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Bronchiectasis research development

* Multinational Bronchiectasis Registries
- 2012: EMBARC established
- 2015: EMBARC Prospective registry / Australian bronchiectasis registry
- 2017: US Bronchiectasis Research Registry
ERS guideline: Conditional + Low/Very low certainty
- 2020: KMBARC/BE-China

* High-Quality RCT
- Inhaled antibiotics (RESPIRE/ORBIT/Tobramycin/PROMIS)
ACT/PEP

Muco-active drug (Hypertonic saline/Oral muco-active drug)

Pulmonary rehabilitation
DPP1 inhibitor (WILLOW/ASPEN)

->Growing evidence: Updated international guidelines (2025: ERS guideline/2026: CHEST guideline)



ERS 2025 vs Chest 2026

Literature search period 2023.11 -2024.01 2023.10 (+ 2025.06 update)

PICO 8 PICO 8 PICO

3 patient representatives

Patient involvement (EMBARC/ELF) No

Consensus threshold > 70% agreement > 80% agreement
Strong recommendation Included Not included

Narrative questions Setsiflylnty €1/ X

Comorbidities/Severity/Deterioration

Brensocatib, Atorvastatin,

Additional recommendation ICS, Pulmonary rehabilitation .
Tranexamic acid
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Initial Assessment

Routine tests for all bronchiectasis patients

Full blood count

Serum electrophoresis

Total Igk and Aspergillus specific IgE+IgG
Serum immunoglobulins (1gG, IgA and IgM)
Sputum for NTM

Perform additional tests if the patient shows
any of the following features:

- Upper lobe predominant
bronchiectasis

« Early-onset disease

« Chronic rhinosinusitis,
male infertility,
pancreatitis

« Chronic sinusitis

« P. aeruginosa or
S. aureus infection

+ Middle/lower lobe
predominant
bronchiectasis

= Neonatal respiratory
distress

« Chronic rhinosinusitis

= Situs inversus

« Wet cough since
childhood

« Male infertility

» Localised bronchiectasis

+ HRCT suggestive of
NTM or obstructive
bronchiectasis

« Systemic symptoms
(e.g. joint pain,
skin changes, fatigue)

» Coexisting autoimmune
disease

« Haemoptysis or signs of
systemic vasculitis

- Coexisting basal
predominant emphysema

« Early-onset COPD

« Liver disease or
unexplained
transaminase elevation

« Familial history of COPD
or liver disease at
young age

» Recurrent or severe
respiratory and/or
extrapulmonary infections

« Onset in childhood or
early adulthood

« Diffuse bilateral
bronchiectasis, especially
in lower lobes

« Use of immunosuppressive
medications or
haematological malignancy

A 4

y

h

A 4

A

A

Test for cystic fibrosis/
CFTR-related disease:

Sweat chloride

CFTR genetics

Childhood Sx. Onset
Specific clinical or
radiological findings

Test for PCD:

Nasal nitric oxide

High speed video
microscopy

Transmission electron
microscopy

Immunofluorescence

Genetics for PCD

Test for NTM-related
disease:

Bronchoscopy

3 sputum samples or
BALF

Test for autoimmune
disease:

ANA, RF, ANCA, ENA,
anti-CCP antibodies

Referral to rheumatologist

Test for alpha-1 antitrypsin
deficiency:

Alpha-1 antitrypsin level

Alpha-1 antitrypsin
phenotyping/genotyping

Basal emphysema
Severe airflow
obstruction

Test for
immunodeficiency:

Specific antibody
responses to
pneumococcal or tetanus
vaccines IgG subclasses

Referral to immunologist

ERS 2025 NQ1

o Screening

CBC

Serum Electrophoresis
Serum Immunoglobulin
Total IgE

Aspergillus specific IgE + 1gG
Sputum for NTM

Chalmers JD. Eur Respir J. 2025 Dec 18;66(6):2501126.



@ High risk pts O Bronchiectasis Severity Index

* COPD, PCD, RA

Severity marker Score
* PsA or Gram-negative infection Age, years ,
. 50-69 2
* Frequent exacerbations 70-79 4
=80 6
* Severe symptoms = e .
18.5-25 0
« NTM/ABPA 2629 0
=230 0
FEV; % pred
>80 0
-> frequent FU and a lower threshold for treatment )
<30 3
Previous hospital admission
No 0
Yes 5
Number of exacerbations in previous year
o o o o 0 0
e Comorbid illness: low QoL, high mortality 12 0
>3 2
. . C breathl
« Cardiovascular disease itk .
4 2
» QOsteoporosis 5 - :
Pseudomonas colonisation
No 0
» Depression/Anxiety Yes 3
Colonisation with other organisms
. . .y N 0
e Rhinosinusitis/GERD = X
Radiological severity: =3 lobes involved or cystic bronchiectasis
Yes 1
No

