of time 

3. DORIS or LLDAS (at the time of complete withdrawal) 



ΣΕΛ με νεφρική προσβολή 



Functional reserve and its compromise by 
each flare of lupus nephritis 

Nat Rev Rheumatol. 2024 Nov;20(11):699-711 
The 60 

ml/min 

GFR 

threshold 

The multiple morbidities 

and significant mortality 

of ESRD 





Recommendation LoA,  

mean (SD) 

For patients with active lupus nephritis, especially those with poor 

prognostic factors, we recommend combination therapy of: a) 

mycophenolate or low-dose intravenous cyclophosphamide with belimumab 

(1b/A), or b) mycophenolate with a calcineurin inhibitor (voclosporin or 

tacrolimus) (1b/A), or c) mycophenolate with obinutuzumab (1b/A).  

Alternative regimens include single-agent therapy with either 

mycophenolate (1a/A) or low-dose intravenous cyclophosphamide (1a/A). 

9.59 (0.78) 

2025 Update of the EULAR Recommendations for the management of LN 

Recommendation 4: Immunosuppressive treatment (1) 

LoA: Level of agreement 



Targeting B-

cells: belimumab 

(add-on) versus 

standard therapy 

in active lupus 

nephritis 

(BLISS-LN) 

55% greater odds to meet the primary endpoint 

of renal response
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Furie R, et al, N Engl J Med. 2020;383: 1117-28  



CJASN. 2024; 19: 309–318 



Obinutuzumab 

Reddy VR, et al. Rheumatology. 2022; 61: 2894–2904 

Reddy VR, et al. Rheumatology. 2017; 56:1227–1237 

Marinov AD, et al. Arthritis Rheumatol. 2021; 73: 826–836 

Clin J Am Soc Nephrol. 2018;13(10):1502-9;  

J Autoimmun. 2022; 102873; Biologicals. 2021; 69: 1–14 

Ann Rheum Dis. 2022; 81: 100–7 

Obinutuzimab (type II anti-CD20 mAb) depletes >93% of peripheral B-

cells in SLE 

• Less dependent on complement-mediatd cytotoxicity 

• Less internalized from the cell membrane 

• Presumambly induces higher depletion of tissue infiltrating 

B-cells (kidneys) 

• In vitro studies suggest less dependency of BAFF 

concentration  





Recommendation LoA,  

mean (SD) 

In patients in sustained remission, gradual withdrawal of immunosuppressive and/or 

biologic therapy should be considered after three years of therapy following 

response, taking into consideration the risk for flare (2a/B) 

9.31 (0.97) 

2025 Update of the EULAR Recommendations for the management of LN 

Recommendation 7: Gradual withdrawal of treatment 

LoA: Level of agreement 



Διακοπή του μυκοφαινολικού σε σταθερό, ανενεργό ΣΕΛ 

Chakravarty EF, et al. Lancet Rheumatol 2024; 6: e168–77 

Ανοικτή, τυχαιοποιημένη 
ελεγχόμενη μελέτη 

ΣΕΛ «υπό έλεγχο» (clinical 
SLEDAI-2K <4) 

MMF: σταθερή ή μειούμενη δόση για ≥1 
(εξω-νεφρική νόσος) ή ≥2 (νεφρική νόσος) + 

Διακοπή MMF σε 12 
εβδομάδες (n=49) 

Διατήρηση του MMF 
(n=51) 

παρακολούθηση 60 εβδομάδες 

Non-inferiority study design • ~40% Λευκοί ασθενείς 

• Διάρκεια νόσου: ~12 έτη 

• Νεφρίτιδα: ~81% 

• Χρήση στεροειδών: ~37% (μέση δόση 4-5 
mg/ημέρα) 

• Διάρκεια λήψης MMF ~6.5 έτη 

• ~80% σε ύφεση (DORIS) 

• Πρωτεϊνουρία ~200 mg/24hr 



Διακοπή του μυκοφαινολικού σε σταθερό, ανενεργό ΣΕΛ: 

προσοχή στη νεφρίτιδα! 

Chakravarty EF, et al. Lancet Rheumatol 2024; 6: e168–77 

Σύνολο ασθενών 

Ασθενείς με νεφρίτιδα 





Τι να αναμένουμε; 

• Από την ύφεση (DORIS), στην «βαθιά» ύφεση (DORIS+) 

• Στρατηγικές ενίσχυσης της αποτελεσματικότητας υφιστάμενων θεραπειών (π.χ., 
πρώιμη έναρξη, βιοδείκτες) 

• Νεφρίτιδα: (επαναληπτική) βιοψία για την εξατομίκευση της θεραπείας 

• Βελτίωση αντιμετώπισης συννοσηροτήτων 

• Νέοι θεραπευτικοί παράγοντες 



Καινοτόμες στοχευμένες θεραπείες στο ΣΕΛ 

Promising new agents 

Anti-BAFF-receptor  

Upadacitinib (JAK1 inhibitor) 

Deucravacitinib (ΤΥΚ2 inhibitor) 

“Engagers” (e.g. bispecific CD20/CD3 T-cell engaging antibody) 

Arthritis Rheumatol. 2024; 76(4):497-504 

…allogeneic CD19+ CAR T-cells 

BCMA CAR T-cells 

CAR NK cells 

….CAR T & mAbs 


