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The Renaissance of Bronchiectasis

Martinez-Garcia et al, Am J Respir Crit Care Med (2026), aamag413
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Anti-inflammatory drugs; DPP-1 inhibitors



MM Aogain et al, Drugs (2026) 86:797

DPP-1 (cathepsin C) inhibitors

Brensocatib → ASPEN trial (Phase III)

HSK31858 → SAVE-BE trial (Phase II)

BI1291583 → AIRLEAF trial (Phase II)



JD Calmers et al, N Engl J Med (2025), 392(16):1569

ASPEN trial 
N=1,721
52wk, placebo:10mg:25mg = 1:1:1
Primary outcome: annual exacerbation rate

Hyperkeratosis
 : placebo/10mg/25mg = 0.7% / 1.4% / 3.0%
Pneumonia
 : placebo/10mg/25mg = 5.9% / 4.0% / 4.7%
QOL-B
 : placebo/10mg/25mg = 4.81 / 6.84 / 8.58 < MCID 8

~20% ↓



N-S Zhong et al, Lancet Respir Med (2025), 13:414

SAVE-BE trial 
N=244
26 wk, placebo:20mg:40mg = 1:1:1
Primary outcome: annual exacerbation rate

~50% ↓

Why?
- Sputum NE >20ug/mL 54% (> 33% in WILLOW trial)
- Higher AE rate in placebo



DA Harris et al.,  Pulm Ther (2026)

Subgroup analysis in ASPEN study
: N = 191 of Asians

~60% ↓



JD Chalmers et al, Eur Respir J (2025), 65:2401551

AIRLEAF trial 
N=322
24-48 wk, placebo:1mg:2.5mg:5mg = 1:1:1:1
Primary outcome: annual exacerbation rate



Anti-inflammatory drugs; Macrolide



Cardiovascular Risk & Benefit of Macrolide in BE

Guo et al, Eur Respir J (2025), 65(3):2401574

Retrospective cohort study (22,895 BE patients in HK between 2001 and 2018)



Novel Targets for BE



WJ Guan et al, Am J Respir Crit Care Med (2026), 212(6):1343

N=42 (early termination d/t COVID and sponsor)
BE with at least one sputum pathogenic bacteria
Primary endpoint: bacterial load



DG Downey et al, Am J Respir Crit Care Med (2026), 212(7):1643

N=22, 1 dose of nebulization/day for 14days 
BE with at least one sputum pathogenic bacteria
Primary outcome: treatment-emerge adverse event

CSL787 = polyclonal IgG from healthy donor plasma → formulated for inhalation 

➔ Phase 2 is ongoing

MoA
- Opsono-phagocytosis
- Neuralization 
- Immunomodulation



Gremubamab → AZD0292 (longer half life)

Phase I (NCT06311760)
N=32 ; placebo vs 100,300,1000,2000mg of AZD0292

No fetal/severe TEAEs
(slightly higher TEAEs in high dose groups; skin problems)

➔ Phase 2 is ongoing

Targeting Pseudomonas 

Am J Respir Crit Care Med (2026), 212(S1):S967



Mucoactive agents



JM Bradley et al, N Engl J Med (2025) 393:1565

CLEAR trial 
N=288
52wks, Hypertonic saline/Carbocisteine 2x2 factorial
Primary outcome: # of exacerbations 

No significant difference 
Effect of standard care ? 



CLEAR trial 
N=288
52wks of standard care
  + Hypertonic saline/Carbocisteine 2x2 factorial
Primary outcome: # of exacerbations 

Higher adverse events
            (no different SAE)



Risk of Acute Exacerbations



O Sibila et al, Am J Respir Crit Care Med (2026)

Frequent Exacerbator Phenotype in BE N=19,324 in EMBARC

Previous definition >= 3 exacerbations

No ceiling

Prior severe 
→ next severe 



O Sibila et al, Lancet Respir Med (2025) 13:911

Symptoms Predicting Acute Exacerbations N=9,466 in EMBARC

Prior 0/yr + severe Sx = 1.55/yr
Prior 3/yr + average Sx = 1.58/yr

Each 10-point fall in QoL-B 
→ 10% higher exacerbation rate 



Endotypes



J Pollock et al, Thorax (2026) 81:642

Eosinophilic BE (BEC > 300 cells/uL)  = 20~30% 
Higher BEC ~ eosinophilic endotype of BE? 
Eosinophilic protein profiles from sputum (N=180)

blood Eos ~ sputum Eos: weak correlation (r = 0.33)

Pseudomonas ~ sputum Eos

Sputum Eos protein ~ radiologic severity

Sputum Eos Protein <> BSI/exacerbation



H Choi et al, Am J Respir Crit Care Med (2025) 211(12):2296

Nasopharyngeal swabs (N=344)
- Microbiome, mucociliary function

Pseuomonas in nasal swab (>0%) → Pseudomonas in sputum 25.8% 
No Pseudomonas in nasal swab → Pseudomonas in sputum 10.0%

Worse symptoms
Higher epithelial disruption    in dysbiosis group



Summary

• DPP-1 inhibitors: brensocatib, flensocatib, BI1291583 + Macrolide

• Novel targets: icenticaftor, CSL787, AZD0292

• Mucoactive agents: hypertonic saline vs carbocysteine

• Risk of acute exacerbations: severity of AE, symptoms

• Endotypes: sputum Eos proteins, upper-airway microbiome
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