2 9 points: severe or high risk of mortality and hospitalization
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How to clear phlegm from your chest | Active cycle of breathing technique (ACBT)

@ University College London Hospitals NHS Foundation Trust e

ELTGOL

(F) Quake* (G) RC-Cornet* (H) ShurClear*

() Vibralung* (J) vPEP* (K) VibraPEP*

Coppolo DP. Pulm Ther. 2022 Mar;8(1):1-41.
Herrero-Cortina B. Eur Respir J. 2023 Jul 20;62(1):2202053.



ELTGOL Placebo p-value'’
Baseline Month 12 Between-group Baseline Month 12 Between-group
differences differences
SGRAQ total score 40.2+13.7 33.7+15.7 —6.8 (-15.1-1.5)° 35.0+£9.9 47.6+12.8 11.4 (6.9-15.9)* <0.001
LCQ total score 14.5+3.4 16.2+3.2 1.96 (0.2-3.8)" 15.7+2 13.742.1 -2 (-2.8- -1.2)" <0.001
Exacerbations 2 (1-3.25) 1(0-2) -0.8 (-1.5- -0.1)7 1(0.75-2.25) 2 (1-3) 0.35 (—0.5-0.35)7 0.042
TABLE 2 Sputum volume obtained during the study
Sputum volume mL p-value
ELTGOL group Placebo group
Baseline 24-h 20 (15-40) 15 (15-20) 0.061
Visit 2 overall 24-h 40 (23.75-60) 12.5 (0-20) <0.001
During intervention 12.27+11.93 0
24 h later 30 (20-45) 12.5 (0-20) <0.001
Difference between visit 2 and baseline* 17.5 (10-26.25) -5 [-=11.25-0) <0.001
Month 12 overall 24-h 35 (30-50) 15 (10-20) <0.001
During intervention 10.8345.21 0
24 h later 25 (20-40) 15 (10-20]) 0.001
Difference between month 12 and baseline® 10 (-5-25) 0 (-10-3.75) 0.015
Difference between month 12 and visit 21 -5 (-30-5) 5 (5-10] 0.019

Mufioz G. Eur Respir J. 2018 Jan 11;51(1):1701926.




Airway clearance technique

ERS 2025 Chest 2026 PICO7

Strong recommendation, Very low certainty of evidence Conditional recommendation, Very low certainty of evidence

* Teach ACT to all pts [ELTGOL] expiration with an open glottis in the

* No technique proven superior lateral position

e Even dry-cough pts with mucus plugging may [ACB] active cycle of breathing:

Conditional recommendation, Low certainty evidence

benefit

* Airway clearance devices may be used to * [PEP] oscillatory positive expiratory pressure:

Support manual ACTs Conditional recommendation, Very low certainty

e Why?
y  [HFCWO] high frequency chest wall oscillation:

¢ Self'adminiStered; IOW'COSt; WideW accessible Conditional recommendation, Very low certainty evidence

e Strong patient advocacy



Mucoactive drug

Table 2. Outcomes in the Modified Intention-to-Treat Population.*

QOutcome

Primary outcome: no. of pulmonary
exacerbations over 52 wky

Secondary outcomes

Health-related quality-of-life measuresy:
QolL-B respiratory symptoms
SGRQ total score

No HTS
(N=141)

HTS
(N=126)

mean (95% Cl)

0.76 (0.58t0 0.95)  0.98 (0.78 to 1.19)

60.5 (57.9 to 63.1)
42.7 (40.4 to 45.1)

59.8 (57.0 to 62.6)
42.5 (39.9 to 45.0)

v Exacerbations: Overall, no change

inhaled mannitol: delayed time to first event

v" QoL (SGRQ, QoLB): Improvements (not significant)

v" Sputum : NAC reduced 24-h sputum volume

Mean Difference

or Hazard Ratio,

HTS vs. No HTS
(95% Cl)

~0.25 (-0.57 to 0.07)

-0.7 (-4.6 t0 3.1)
0.3 (-3.8t03.2)

No Carbocisteine
(N=138)

Carbocisteine
(N=129)

mean (95% Cl)

0.86 (0.66 to 1.06) 0.90 (0.70 to 1.09)

60.3 (57.7 to 62.9)
42.5 (40.1 to 44.9)

60.0 (57.2 to 62.8)
42.8 (40.2 to 45.3)

