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ABSTRACT
Our objective was to update the EULAR 
recommendations for the management of systemic 
lupus erythematosus (SLE), based on emerging new 
evidence. We performed a systematic literature review 
(01/2007–12/2017), followed by modified Delphi 
method, to form questions, elicit expert opinions and 
reach consensus. Treatment in SLE aims at remission 
or low disease activity and prevention of flares. 
Hydroxychloroquine is recommended in all patients 
with lupus, at a dose not exceeding 5 mg/kg real 
body weight. During chronic maintenance treatment, 
glucocorticoids (GC) should be minimised to less than 
7.5 mg/day (prednisone equivalent) and, when possible, 
withdrawn. Appropriate initiation of immunomodulatory 
agents (methotrexate, azathioprine, mycophenolate) 
can expedite the tapering/discontinuation of GC. In 
persistently active or flaring extrarenal disease, add-on 
belimumab should be considered; rituximab (RTX) may 
be considered in organ-threatening, refractory disease. 
Updated specific recommendations are also provided 
for cutaneous, neuropsychiatric, haematological and 
renal disease. Patients with SLE should be assessed for 
their antiphospholipid antibody status, infectious and 
cardiovascular diseases risk profile and preventative 
strategies be tailored accordingly. The updated 
recommendations provide physicians and patients with 
updated consensus guidance on the management of SLE, 
combining evidence-base and expert-opinion.

INTRODUCTION
Systemic lupus erythematosus (SLE) has variable 

presentation, course and prognosis. The wide 

acceptance and popularity of the first EULAR 

recommendations for its management, published 

in 2008,1 prompted the subsequent development 

of specific recommendations regarding moni-

toring, neuropsychiatric and renal disease, as well 

as for pregnancy and women‘s health in lupus.2–5 

Since these publications, new data have emerged 

on treatment strategies and validated goals of 

treatment, alternative regimens of glucocorticoids 

(GC), ‗multitargeted‘ therapy with the use of calci-

neurin inhibitors (CNIs) in lupus nephritis (LN), 

and the approval of the first biological therapy 

for SLE. These advances called for an update of 

the EULAR recommendations for lupus, capital-

ising on the strengths of and experience from the 

previous projects.6

METHODS
After approval by the EULAR Executive 

Committee, the convenor (DB) and methodolo-

gist (GB) invited a Task Force to work on this 

update; two fellows (AF, M K) undertook the 

systematic l iterature review (SLR). The EULAR 

standardised operating procedures7 and the 

Appraisal of Guidelines Research and Evalu-

ation instrument (AGREE II)8 were followed. 

Applying a Delphi-based methodology, 14 

research questions were selected for SLR (online 

supplementary table 1). PubM ed was screened 

using strings of relevant terms. Since this was an 

update of the previous 2007 recommendations, 

the SLR considered all English-language publi-

cations from 01/2007 unti l 12/2017, with two 

exceptions: (1) treatment of skin disease, where 

an unrestricted date search was performed and 

(2) renal disease, where search was limited to 

the period 01/2012–12/2017 (since the EULAR 

recommendations for LN were published in 

2012). Pertinent articles, identified by manual 

search within the reference list of the originally 

retrieved publications, were also included. All 

retrieved items were refined based on article 

type, abstract, full-text content and number of 

included patients. The final level of evidence and 

grading of recommendations considered also the 

body of evidence that had informed the previous 

sets of EULAR recommendations for the manage-

ment of SLE, as the convenor, methodologist and 

several of the panellists had also participated in 

the latter. A detailed presentation of the SLR 

results is given in online supplementary tables 

2 and 3. Evidence was categorised based on the 

design and validity of available studies and the 

strength of the statements was graded (see online 

supplementary table 4). After rounds of discus-

sions, the committee reached a consensus of 33 

final statements, grouped in four broad cate-

gories (Goals of Treatment, Treatment of SLE, 

Specific manifestations, Comorbidities—table 1). 

Each Task Force member rated their agreement 

with each statement.
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Επωηήζειρ για ηη ζςζηημαηική 

αναζκόπηζη ηηρ βιβλιογπαθίαρ 

1. What is the evidence for the benefits and harms of glucocorticoids in treating SLE?

2. What is the evidence for the benefits and harms of hydroxychloroquine in treating SLE? 

3. What is the evidence for the benefits and harms of immunosuppressive/cytotoxic agents in 
treating SLE?

4. What is the evidence for the benefits and harms of calcineurin inhibitors in treating SLE?

5. What is the evidence for the benefits and harms of biologics in treating SLE?

6. How should skin involvement in SLE be treated?

7. How should renal involvement in SLE be treated?

8. How should neuropsychiatric involvement in SLE be treated?

9. Management of antiphospholipid syndrome in SLE

10. How should SLE flares be treated?

11. How often and by which means should disease activity and damage be assessed in SLE? 

12. What are the optimal treatment targets in SLE?

13. What is the optimal duration of immunosuppressive/biologic treatment in SLE? 

14. How should comorbidities be managed in SLE?











Treatment of SLE - HCQ

 Recommended for all patients with SLE (1b/A), unless contraindicated, at a dose not exceeding 5 mg/
kg/real BW (3b/C).  

 In the absence of risk factors for retinal toxicity, ophthalmological screening (by visual fields examination 
and/or spectral domain-optical coherence tomography) should be performed at baseline, after 5 years, 
and yearly thereafter (2b/B). 

