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Non-Cystic Fibrosis Bronchiectasis (NCFB): The
Next Frontier in Respiratory Drug Innovation |
Competitive Intelligence

Non-Cystic Fibrosis Bronchiectasis (NCFB)
lacks FDA-approved drugs. Innovation is
accelerating to meet high unmet needs
and redefine chronic lung care.

Benefits of our Cl Report

AUSTIN, TX, UNITED STATES, June 23,
2025 /EINPresswire.com/ -- Non-Cystic
Fibrosis Bronchiectasis (NCFB): A High-
Need Market Waiting for First-Mover
Innovation

Non-Cystic Fibrosis Bronchiectasis
(NCFB) is emerging as one of the most
critical, under-addressed markets in
the chronic respiratory disease space. Despite its significant patient burden and rising
prevalence, NCFB remains without a single FDA- or EMA-approved therapy specifically indicated
for its treatment. This reality, however, is poised for a significant shift, driven by scientific
advancements and a late-stage pipeline that may soon deliver the market's first disease-

modifying drug.
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Disease Overview: A Chronic and Debilitating Condition
NCFB is a progressive respiratory disease marked by the
permanent dilation and structural damage of bronchi-the
large airways in the lungs-due to recurrent infections,
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inflammation, or both. It differs from cystic fibrosis-related

bronchiectasis in its etiology and patient population, primarily affecting older adults and
individuals with comorbid conditions such as COPD, asthma, or immunodeficiencies.

Patients suffer from chronic cough, daily sputum production, and frequent respiratory
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infections. Over time, these symptoms worsen, leading to declining lung function,
hospitalizations, and severely impaired quality of life. Diagnosis is typically confirmed through
high-resolution CT (HRCT) scans.

Epidemiology: Rising Global Burden

Globally, NCFB affects between 67 and 566 individuals per 100,000, with higher prevalence seen
in the elderly and females. Improved diagnostic tools, growing disease awareness, and aging
populations are driving increased recognition of the condition.

In North America and Europe, prevalence is steadily rising, often associated with better detection
among patients with pre-existing lung disease. While exact incidence rates vary by geography, it
is especially high among patients over 65 and those with a history of respiratory comorbidities.

Current Treatment Landscape: Gaps in Targeted Therapies

There are currently no drugs approved exclusively for the treatment of NCFB. Existing treatment
strategies rely heavily on symptom control, infection management, and off-label therapies.
These include:

- Inhaled Antibiotics such as Tobramycin, Colistin, and Aztreonam lysine are often used to
manage Pseudomonas aeruginosa colonization.

- Oral/IV Antibiotics like amoxicillin-clavulanate and macrolides are used for exacerbations and
long-term suppression.

- Long-Term Macrolide Therapy (e.g., Azithromycin, Erythromycin) provides both antibacterial
and anti-inflammatory benefits.

- Airway Clearance Therapies including hypertonic saline, and less commonly, dornase alfa and
bronchodilators.

- Bronchodilators and Corticosteroids are used in patients with overlap syndromes involving
asthma or COPD.

This patchwork of symptom-centric approaches underscores the pressing need for disease-
modifying drugs tailored specifically for NCFB pathology.

Pipeline Analysis: Brensocatib and the Competitive Wave Behind It

The most promising candidate in the race to redefine NCFB therapy is Brensocatib, developed by
Insmed Incorporated. Currently in pre-registration in the U.S., Brensocatib is a first-in-class DPP1
inhibitor that targets neutrophilic inflammation-a hallmark of NCFB pathology. The drug has
already received priority regulatory designations and is widely expected to become the first
approved therapy for the disease.

Following closely are several high-potential candidates, including:

- BI 1291583 (Boehringer Ingelheim): Another DPP1 inhibitor targeting neutrophilic
inflammation, now heading into Phase Il trials. It competes directly with Brensocatib, with a
possibility of safety or efficacy differentiation.

- Itepekimab (Sanofi/Regeneron): An anti-IL-33 monoclonal antibody in Phase Il development.



Itepekimab targets Th2/eosinophilic inflammation, potentially addressing a distinct patient
subset-those with asthma overlap or eosinophilic phenotypes.

- HSK31858 / CHF10196 (Haisco / Chiesi): A DPP1 inhibitor in Phase lll, positioned for global
expansion via strategic regional partnerships. It will likely compete in the same inflammatory
niche with potential geographic advantages.

Target Opportunity Profile (TOP): What Emerging Drugs Must Deliver

In a therapeutic landscape with no approved agents, the bar for differentiation is high but clear.
For new entrants to gain traction and establish lasting market value, they must align with the
following key attributes:

- Mechanism of Action (MoA): Anti-neutrophilic and anti-inflammatory agents-especially DPP1
inhibitors and immune-modulating antibodies-are the current frontrunners. Novel approaches
targeting IL-33, neutrophil elastase, or mucus hypersecretion may also gain attention.

- Efficacy Requirements: Drugs must demonstrate meaningful clinical benefit, such as reduced
annualized pulmonary exacerbation rates, improved lung function (FEV1), lowered sputum
production, and enhanced health-related quality of life metrics (SGRQ, LCQ scores).

- Safety Profile: Given the chronic nature of NCFB, therapies need to show low systemic
immunosuppression and minimal risk of serious infections. Safety and tolerability over long-
term use will be vital.

- Route of Administration: Oral and inhaled options are preferred for patient compliance.
Subcutaneous delivery may be acceptable if infrequent. Chronic IV infusions are less desirable
due to logistical and patient burden.

- Dosing Convenience: Once-daily or weekly administration is ideal. Therapies requiring complex
dosing regimens or hospitalization will face adoption barriers.

- Modality and Scalability: Small molecules and inhaled biologics that can be manufactured cost-
effectively and at scale will have a strategic edge.

- Innovation in Patient Targeting: Biomarker-guided therapy, stratification by inflammatory
phenotype (neutrophilic vs. eosinophilic), and personalized medicine approaches will increase
drug value and payer receptivity.

- Regulatory Strategy: Orphan drug designation may be achievable in select jurisdictions.
Candidates that demonstrate robust clinical data on exacerbation reduction and improved QoL
could qualify for fast-track or breakthrough designations.
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Market Outlook: First-Mover Advantage and Competitive Intelligence

The NCFB market is ripe for disruption. Insmed'’s Brensocatib is on the verge of capturing first-
mover advantage in a disease area desperately lacking targeted solutions. However, its
dominance will hinge on clinical outcomes, regulatory timing, and post-market performance.

Runners-up like Boehringer’s Bl 1291583 and Sanofi's Itepekimab may carve out meaningful
shares through mechanism-based patient segmentation. Meanwhile, companies that can offer
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oral delivery, novel MoAs, or patient-centric innovations will shape the competitive narrative in
the coming years.

In this high-unmet-need space, commercial success will not be dictated solely by efficacy-but by
the ability to integrate differentiated science, clinical relevance, and practical usability.

Conclusion

Non-Cystic Fibrosis Bronchiectasis is no longer a neglected niche. It is now a frontier. With
targeted therapies on the horizon, this is a pivotal moment to transform the lives of patients
long trapped in a cycle of symptom management. The pipeline is heating up, and the first
company to break through with a regulatory approval will not just capture market share-it will
redefine the standard of care.
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