Recombinant DNase

Table 3—Pulmonary Exacerbations: Rates and Risk

Mean Difference
or Hazard Ratio,
Carbocisteine vs.
No Carbocisteine
(95% CI)

~0.04 (~0.36 to 0.28)

-0.3 (-4.2t0 3.5)
0.3 (-3.2t0 3.3)

Placebo rhDNase  Relative
Rate Rate Risk 95% Cl
PDEs 0.56 0.66 117 0.85, 1.65
NPDEs 0.14 0.29 2.01 1.15. 3.50
PDEs and NPDEs 0.71 0.95 1.85 1.01, 1.79

Bradley JM. N Engl J Med. 2025 Oct 23;393(16):1565-1577.
O'Donnell AE. Chest. 1998 May;113(5):1329-34.



Mucoactive drug

Chest 2026 PICO 7

Conditional recommendation

ERS 2025 PICO 2

Conditional recommendation, Very low certainty of evidence

* Mannitol, Hypertonic saline, N-acetylcysteine » Suggest the use of nebulized hypertonic saline

S Suggested if ACTs alone fail to control symptoms : Conditional recommendation, Very low certainty evidence
* Inhaled Mannitol/Carbocysteine/N-acetylcysteine

* Recombinant DNase: Against use : No recommendation

e Suggest against the use of recombinant DNase

: Conditional recommendation, Low certainty

* Hypertonic saline / mannitol: mucus hydration + cough stimulation

* NAC / carbocisteine: |, mucus viscosity

-> Highly symptomatic patients with poor QoL could be considered
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Infection: Inhaled antibiotics

Frequency of exacerbation

Quality of Life

Inhaled Antibiotics  Inhaled Placebo Rate Ratio Rate Ratio A o

Study or Subgroup  log[Rate Ratio] SE  Total  Total Weight IV, Random,95% Cl IV, Random, 95% C Inhaled Antibiotics Inhaled Placebo Mean Difference Mean Difference

Study or Subgroup  Mean difference SE  Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.1.1 Aminoglycosides - -
Loebinger 2022 03112 0.3651 86 21 33%  0.73[0.36, 1.50] 2.1.1 Aminoglycosides
Terpstra 2022 03011 02103 26 % 76%  0.74[0.49 112] 1 Loebinger 2022 -36369  5.1078 86 21 32% -3.64[-13.65, 6.37] _
Wei-jie Guan 2022 0.0339  0.2386 167 172 6.4% 1.03 [0.65, 1.65] —_— Terpstra 2022 —29 27803 26 26 79%  -2.90[-8.35 255] T
Subtotal (95% Cl) 279 219 173%  0.84[0.63, 1.1] — Weisjie Guan 2022 672 12959 167 172 15.4% —6.72[-9.26, —4.18] -
Heterogensity: Tau? — 0.00: Chi® = 1.26, df = 2 (P = .53): I — 0% Subtotal (95% CI) 279 219 26.4% -5.92 [-8.16,-3.67] -
Tost for over :ﬂi offect: 7 = 1.4 (P= _'22)' e Heterogeneity: Tau® = 0.00; Chi® = 1.76, df = 2 (P = .41); > = 0%

Test for overall effect: Z = 5.17 (P < .00001)
1'1'2_ Fluoroquinalonea o 2.1.2 Fluoroquinolones
Orbit 3 2019 -0.16 0.14 183 9  118%  085[065, 1.12] 1 Orbit 3 2019 162 2063 183 95 109%  162[-2.42, 5.66] ——
Orbit 4 2019 047 0.14 206 98 118%  0.63[0.48,0.82] —_— Orbit 4 2019 084 1945 206 98 115% -084[-465 297] 1
Respire 1 - 14 days 2018 -0.5 0.186 137 68  88%  0.61[0.42, 0.87] - Respire 1 - 14 days 2018 227 3252 7 8  64% -227[-864 4.10] —_—
Respire 1 - 28 days 2018 -0.023 0.188 141 70  87%  0.98[0.68, 1.41] _— Respire 1 - 28 days 2018 052 2035 137 68 70%  052[-543 647] L
Respire 2 - 14 days 2018 -0.185 0.175 176 88  9.4%  0.83[0.59, 117] —_— Respire 2 - 14 days 2018 02 5905 141 70 75%  —0.20[-5.89, 5.49] _
Respire 2 - 28 days 2018 -0.589 0.245 171 86  62%  055[0.34,090] ————— Respire 2 - 28 days 2018 —4.49 3.215 176 88  65% —4.49[-10.79, 1.81] —
Subtotal (95% Cl) 1,014 505 56.6%  0.74[0.62,0.87] - Subtotal (95% Cl) 850 427 49.9%  —-0.50 [-2.54, 1.55] *
Heterogeneity: Tau® = 0.02; Chi® = 762, df = 5 (P = .18); I’ = 34% Heterogeneity: Tau? = 0.00; Ghi® = 3.05, df = 5 (P = .69); I = 0%
Test for overall effect: Z = 3.50 (P =.0005) Test for overall effect: Z = 0.48 (P = .63)
1.1.3 Colistin 2.1.3 Aztreonam
Haworth 2021 ~0.4943  0.1485 176 197 111%  0.61[0.46, 0.82] —_— Ai-BX1 2014 _08 5 134 182 113%  -0.80 [4.72,3.12] <
Subtotal (95% CI) 176 197  11.1%  0.61[0.46,0.82] —~— Air-BX2 2014 46 1.785 136 138 12.4%  —4.60 [-8.10, —1.10] —_
Heterogeneity: Not app|icab|e Subtotal (950/0 CI) 270 270 23.7% -2.81 [—6.53, 0.91] ’
Test for overall effect: Z = 3.33 (P = .0009) Heterogeneity: Tau? = 3.63; Chi = 2.01, df = 1 (P = .16); I = 50%