“Bull’s eye” on funduscopic examination is too late (advanced toxicity)! – Fundus examination no longer 
recommended as screening test

1) > 5 mg/Kg: OR 5.67

2) > 10 years: OR 3.22 

Pts with CKD at increased risk: OR 2.1 – 8.6

2,361 patients (USA) 



HCQ και οθθαλμοηοξικόηηηα





Ποιο ανοζοκαηαζηαληικό θάρμακο; 

 Η επιλογή θα εξαπηηθεί από ηην(-ιρ) πποεξάπσοςζα(-ερ) εκδήλωζη(-ειρ)

Recommendation

  In patients not responding to HCQ (alone or in combination with glucocorticoids) or patients unable to reduce glucocorticoids 

below doses acceptable for chronic use, addition of immunomodulating/immunosuppressive agents such as methotrexate, 

azathioprin or mycophenolate should be considered. 1b/2b/2a

 Immunomodulating/immunosuppressive agents can be included in the initial therapy in cases of organ-threatening disease. 2b  

 Cyclophosphamide can be used for severe organ- or life-threatening SLE as well as ―rescue‖ therapy in patients not responding 

to other immunosuppressive agents.  2b  

1. MTX
2. MMF
3. Belimumab
4. Δαψόνη
5. Θαλιδομίδη
6. CsA

1. RTX 
(σοβαρή!)

2. AZA
3. MMF
4. Belimumab

1. RTX1. MTX
2. ΑΖΑ
3. MMF
4. CYC (σοβαρή)

1. MTX
2. RTX (rhupus)
3. Belimumab

* Το belimumab όχι 
σε “RA-like” 
αρθρίτιδα

Iaccarino L, et al. Arthritis Care 

Res 2016;69:115-123

No “one size fits all”!

Treatment of SLE - Immunosuppressive therapies





Evidence-based treatment of SLE 2019

Mild: constitutional symptoms/ mild arthritis/ rash ≤9% BSA/PLTs 50-100 x 103/mm3; SLEDAI≤6; BILAG C or ≤1 BILAG B manifestation

Moderate: RA-like arthritis/rash 9-18% BSA/cutaneous vasculitis ≤18% BSA; PLTs 20-50x103/mm3/serositis; SLEDAI 7-12; ≥2 BILAG B manifestations

Severe: major organ threatening disease, cerebritis, myelitis, pneumonitis, mesenteric vasculitis;  thrombocytopenia with platelets <20x103/mm3; TTP-like disease or acute 

hemophagocytic syndrome; SLEDAI>12; ≥1 BILAG A manifestations 





Θεπαπεία Δεπμαηικών Εκδηλώζεων

• First-line treatment of skin disease in SLE includes topical agent (2b)
(glucocorticoids, calcineurin inhibitors) antimalarials (1a)(HCQ, quinacrine) 
systemic glucocorticoids(4).

• In non-responsive cases or cases requiring high dose glucocorticoids, 

methotrexate(3a), mycophenolate (4), retinoids (4) or dapsone (4) can be 

added. 



Πποζέγγιζη και θεπαπεία ΝΨ εκδηλώζεων ζηον ΣΕΛ

Treatment of SLE-related neuropsychiatric 

disease includes glucocorticoids/

immunosuppressive agents (1b) for 

manifestations considered to reflect an 

inflammatory process and antiplatelet/

anticoagulants (2b) for atherothrombotic/aPL-

related manifestations. 



Θεπαπεία θπομβοπενίαρ ζηο ΣΕΛ

✓ Acute treatment of lupus thrombocytopenia includes 

high-dose glucocorticoids (including pulses of 

intravenous methylprednisolone) and/or intravenous 

immunoglobulin (4)

✓ For maintenance of response, IS/GC-sparing agents 

such as mycophenolate, azathioprine (2b) or 

cyclosporine (4) can be used.

✓ Refractory cases can be treated with rituximab (3a) or 

cyclophosphamide. (4)

✓ Thrombopoietin agonists or splenectomy should be 

reserved as last options. far less common than 

thrombocytopenia in SLE;

✓ Autoimmune hemolytic anaemia (AHIA) is far less 

common and its treatment follows the same principles.

✓ Autoimmune leucopaenia is common in SLE but rarely 

needs treatment, work-up is recommended to exclude 

other causes of leucopaenia (especially drug-induced). 



Θεπαπεία Νεθπίηιδαρ ηος ΣΕΛ

✓ Early recognition of signs of renal involvement and when present performance of a diagnostic 

renal biopsy are essential to ensure optimal outcomes.(2b)

✓ Mycophenolate (1a) or low-dose IV cyclophosphamide (2a) are recommended as initial 

(induction) treatment, as they have the best efficacy/toxicity ratio.

✓ In patients at high risk for renal failure (reduced glomerular filtration rate, histologic presence of 

crescents or fibrinoid necrosis, or tubular atrophy/interstitial fibrosis], mycophenolate (2b) or 

high-dose iv cyclophosphamide (1b) can be used.

✓ For maintenance therapy, mycophenolate or azathioprine should be used.(1a)

✓ In cases with stable/improved renal function but incomplete renal response (persistent 

proteinuria >1 g/24h after at least one year of immunosuppressive treatment), repeat biopsy 

can distinguish chronic from active kidney lesions (4).

✓ Mycophenolate may be combined with low dose of a calcineurin inhibitor in severe nephrotic 

syndrome (2b) or incomplete renal response (4), in the absence of uncontrolled hypertension, 

high chronicity index at kidney biopsy, and/or reduced GFR. 








