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ACOS= Asthma COPD overlap syndrome
BCOS= Bronchiectasis COPD overlap syndrome



University
Case a of Dundee

47 year old lady, works as a healthcare professional. Ex
smoker (10 pack years), diagnosis of asthma for the past 14
years.

Cough, sputum production and intermittent breathlessness.
Having 3-4 exacerbations per year treated with corticosteroids
and often also antibiotics. She has just completed a course of
antibiotics and steroids when she attends clinic.

Has chronic rhinosinusitis and a history of congenital heart
disease.

Sputum culture 4 months ago Haemophilus influenzae. Two
other negative cultures recently.



University
Case a of Dundee
Sputum very thick and difficult to expectorate

Exacerbations are associated with marked worsening in
breathlessness, wheeze, change in sputum colour and thickness
and often chest pain

She is treated with Fluticasone furoate/vilaterol and recently
started a LAMA for her asthma. Also had montelukast for many

years.
FEV1 1.8 litres (85% FVC 2.9 litres -ratio 62%
predicted)
Hb 143g/L (120-160) Creatinine 52umol/L (44-80)
WCC 6.3 x10(9)/L (4-11) Sodium 141Tmmol/L (133-146)
Eos 0.25(0-0.4) Potassium 4.5mmol/L (3.5-5.3)

Platelets 283 (150-400)
LFTs allin the normal range

Nasal nitric oxide:110nl/min



University
Case 5 of Dundee

We suspected bronchiectasis based on the
referral information and so organised a High
resolution CT scan in advance of her clinic
appointment




































University
Results 5 of Dundee

IgE to Aspergillus: 7.86ku/L
IgG to Aspergillus 57.1mg/L (0-40)
Total IgE- 560ku/L (0-100)

Serum immunoglobulins and functional antibody
responses to pneumococcus = normal

Sputum culture: Haemophilus influenzae
Sputum x 3 for NTM= all negative by microscopy

Culture x 1 positive for Mycobacterium fortuitum
Culture x 2 negative



“Ihere can be no peace until they
renounce their Rabbit God and
accept our Duck God.”




Disease labels versus treatable traits?

* Viral infection . .

« Bacterial infection \ " Eosmophﬂp
 High bacterial load AutOImmqnlty

» Loss of diversity + Sensitisation and

e« NTM a”ergy
* Immunodeficiency

* Neutrophilic

Infection Inflammation
and immunity

« Sputum production
Exacerbation « Ciliary dysfunction
* Inherited and
acquired CFTR
dysfunction
« (Goblet hyperplasia

« Airflow obstruction

 Emphysema

« Pulmonary vascular
disease

« Comorbidities

Structural lung disease Mucociliary and
epithelial function

CFTR, cystic fibrosis transmembrane conductance regulator; NTM, non-tuberculous mycobacteria
1. Flume PA, Chalmers JD, Olivier KN. Advances in bronchiectasis: endotyping, genetics, microbiome, and disease heterogeneity. Lancet. 2018 Sep 8;392(10150):880-890



Bronchiectasis in severe asthma

184 patients referred to severe asthma clinic (Spain).
CT scans found bronchiectasis in 86 (47%)

Bronchiectasis was associated with more hospitalisations
OR 2.09, 95% CI 1.08-4.05 and higher blood eosinophils

Predictors of Bronchiectasis in Subjects With Severe Asthma

Predictor OR 95% CI

Atopic dermatitis 0.188 0.041-0.875
Hypersensitivity to nonsteroidal anti-inflammatory drugs  2.243  1.000-5.032
Gastroesophageal reflux disease 1.892  1.050-3.408

Ann Allergy Asthma Immunol. 2018 Apr;120(4):409-413. doi:
10.1016/j.anai.2018.02.016. Epub 2018 Feb 27.



https://www.ncbi.nlm.nih.gov/pubmed/29496464
https://www.ncbi.nlm.nih.gov/pubmed/29496464
https://www.ncbi.nlm.nih.gov/pubmed/29496464
https://www.ncbi.nlm.nih.gov/pubmed/29496464

How common is asthma in people with

bronchiectasis?