Test for overall effect: Z = 1.48 (P = .14)
1.1.4 Aztreonam
Air-BX1 2014 0.2 0.215 134 132 7.4% 1.22 [0.80, 1.86] —+—=—— | Total (95% ClI) 1,399 916 100.0% -2.37 [-4.31,-0.44] *
Ai-BX2 2014 0.05 0.21 136 138 76% 1.05[0.70, 1.59] —_— Heterogeneity: Tau? = 4.69; Chi? = 19.05, df = 10 (P =.04); I = 48% Tt
Subtotal (95% CI) 270 270 15.0%  1.13[0.84,152] e Test for overall effect: Z = 2.40 (P = .02) 20 10 0 10 20
Heterogeneity: Tau? = 0.00; Chi = 0.25, df = 1 (P = .62); 12 = 0% Test for subgroup differences: Chi® = 12.24, df = 2 (P = .002), I° = 83.7% Favors Favors
Test for overall effect: Z = 0.82 (P = .41) Antibiotics  Placebo
Total (95% Cl) 1,739 1,191 100.0%  0.79 [0.68, 0.91] —
Heterogeneity: Tau® = 0.03; Chi® = 18.82, df = 11 (P = .06); 1> = 42% . w L]
Test for overall effect: Z = 3.33 (P = .0009) 05 07 1 15 2
Test for subgroup differences: chi® = 9.51, df = 3 (P = .02), I* = 68.5% Favors Favors

Antibiotic Placebo

Cordeiro R. Chest. 2024 Jul;166(1):61-80.



Infection: Inhaled antibiotics

PROMIS-I PROMIS-II
Colistimethate Placebo (n=197) p value Colistimethate Placebo (N=135)  p value
sodium (n=176) sodium (N=152)
Primary efficacy endpoint
Annual exacerbation rate, least squares mean, negative binomial model 0.-580 0-948 0-889 0-885
Annual rate ratio, least squares mean 0-612 (95% Cl p=0-0010 1.004 p=0-98
0-457 to 0-820) (0-747 to 1-349)
Secondary efficacy endpoints, in order of protocol specified hierarchical testing
Median time to first exacerbation, days NR (95% Cl 208.0 2670 2140
266.0to NR) (152-0 to 261.0) (189-0t0357.0)  (177.0to 279-0)
Kaplan Meier, 25-75% percentile 122.0to NR 67-0to NR 73-0to NR 83-0to NR
Comparison of survival curves p=0-00074 Not reported*
Hazard ratio for time to first exacerbation, Cox model 0-590 (95% Cl 0-928 (95% Cl
0-432to 0-806) 0-671t01-284)
Change from baseline to 12 months or end of treatment in St George’s 124 144 91 86
Respiratory Questionnaire total score for quality of life between
treatment groups, number of patients with data available
Change from baseline to 12 months or end of treatment in St George’s -4-552 (95% Cl p=0-0055 0-457 (95% Cl  Not reported*
Respiratory Questionnaire total score for quality of life between —7-755t0-1-349) -3-6921t0 4-606)

treatment groups, least squares mean, linear mixed model

Haworth CS. Lancet Respir Med. 2024 Oct;12(10):787-798.



