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Systemic lupus erythematosus (SLE) and lupus nephritis (LN) are chronic autoimmune diseases characterised 

by unpredictable flares and progressive organ damage, significantly impacting patient morbidity and mortality. 

EULAR 2026 highlighted that proactive, early intervention strategies, beyond merely managing acute flares, 

are essential to mitigate this long-term damage accumulation.

K E Y  TA K E AWAY S

º The Pivot: The focus in SLE and LN management is shifting from reactive flare control to proactive, early 

intervention to prevent irreversible organ damage.

º The Data: Early initiation of immunosuppression, particularly with agents like mycophenolate mofetil or 

cyclophosphamide, significantly reduces the risk of chronic kidney disease progression in LN.

º The Action: Clinicians should prioritise early diagnosis and aggressive treatment initiation in SLE and LN, 

aiming for sustained remission rather than episodic flare management.

Systemic lupus erythematosus (SLE) is a chronic, multisystem autoimmune disease with a heterogeneous clinical 

presentation, affecting approximately 5 million people worldwide.1 Lupus nephritis (LN), a severe manifestation of 

SLE, occurs in up to 60% of adult SLE patients and is a major predictor of morbidity and mortality.2 The natural history 

of both SLE and LN involves periods of disease activity (flares) interspersed with periods of remission, but cumulative 

damage from repeated flares and chronic inflammation leads to irreversible organ damage, functional impairment, and 

reduced quality of life.3 Damage accrual, measured by indices such as the SLICC/ACR Damage Index (SDI), is a strong 

independent predictor of mortality in SLE.4

Historically, management has often focused on controlling acute flares. However, EULAR 2026 emphasised a paradigm 

shift towards early, aggressive intervention aimed at preventing damage accrual from the outset. This proactive approach 

is grounded in the understanding that even subclinical inflammation contributes to cumulative organ damage over time.5 

The clinical dilemma remains how to identify patients at highest risk for damage progression and when to escalate 

therapy beyond standard maintenance regimens.

Preventing Damage in SLE and LN
The concept of 'treat-to-target' has gained traction in rheumatology, advocating for therapeutic strategies that aim for 

specific, measurable goals, such as low disease activity or remission.6 In SLE, achieving sustained remission or low 

disease activity (e.g., SLEDAI-2K d4 with no new activity and stable corticosteroid dose) has been associated with reduced 

damage accrual and improved long-term outcomes.7 Early diagnosis and prompt initiation of immunosuppressive 
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therapy are critical, particularly in patients with organ-threatening manifestations like LN.

In LN, early renal biopsy to classify the histological subtype and assess chronicity is paramount for guiding therapy.8 

International guidelines recommend prompt initiation of induction therapy, typically with high-dose corticosteroids 

combined with either cyclophosphamide or mycophenolate mofetil (MMF), followed by maintenance therapy.9 Studies 

have consistently shown that delaying effective immunosuppression in LN is associated with worse renal outcomes, 

including progression to end-stage renal disease (ESRD). For instance, a meta-analysis demonstrated that early initiation 

of MMF or cyclophosphamide significantly improved renal response rates and reduced the risk of ESRD compared 

to delayed or less aggressive approaches.10 The goal is to achieve complete renal response, defined as normal or 

near-normal renal function and inactive urinary sediment, within 6 to 12 months of treatment initiation.11

Beyond LN, early intervention in other severe SLE manifestations, such as neuropsychiatric lupus or severe 

haematological involvement, also aims to prevent irreversible damage. The use of biologics, such as belimumab 

and anifrolumab, has expanded treatment options for SLE patients who do not adequately respond to conventional 

immunosuppressants or who experience frequent flares.12 Belimumab, a B-lymphocyte stimulator (BLyS)-specific 

inhibitor, has demonstrated a significant reduction in severe flares and a decrease in damage accrual over time in SLE 

patients.13 Anifrolumab, a type I interferon receptor antagonist, has also shown efficacy in reducing disease activity 

and improving organ involvement in moderate to severe SLE.14 The data presented at EULAR 2026 reinforced the 

importance of integrating these newer agents earlier in the treatment algorithm for appropriate patients, rather than 

reserving them as last-line therapies.

The challenge lies in overcoming diagnostic delays and therapeutic inertia. Many SLE patients experience a significant 

delay between symptom onset and diagnosis, which can contribute to early damage accrual.15 Furthermore, clinicians 

may be hesitant to escalate immunosuppression due to concerns about adverse effects. However, the long-term 

consequences of uncontrolled disease activity and cumulative damage often outweigh the risks associated with 

appropriate, early immunosuppressive therapy. Regular monitoring for disease activity and damage accrual, using 

validated tools, is essential to guide treatment adjustments and ensure patients remain on an optimal therapeutic path.16

CLINICAL IMPLICATIONS

The EULAR 2026 discussions on early intervention in SLE and LN underscore a critical shift in clinical 

practice. For too long, the management of these complex autoimmune conditions has been reactive, chasing 

flares rather than proactively preventing the insidious accumulation of damage. The evidence is clear: 

delaying effective immunosuppression, particularly in lupus nephritis, directly correlates with poorer long-term 

outcomes, including progression to end-stage renal disease. This necessitates a more aggressive diagnostic 

approach and a lower threshold for initiating potent therapies, even in the face of clinician apprehension 

regarding side effects. The long-term cost of uncontrolled inflammation, both in terms of patient morbidity and 

healthcare expenditure, far outweighs the risks of judiciously applied, guideline-recommended treatments.

The pharmaceutical industry has a role to play beyond developing novel biologics. There is a need for 

better diagnostic tools that can identify patients at high risk for damage accrual earlier, perhaps even before 

overt clinical flares. Furthermore, educational initiatives for general practitioners and specialists are vital to 

reduce diagnostic delays and overcome therapeutic inertia. The current landscape, where patients often cycle 

through multiple ineffective treatments before receiving optimal care, is inefficient and detrimental. Companies 
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developing drugs like belimumab and anifrolumab should focus not just on efficacy in clinical trials, but on 

real-world strategies to integrate these agents earlier into treatment pathways, supported by robust health 

economic data demonstrating the long-term benefits of damage prevention.

Ultimately, the patient experience in SLE and LN is defined by the burden of chronic disease and the fear 

of irreversible organ damage. A proactive approach to treatment offers the promise of not just managing 

symptoms, but preserving organ function and improving quality of life. This requires a collaborative effort 

between patients, who must be educated on the importance of adherence and early reporting of symptoms, 

and clinicians, who must embrace a 'treat-to-target' philosophy with a clear focus on damage prevention. The 

EULAR 2026 emphasis serves as a timely reminder that early action is not just an option, but a necessity, in 

the ongoing battle against the devastating effects of SLE and LN.

EDITORIAL & AI STANDARDS
AI tools are used solely to structure and summarise evidence from peer-reviewed primary sources. No AI-generated conclusions appear in The 
Life Science Feed without editor verification against the primary source.
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