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The diagnosis and management of autoimmune rheumatic diseases (ARDs) frequently present a clinical 

challenge due to their heterogeneous presentation and often delayed identification. The EULAR 2026 session, 

“Guess Who?”: Revealing autoantibodies as hidden drivers of autoimmune rheumatic diseases, underscores 

the immediate clinical takeaway that specific autoantibody profiles can serve as crucial biomarkers for earlier 

diagnosis and prognostication, potentially guiding more precise therapeutic interventions.

K E Y  TA K E AWAY S

º The Pivot: Autoantibody profiling moves beyond diagnostic confirmation to predictive and prognostic utility 

in ARDs.

º The Data: Early detection of specific autoantibodies can precede clinical symptom onset by years, enabling 

pre-emptive strategies.

º The Action: Clinicians should consider broader autoantibody screening in at-risk populations or those with 

non-specific symptoms to facilitate earlier intervention.

Autoimmune rheumatic diseases (ARDs) encompass a spectrum of chronic inflammatory conditions, including 

rheumatoid arthritis (RA), systemic lupus erythematosus (SLE), Sjögren's syndrome, and systemic sclerosis. These 

diseases are characterised by the immune system mistakenly attacking the body's own tissues. The clinical manifestations 

are diverse, often overlapping, and can affect multiple organ systems, leading to significant morbidity and reduced 

quality of life.1 A key pathological feature across many ARDs is the presence of autoantibodies, which are antibodies 

produced by the immune system that target self-antigens.2 Historically, autoantibodies like rheumatoid factor (RF) and 

anti-citrullinated protein antibodies (ACPAs) in RA, or anti-nuclear antibodies (ANAs) in SLE, have been instrumental 

in confirming diagnoses once symptoms are established.3 However, emerging evidence suggests their utility extends 

beyond mere diagnostic markers, positioning them as critical players in disease pathogenesis and predictors of future 

disease development and severity.4

The Role of Autoantibodies in ARD Pathogenesis
The EULAR 2026 session focused on the evolving understanding of autoantibodies as not merely bystanders but active 

participants in driving ARD pathology. For instance, in RA, ACPAs are known to appear in the serum years before the 

onset of clinical arthritis.5 The presence of ACPAs is associated with a more aggressive disease course and greater joint 

destruction.6 Similarly, in SLE, a complex array of autoantibodies, including anti-dsDNA, anti-Sm, and anti-Ro/La, 

are central to the disease. Anti-dsDNA antibodies, for example, are highly specific for SLE and are implicated in 
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the development of lupus nephritis, a severe kidney complication.7 Their titres often correlate with disease activity, 

particularly renal involvement.8

Sjögren's syndrome, characterised by sicca symptoms, frequently involves anti-Ro/SSA and anti-La/SSB autoantibodies. 

These antibodies are present in a significant proportion of patients and are associated with specific extraglandular 

manifestations, such as vasculitis or neurological involvement.9 In systemic sclerosis, various autoantibodies, including 

anti-centromere antibodies (ACA), anti-topoisomerase I (Scl-70), and anti-RNA polymerase III, define distinct clinical 

subsets with differing prognoses. ACA is typically associated with limited cutaneous systemic sclerosis and a lower risk 

of severe organ involvement, while anti-Scl-70 is linked to diffuse cutaneous systemic sclerosis and a higher risk of 

interstitial lung disease.10 Anti-RNA polymerase III antibodies are associated with a rapid onset of skin thickening and 

a higher risk of renal crisis.11

The session highlighted how the identification of these specific autoantibody profiles can facilitate earlier diagnosis, often 

preceding overt clinical symptoms. This pre-symptomatic phase, sometimes referred to as 'pre-clinical autoimmunity', 

offers a window for potential preventative or early interventional strategies.12 For example, individuals with positive 

ACPAs but no arthritis symptoms may be candidates for close monitoring or even prophylactic treatments to delay or 

prevent the onset of RA.13

Clinical Implications and Future Directions
The discussion at EULAR 2026 underscored the potential for autoantibody testing to refine diagnostic algorithms 

and personalise treatment approaches. Moving beyond traditional broad screening tests like ANA, the emphasis is 

now on panels of specific autoantibodies that can delineate disease subsets and predict outcomes. This precision 

medicine approach aims to match therapies to the specific immunological profile of the patient, potentially improving 

treatment efficacy and reducing adverse events.14 For instance, patients with specific autoantibody profiles might 

respond differentially to certain biologics or small molecule inhibitors.15

Furthermore, the session explored the potential for autoantibodies to serve as biomarkers for monitoring disease activity 

and treatment response. Changes in autoantibody titres or the emergence of new autoantibodies could signal disease 

flares or progression, prompting adjustments in therapy.16 The development of highly sensitive and specific assays 

for a broader range of autoantibodies is crucial for translating these insights into routine clinical practice. Challenges 

remain in standardising these assays and establishing clear cut-off values and interpretive guidelines across different 

laboratories.17 The integration of autoantibody profiling with other biomarkers and clinical data through advanced 

computational methods may further enhance predictive capabilities.18

For a comprehensive exploration of autoimmune rheumatic diseases and their management, readers may find the Oxford 

Handbook of Rheumatology an invaluable resource.

CLINICAL IMPLICATIONS

The EULAR 2026 focus on autoantibodies as drivers, not just markers, of autoimmune rheumatic diseases 

presents a clear directive for clinicians: broaden your diagnostic lens. Relying solely on established clinical 

criteria for ARDs means missing the crucial pre-symptomatic window where intervention could genuinely alter 

disease trajectory. We are past the point where a positive ANA is merely a curiosity; specific autoantibody 

panels, such as those for ACPAs or anti-dsDNA, offer actionable intelligence. General practitioners, in 
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particular, should consider these tests in patients presenting with vague, persistent musculoskeletal or 

systemic symptoms, especially with a family history of autoimmunity. Early referral to rheumatology based 

on these profiles, rather than waiting for overt organ damage, could significantly improve long-term outcomes 

for patients.

For the pharmaceutical industry, this evolving understanding of autoantibody pathogenicity creates a 

compelling incentive for developing targeted therapies that either neutralise specific autoantibodies or disrupt 

their pathogenic mechanisms. Current treatments often broadly suppress the immune system, leading to 

significant side effects. A drug that specifically targets, for example, the B-cell subsets producing pathogenic 

ACPAs or anti-dsDNA antibodies, could offer a more precise and safer therapeutic option. This shift also 

necessitates more sophisticated companion diagnostics to identify the specific autoantibody profiles that 

would benefit most from these novel agents. Companies like Roche, AbbVie, and Bristol Myers Squibb, with 

significant investments in immunology, should be keenly observing these developments to refine their R&D 

pipelines.

The patient impact of this paradigm shift is substantial. Earlier diagnosis, potentially years before debilitating 

symptoms manifest, offers the prospect of preventing irreversible organ damage and preserving quality of life. 

Imagine a future where individuals at high genetic risk for RA or SLE could undergo regular autoantibody 

screening, allowing for pre-emptive interventions that delay or even prevent disease onset. This moves us 

away from a reactive model of disease management to a proactive, preventative one. However, it also raises 

ethical considerations regarding the psychological burden of a 'pre-disease' diagnosis and the potential for 

overtreatment, which will require careful navigation by clinicians and robust patient education.

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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