Infection: Inhaled antibiotics

ERS 2025 PICO3 Chest 2026 PICO4

Long-term inhaled antibiotics (= 3 months)

* P. aeruginosa: strong recommendation

e Other pathogens: conditional recommendation : conditional recommendation, Low certainty

v’ Exacerbations: Reduced overall risk (RR 0.83)

* High-risk exacerbators

v’ 22 exacerbations/year High-risk exacerbators

v’ >1 severe exacerbation v’ 22 exacerbations/year

v’ 1 exacerbation + severe symptoms

Limitations

* Strong support from patient representatives v’ High study heterogeneity
v" Mild bronchospasm

v Antimicrobial resistance



Infection: Non-macrolide oral antibiotics

* NOT to offer as first-line treatment

: Conditional recommendation against, Very low-certainty

* Exceptions

v" Macrolide contraindication/intolerance _ _ .
TABLE 4. Severity of acute exacerbations. Percentage of patients

v Hi experiencing milder acute exacerbations than their usual during the study
H Igh NTM prevalence in the amoxycillin (A) and placebo (P) groups

v Culture-directed therapy Time interval 0-32 weeks 32-52 weeks 0-52 weeks
Group A P A P A P
Patient numbers* 14 18 12 13 17 19
Sputum 64+ 17 g3+ 31 65** 21
Breathlessness 36 17 67* 8 4]1** h)
General symptoms 50 17 83* 23 65%* 21

Statistical significance of differences between amoxycillin and placebo group
for each time interval assessed by Yates x? test.

*p<0.01; **p <0.05; p>0.1 for other two comparisons.

*In each time period only those patients who experienced one or more
exacerbations are included.

Currie DC. Q J Med. 1990 Aug;76(280):799-816.



Infection: Eradication

1.0
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2 Table 3. Effect of treatment with the tobramycin nebulisation

& solution versus placebo

=1

% Tobramycin  Placebo p

é group group

g (n=16) (n=19)

[s]

°| Exacerbations, n 1.27+1.62 2.5£1.63 0.04
Admissions, n 0.06+0.25 0.47+0.51 0.04
Days of admission 0.90+3.01 13.56+22.64 0.03
Days of antibiotic use 84+11.2 19.1+£244  0.052
ESR change, mm/h -3.25+16.76 10.72+18.47 0.11
CRP change, mg/dl -0.67+2.01 2.04+4.24 0.09
Leucocyte change, x10%/l  1,436+3,119 785.71+4,544  0.69
FVC change, % -2.55+6.26 1.35£12.17  0.36
FEV, change, % -0.78+5.12 1.46+6.23 0.36
PO, change, mm Hg -10.97+13.19 0.25+19.37 0.18
PCO, change, mm Hg 572+14.84 -5.77+21.11 0.20

Study Eradication  Subjects Weight Eradication rate

n n % %
Blanco-Aparicio 27 67 333 40 (28-53) ——
Orriols 6 11 5.9 55 (23-83)
Suarez-Cuartin 20 38 19.1 53 (36-69) —_—
Vallieres 30 53 26.5 57 (42-70) —_—
White 13 30 15.2 43 (26-63) e
Pooled® 96 199 100 48 (41-55) —o—
Orriols 5 17 62.1 29 (10-56)
Valliéres 2 10 37.9 20 (3-56)
Pooled" 7 27 100 27 (13-45) ——

T T T T 1

20 40 60 80 100
Eradication rate %

Eradication
Achievement of sustained culture
negativity for PsA after initial isolation

Orriols R. Respiration. 2015;90(4):299-305.
Conceigdo M. Eur Respir Rev. 2024 Jan 31;33(171):230178.



Infection: Eradication

ERS 2025 PICO 6 Chest 2026 PICO 3

* First isolation of P. aeruginosa * First isolation of P. aeruginosa

- Offer eradication therapy - No specific recommendation for or against
: Conditional recommendation, Very low-certainty eradication: Insufficient evidence

—> prioritizes early intervention for PsA —-> prioritizes evidence certainty

* Practical approach (based on 2017 ERS guideline)
e 2-week systemic antibiotics = 6 wks ~ 3 months inhaled antibiotics

* Serial sputum cultures follow up
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Inflammation : Macrolide

