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EGPA: Early Recognition & Targeted I ntervention
| mprove Outcomes
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Eosinophilic granulomatosis with polyangiitis (EGPA) is arare, systemic vasculitis characterised by
eosinophilia, asthma, and granulomatous inflammation, often leading to significant organ damage if diagnosis
and treatment are delayed. The EULAR 2026 conference highlighted the imperative for earlier recognition and

precision-guided therapeutic strategiesto mitigate disease progression and improve long-term patient prognosis.

The Pivot: Increased emphasis on early diagnostic markers and a multidisciplinary approach to EGPA
management.

The Data: Early initiation of targeted therapies, particularly biologics, demonstrates superior outcomes
compared to delayed or conventional immunosuppression alone.

The Action: Clinicians should maintain a high index of suspicion for EGPA in patients presenting with
new-onset or worsening asthma, eosinophilia, and systemic symptoms, facilitating prompt referral and
treatment.

Eosinophilic granulomatosis with polyangiitis (EGPA), previously known as Churg-Strauss syndrome, is an
anti-neutrophil cytoplasmic antibody (ANCA)-associated vasculitis that can affect multiple organ systems, including
the lungs, skin, heart, gastrointestinal tract, and peripheral nervous system. The disease course is heterogeneous, ranging
from mild, asthma-predominant phenotypes to severe, life-threatening vasculitic manifestations. Diagnostic delays are
common due to the non-specific nature of early symptoms and the rarity of the condition, often leading to irreversible
organ damage and increased morbidity.1

The clinical presentation of EGPA typically evolves through three phases. a prodromal phase characterised by alergic
rhinitis, asthma, and sinusitis; an eosinophilic phase with peripheral and tissue eosinophilia; and a vasculitic phase
involving systemic symptoms and organ-specific damage.2 The presence of ANCA, particularly anti-myeloperoxidase
(MPO) ANCA, is observed in approximately 30-40% of EGPA patients and is often associated with a more severe
vasculitic phenotype.3 However, ANCA negativity does not exclude the diagnosis, underscoring the importance of
clinical and histopathological criteria.4 The estimated annual incidence of EGPA rangesfrom 0.5 to 6.8 cases per million
adults, with aprevalence of 11 to 50 cases per million adults. The disease affectsindividual s of all ages, thoughit typically
manifests in adulthood, with a mean age of onset around 40-50 years. There is no significant gender predominance.
Understanding these epidemiological patternsis crucial for raising avareness among clinicians and facilitating earlier
diagnosis.
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Advancing EGPA M anagement
Discussions at EULAR 2026 underscored the critical need for a multidisciplinary approach to EGPA, involving

pulmonologists, rheumatologists, neurologists, and dermatol ogists, to ensure comprehensive patient evaluation and
management. The diagnostic criteria, including the American College of Rheumatology (ACR) 1990 criteria and the
Chapel Hill Consensus Conference (CHCC) definitions, provide aframework, but clinical acumen remains paramount
for timely identification.5,6 Early recognitionis particularly challenging given the overlap with other hypereosinophilic
syndromes and severe asthma. Biomarkers such as eosinophil count, IgE levels, and specific ANCA patterns can aid

in diagnosis and prognostication.7 Histopathological confirmation, often through biopsy of affected tissues (e.g., skin,
nerve, lung), revealing eosinophilic infiltration, granulomas, and vasculitis, provides definitive evidence, though it is not
always feasible or necessary in al casesfor diagnosis.