Number of Incident rate ratio p value Pintersction
participants (95% Cl) value
(intervention vs
placebo)
Age groups 0-18
<50 years 53 (27 vs 26) 061 (0-27-1-37) 0-23
50-69 years 211(110vs101)  0-52 (0-36-0-76) 0-0011
270 years 77 (36 vs 41) 036 (0-18-071) 0-0032
Sex 031
Male 119 (59 vs 60) 0-59 (0-35-0-99) 0-047
Female 222 (114 vs 108) 0-43(0-29-0-62)  <0-0001
Previous exacerbations (per year) 0-86
1-2 73 (37 vs 36) 0-37(0-16-0-88) 0-025
3 85(48vs37) 062 (0-32-1-20) 0072
24 183 (88 vs 95) 0-52 (0-36-0-77) 0-0019
Smoking status 0-64
Never 222 (115 vs 107) 0-51 (0-35-0-74) <0-0001
Former 112 (56 vs 56) 0-44 (0-27-0-73) 0-0024
Current 7(2vs5) NE NA
Inhaled corticosteroid use 0-46
Yes 223(112vs111) 049 (0-34-071)  <0-0001
No 118 (61 vs 57) 0-44(026-075)  0-0036
BMI at baseline (kg/m?) 0-50
<21 38 (20 vs 18) 0-36 (0-13-1:02) 0-054
21-24.9 179 (92 vs 87) 0-56 (0-37-0-84) 0-0050
25-29-9 65 (36 vs29) 0-55 (0-27-1-10) 0-093
30 or more 59 (25vs 34) 0-27 (0-12-0-61) 0-0018

Cause

Idiopathic and post-infective

Other

Baseline concentration of C-reactive

protein (mg/L)
<2
2-5
5-1-10
>10
Baseline FEV, (% predicted)
=80
50-79
<50
SGRQ total score
<30
30-49
=50

Pseudomonas aeruginosa infection

Yes
No

267 (149 vs 118)

74 (24 vs 50)

98 (49 vs 49)
95 (51vs 44)
71 (36 vs 35)
60 (30vs 30)

137 (64 vs 73)
144 (82 vs 62)

60 (27 vs 33)
139 (72 vs 67)
123 (64 vs 59)

79 (37vs 42)

61(31vs30)

280 (142 vs 138)

0-56 (0-39-0-80)
0-23 (0-11-0-52)

0-60(0-34-1-03)
0-52 (0-30-0-92)
0-33 (0-15-0-73)
0-35 (0-17-0-76)

0-52 (0-32-0-84)
0-43 (0-27-070)
0-55 (0-27-1-12)

0-50 (0-29-0-84)
0-45 (0-27-0-74)
0-50 (0-28-0-90)

036 (0-18-072)
0-53 (0-38-074)

0-0029
<0-0001

0-065
0-023
0-0061
0-0086

0-0088
0-0015
0-10

0-0082
0-0024
0-022

0-0044
<0-0001

BAT
BLESS
EBRACE

0-034

0-27

051

0-90

0-45

IRR=incident rate ratio. NE=not estimable. NA=not applicable. BMI=body-mass index. SGRQ=St George’s Respiratory

Questionnaire.

Table 2: Subgroup analysis of bronchiectasis exacerbation frequency

Chalmers JD. Lancet Respir Med. 2019 Oct;7(10):845-854.




Inflammation : Macrolide

Chest 2026 PICO 5

ERS 2025

Conditional recommendation, moderate certainty evidence

Strong recommendation, moderate certainty of evidence

* High-risk exacerbators

Frequent exacerbators
v’ >2 exacerbations/year

Key benefits

v' fewer exacerbations with severe symptoms vl Exacerbations (-1.01/year)

. ]
Preferred Fegimen v No increase in serious adverse events

v’ Azithromycin v' High adherence (~96%)
v Dose: 250 mg daily or TIW or 500mg TIW
* Monitoring e Concerns

v Exclude NTM before treatment . : :
v Trend toward increased macrolide resistance

v i [
Monitor ECG/QT & hearing v’ Baseline NTM evaluation recommended

v Reassess after 1 year
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Inflammation : Inhaled corticosteroid

* Do NOT routinely use ICS: b e s
iti i i i Mortality — :. M Adjusted (All participants)
Conditional recommendation, low certainty of evidence : —— s cono o s
E & . naajuste ronchiectasis minus asthma, anaj/or
: i

Adjusted (Bronchiectasis minus asthma, COPD and/or ABPA)

* Continue only when indicated (asthma, COPD)

A* %

o
Hospitalizations . -
-

e Why?
v" Routine benefit not demonstrated S—— = m
. HElH ok
v' Potential harms » ; 5

. Effect estimate (95% CI)
* Pneumonia

ICS beneficial < » |CS detrimental

e NTM Infection

Pollock J et al. Thorax. 2025 May 20;80(6):358-368.



Inflammation : Atorvastatin

placebo simvastatin e Against long-term atorvastatin therapy:
AT o Conditional recommendation, low certainty of evidence
wpo ] " v" Crossover Trial
(ng/ml)
50+ ; SGRQ Score : Improved significantly by -5.62 points (P=0.016)
— T
0. LCQ Score: Showed no statistically significant change
B 20000 - v RCT
15000 - T
NE:o1AT A B
(pg/ml) 10000 - 25
5000 - ; ] s ]
0 - —L % 15 4
S 10 S — — .
g
Statins
0 T T T T
v" modulate innate/adaptive immune systems Baseline 6 months Baseline 6 months

Figure 3: Reduction of cough, measured by Leicester Cough Questionnaire

v red uce Inﬂ am matlo n LCQ=Leicester Cough Questionnaire. (A) Atorvastatin group. (B) Placebo group.

Shyamsundar M et al, AIRCCM. 2009 Jun 15;179(12):1107-14
Mandal P et al, Lancet Respir Med. 2014 Jun;2(6):455-63



Inflammation : Brensocatib

A Exacerbations over the 52-Wk Treatment Period

Chest 2026 ricO5

ERS 2025 NQ 3

D Change in Postbronchodilator FEV, from Baseline

150 — 107
E 04 Least-Squares Mean

1.25+ Placebo g _10- \ Difference vs. Placebo
5 S (95% Cl)
Z in - —Brensocatib, 10 mg o -24
£5 1007 . = -30- 1|_ (-43 to-4)
s B Brensocatib, 25 mg Rate Ratio . 8 40- 38
> -g 0.75- vs. Placebo  Adjusted s - L 0 (11 to 65)
=9 (95% Cl) P Value ¥ -50 y 11 Adjusted
& E . s Brensocatib, 10 m (6919 32 1(-141037) | "p-0.04
i 050 Brensocatib, 10 mg 0.79 (0.68 to 0.92) 0.004 3 607 VMg -62 Adjusted 3
5 ° (N=583) Y _70-| === Brensocatib, 25 mg (-80to-43)  p_ (3

0.25+ Brensocatib, 25 mg 0.81 (0.69 to 0.94) 0.005 & g0 = Placebo

(N=37) B 0 16 28 40 52
0.00 T T T T T T T T T T T T — Placebo (N=563) - - . L
0 4 8 12 16 20 24 28 32 36 40 44 48 52 Weeks since Randomization

TABLE 3 Concomitant medications and long-term antibiotic use by region

Concomitant medications ASPEN cohort Australia/New Zealand Eastern Europe Western Europe Japan Latin America North America Southeast Asia
Patients, n 1682 133 169 482 87 473 249 89
Inhaled steroids 964 (57.3) 84 (63.2) 61 (36.1) 279 (57.9) 18 (20.7) 323 (68.3) 154 (61.8) 45 (50.6)
LABA 847 (50.4) 69 (51.9) 51 (30.2) 238 (49.4) 16 (18.4) 312 (66.0) 114 (45.8) 47 (52.8)
LAMA 278 (16.5) 20 (15.0) 16 (9.5) 77 (16.0) 7 (8.0) 84 (17.8) 38 (15.3) 36 (40.4)
Mucoactive drugs
Carbocisteine or N-acetylcysteine 110 (6.5) 0 0 34 (7.1) 37 (42.5) 14 (3.0) 1(0.4) 24 (27.0)
Hypertonic saline 38 (2.3) 10 (7.5) 0 16 (3.3) 0 1(0.2) 11 (4.4) 0
Ambroxol hydrochloride 33 (2.0) 0 2(1.2) 0 24 (27.6) 0 0 7 (7.9)
Bromhexine hydrochloride 8 (0.5) 6 (4.5) 0 1(0.2) 1(1.1) 0 0 0
DNAse 6 (0.4) 1(0.8) 0 2 (0.4) 0 0 3(1.2) 0
Isotonic saline 6 (0.4) 0 0 6 (1.2) 0 0 0 0
Long-term antibiotics
Oral macrolides 280 (16.6) 31 (23.3) 0 96 (19.9) 66 (75.9) 52 (11.0) 30 (12.0) 5 (5.6)
Inhaled antibiotics 97 (5.8) 3 (2.3) 0 56 (11.6) 0 7 (1.5) 30 (12.0) 1(1.1)
Other oral antibiotics 59 (3.5) 9 (6.8) 0 17 (3.5) 1(1.1) 6 (1.3) 24 (9.6) 2 (2.2)

Data are presented as n (%) unless indicated otherwise. LABA: long-acting f2-agonist; LAMA: long-acting muscarinic antagonist.

Chalmers JD. N Engl J Med. 2025 Apr 24;392(16):1569-1581.