Treatment strategiesfor EGPA traditionally involve corticosteroids, often in combination with immunosuppressants such
as cyclophosphamide for severe, organ-threatening disease, or methotrexate/azathioprine for maintenance.8 However,
these broad immunosuppressive regimens are associ ated with significant side effects and do not always achi eve sustained
remission. The advent of targeted biological therapies has transformed the treatment |andscape. M epolizumab, an
anti-1L-5 monoclona antibody, has demonstrated efficacy in reducing relapse rates and allowing for corticosteroid
dose reduction in patients with refractory or relapsing EGPA.9 In the pivotal MENSA trial, mepolizumab reduced the
annualised relapse rate by 50% (rate ratio 0.50; 95% CI 0.35-0.72; p<0.001) compared to placebo, and increased the
proportion of patients achieving remission at weeks 36 and 48.9 Mepolizumab specifically targets interleukin-5 (IL-5),
acytokine central to the growth, differentiation, recruitment, activation, and survival of eosinophils, thereby reducing
eosinophil counts and subsequent tissue damage.

Other biologics, such as benralizumab (anti-1L-5R}xand dupilumab (anti-IL-4R}, are also being investigated for their
potential rolein EGPA, particularly in patients with prominent allergic or asthmatic features.10 These therapies offer
amore precise approach by targeting specific pathways involved in eosinophilic inflammation, thereby potentially
improving efficacy and reducing systemic toxicity. The choice of therapy isincreasingly guided by disease phenotype,
ANCA status, and the presence of specific organ involvement. For instance, ANCA-positive patients with severe
vasculitis may still requireinitial aggressive immunosuppression, while ANCA-negative patients with predominant
eosinophilic features might benefit more from IL-5 pathway inhibitors.11

Despite advances, challenges remain. Long-term management requires careful monitoring for disease flares and
treatment-related adverse events. The optimal duration of biological therapy and the role of combination therapies are
areas of ongoing research. Furthermore, access to these newer, often expensive, treatments remains a barrier in some
healthcare systems. Future research will likely focus on identifying additional biomarkers to predict treatment response
and devel oping personalised medicine approaches to tailor therapy to individual patient profiles, ultimately aiming to
achieve sustained remission with minimal side effects.12 A deeper understanding of the genetic and environmental
factors contributing to EGPA pathogenesisis also needed to develop preventative strategies and more effective early
interventions.

CLINICAL IMPLICATIONS
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The EULAR 2026 discussions on EGPA underscore a critical shift in clinical practice: the move from
reactive management of established organ damage to proactive, phenotype-driven intervention. For too long,
EGPA patients have navigated a diagnostic odyssey, often receiving broad-spectrum immunosuppression
that carries its own burden. The emphasis on early recognition, particularly in patients with severe or
refractory asthma and unexplained eosinophilia, is not merely academic; it directly impacts the potential for
corticosteroid-sparing effects and the prevention of irreversible neurological or cardiac damage. Clinicians
must internalise that EGPA is not just a rheumatological curiosity but a condition that demands a high index
of suspicion across multiple specialties.

The increasing availability and evidence base for targeted biologics, such as mepolizumab, represent a
significant therapeutic advancement. While these agents are not without cost implications, the long-term
economic burden of managing chronic organ damage, repeated relapses, and corticosteroid-induced
morbidities often outweighs the initial investment in precision therapies. Payers and guideline bodies, including
NICE and EULAR, should continue to evaluate the cost-effectiveness of these treatments, recognising their
potential to improve quality of life and reduce healthcare utilisation in a complex, chronic disease. The
challenge now lies in ensuring equitable access to these therapies and integrating them seamlessly into
existing treatment algorithms, moving beyond a 'one-size-fits-all' approach.

The evolving understanding of EGPA phenotypes, particularly the distinction between ANCA-positive and
ANCA-negative disease, suggests a future where treatment selection is increasingly individualised. This
precision medicine approach demands ongoing education for specialists and general practitioners alike,
ensuring that the right patient receives the right therapy at the right time. The industry, in turn, must continue
to invest in research to identify novel biomarkers and develop therapies for those patients who do not respond
to current biologics, or who present with particularly aggressive disease. The goal is not just to manage
symptoms, but to achieve deep, sustained remission, allowing patients to live lives unburdened by the constant
threat of relapse and organ damage.

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