BRINSUPRI® (brensocatib) tablets, for oral use
Initial U.S. Approval: 2025

INDICATIONS AND USAGE
BRINSUPRI is a dipeptidyl peptidase 1 (DPP1) inhibitor indicated for
the treatment of non-cystic fibrosis bronchiectasis in adult and pediatric
patients 12 years of age and older. (1)

NOC 71556-001-30 Rx Only NOC 71558-002-30 Rx Only

--DOSAGE AND ADMINISTRATION

: i Brinsupri- Brinsupri-
R_e-commended dosage: 10 mg or 25 mg orally once daily with or (brenmmibﬁ £ (brensocoﬁbﬁ, Bt
without food. (2.1) m
30Tablets 30Tablets
. _i - il

1. NAME OF THE MEDICINAL PRODUCT I

Brinsupri 25 mg film-coated tablets

4.1 Therapeutic indications

Brinsupri 1s indicated for the treatment of non-cystic fibrosis bronchiectasis (NCFB) in patients
12 years of age and older with two or more exacerbations in the prior 12 months.
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During exacerbation

Definition of a bronchiectasis pulmonary exacerbation for
clinical trials

A person with bronchiectasis with a deterioration in three or
more of the following key symptoms for at least 48 h:

1) Cough

2] Sputum volume and/or consistency

3) Sputum purulence

4) Breathlessness and/or exercise tolerance
5] Fatigue and/or malaise

6) Haemoptysis

AND a clinician determines that a change in bronchiectasis
treatment is required#

Hill AT. Eur Respir J. 2017 Jun 8;49(6):1700051.



During exacerbation

ers205 v [l Chest2026

* During exacerbation * During exacerbation

v" Antibiotics guided by previous microbiology v Targeted antibiotic therapy (Conditional

v’ 14-day course (especially severe exacerbation Recommendation, very low-certainty evidence)

. / . . _ 9 o
or P. aeruginosa) No prior cultures: broad-spectrum empiric therapy

v’ Self management (self-initiate antibiotics) — improvement in symptoms by 7 days

v’ Inadequate response / severe exacerbation

— consider |V antibiotics/hospitalization * Duration of antibiotics

v ACT: adapt frequency, intensity, and technique v’ Depending on clinical response (Conditional

Recommendation, very low-certainty evidence)

Aim of antibiotic treatment: reduce symptoms by reducing the bacterial load rather than an attempt to eradication
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Pulmonary rehabilitation

e Patients with impaired exercise capacity - Offer pulmonary rehabilitation

: strong recommendation, very low certainty of evidence

* Expected benefits

v" “MExercise capacity
v' M Quality of life
v J Dyspnea

v Possible |, exacerbations (limited evidence)

* Key message
v" Benefits mainly during/soon after the program

v" Ongoing exercise is needed to maintain effects



Pharmacologic antifibrinolytic therapy

Bronchiectasis pts. with hemoptysis - suggest tranexamic acid

: Conditional recommendation, very low certainty evidence
* Escalation of care: Significantly reduced (RR =0.17, 95% CI: 0.05-0.51)
 Hemoptysis volume: Reduced (mean difference: -56.2mL, 95% Cl: -95.5~ -16.9)
* Hospital stay: Shortened by 1.6 days (95% Cl: -3.0~ -0.3)
 Hemoptysis resolution: More frequent (RR = 1.44, 95% Cl: 0.84~2.47)

T

7,000
60001 5390
5,000 -

2 4,000
3,000 -
2,000 -
1,000 |

4,990

2,660

1!405 -f“mm—-““““

Cumulative Amount
Hemoptysis (mL)
e

Pretreatment Treatment, Treatment, Treatment, Treatment,
(24 h) 30 min 6 h 12 h 24 h

Time

— IVTA Nebulized TA

Gopinath B. Chest. 2023 May;163(5):1176-1184.
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Surgical intervention

* Localized bronchiectasis with refractory symptoms despite optimized medical therapy

—> Consider surgical resection for appropriate candidates: Conditional, Very low certainty

* Key Criteria
v’ |ldeal Candidates: Disease in 1-2 lobes, preserved lung function, acceptable surgical risk
v Avoid If: Diffuse/cystic/bilateral disease, severe COPD, or severe frailty

v’ Surgical setting: High-volume thoracic center/minimally invasive approaches/multidisciplinary care

* Limitations: Retrospective, non-randomized, single-center studies with heterogeneous definitions



Bronchiectasis

Summary

Treatable traits
Etiology / BSI
Infection / Comorbidity

Foundation of care
Airway clearance
+ Muco-active drug/ = PR

l

Chronic infection
Inhaled antibiotics
+ Eradication

High exacerbation risk ?

l

Inflammation
Macrolide
Brensocatib

A 4

Reassess response
Deal with complication

¥

Individualized management



Thank you for your attention
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