EMBARC cohort UK [n=8163) Southern Europe  Morthern and Central and
{n=16963) (n=4295) western Europe eastern Europe
(n=3444) (n=1061)
Age, years 67 57-74) 65 (61-75) 66 (54-74) 65 [52-73) 62 (53-70)
Age =65 years 4543 (58-0%) 5465 (66-9%) 2174 (50-6%) 1841 (535%) 463 (43-6%)
Fernale 10335 (60-9%) 4938 (60-5%) 2766 (64-4%) 2101 (61-0%) 530 (50-0%)
Male 6628 (39-1%) 3225(39-5%) 1525 (35:6%) 1343 (39-0%) 531 (50-0%)
BMI, key/m? 249(217-287)  257(224-208)  243(214-277)  238(214-277) 248(112-284)
Comarbidities
Cardiovaseular diseases 5509 (32.5%) 2413 (25-6%) 1297 (325%) 1135 (33-0%) 564 (53-2%)
Stroke 600 (3-5%) 388 (4-8%) 79 (1-8%) 101 (2:9%) 32 (30%)
Liver disease 103 jo-6%) 35 (0-4%) 15 (0-3%) 40(12%) 13 (1.2%)
Osteaporosis 2228 (13-1%) 1255 (15-4%) 460 (10.7%) 398 (11.68) 115 {10-8%)
Depression 2377 (14-0%) 1401 {17-2%) 493 (11.5%) 350 (102%) 133 (12.5%)
Ariety 2428 (14-3%) 1290 {15-8%) 660 (15-4%) 339 (9-8%) 139 (13-1%)
Meoplastic disease 1863 (11.0%) 885 (10-8%) 435 (10-1%) 429 (12-5%) 114 {10-7%)
Chronic renal failure BO7 (3-9%) 280 {3-4%) 173 (4-0%) 199 5-8%) 15 (1-4%)
Dim 12A 10 g Hﬂjflﬂ-ﬁ ] AD (o A 202 (8.8 139131
Asthma 5267 (31-0%) 1208 (39-3%) 211 (18-9%) 1046 (30-4%) 202 {19-0%)
= 370 Py e LI =R LLACsRE T ST
Smoking
Mever 9096 (53-6%) 4191 (51.3%) 2436 (56-7%) 1942 (56-4%) 527 (49-7%)
Ex-smoker 6785 (40-0%) 3591 (44-0%) 1501 (34-9%) 1328 (28-6%) 365 (24-4%)
Current 1083 [6-4%) 381 (4-7%) 358 (8-3%) 174 (51%) 169 (15-9%)
Severity of illness
Modified MRC dyspricea score 1(0-2) 1(1-2) 1(0-2) 1(0-2) 2(1-3)
Does not produce daily sputum 4752 (28-0%) 2203 (27.0%) 1598 (37-2%) 947 (27.5%) 302 (28.5%)
Quality of life bronchiectasis respiratory 63 (44-77-8) 593 (40.7-77-8) 704 (51.9-83-3) 62-9{44-4-77-7) 593 (407-741)

symptom scoret

Diata are median ([QR]) and n {%). COPD=chronic obstructive pulmonary disease. MRC=Medical Research Council. Data were complete for all 16963 participants except whera
indicated. *There were 15 792 participants in the EMBARC cohort (7461 in UK, 4113 in southern Evrope, 3182 in western and northern Evrope, and 1036 in central eastern
Europe] with available data for BMI. { There were 11 152 participants in the EMBARC cohort (7131 in UK, 1130 in southem Europe, 2367 inwestern and northern Eurape, and

524 in central eastern Evrope) with available quality of life bronchiectasis respiratory symptom score.

Table 1. Demographic and Clinical Characteristics of the Patients at Baseline (Intention-to-Treat Population).*

Table 1: Patient characteristics overall and by Evropean region

Brensocatib, Brensocatib,
10 mg 25 mg Placebo
Characteristic (N=583) [N=575) [N =5€3)
Age
Mean —yr 59.8£15.9 B0.6+15.8 60.0+15.4
Distribution — no. (%)
275 yr 83 (14.2) 34 [14.6) 93 (16.5)
180 Tayr 483 (32.8) 475 (82.6) 462 (82.1)
<18 yr 17 (2.9) 16 (2.8) 8(14)
Female sex — no. {3%) 385 (66.0) 360 (62.6) 162 (64.3)
Race or ethnic group — no. (%)
White 431 (73.9) 430 (74.8) 405 (71.9)
Asian 63 [10.8) 64 (111 54 (114)
Mare than one race or ethnic group 25 (4.3) 20 (3.5) 21(3.7)
American Indian or Alaska Mative B (L4) 6 (L0} 9 (1.6}
Black or African American 2 (0.3) 5{0.9) 1(0.5)
Mative Hawaiian or Pacific Islander 1{0.2) L] 1{0.2)
Other 5 (0.9) 4{0.7) 1(02)
Unknown or not reported 48 (8.2) 46 (8.0) 59 (105)
Body-mass index} 25.545.4 254451 25.124.9
Maost commaon causes of bronchiectasis — no. (36)§
\diopathic ar other 331 (56.8) 354 (61.6) 321 (57.0)
Injury: pneumonia or childhood infection 173 (28.7) 156 (27.1) 174 (30.9)
Cilia abnormalities: primary ciliary dyskinesia 47 (8.1) 38 (6.6) 33 (5.9)
Long-term use of antibiotics — no. (36} 146 (25.0) 154 (26.8) 133 [23.8)
Macrolides 110 (18.9) 114 (19.8) 105 (18.7)
Inhaled antibictics 41 (7.0) 40(7.0) 36 (6.4)
Use of inhaled glucocorticoids — no. (%) 324 (55.6) 324 (56.3) 352 (62.5)
Pseudomonas aeruginasa—positive sputum sample 203 (34.8) 205 (35.7) 199 (35.3)
— no. (%)
Exacerbations in previous 12 mo — no. (%)
29 411 (70.5) 412 (71.7) 396 (70.3)
=3 172 (29.5) 163 (28.3) 167 (29.7)
Bronchiectasis Severity Index score — points 7.1£3.5 71236 7136
Haospitalized for exacerbation in previcus 24 mo 146 (25.0) 133 (23.1) 142 (25.2)
— na. (35)
Postbronchodilator FEV, — % of predicted value®* 7432234 7432246 719222
Bload eosinaphil count — na. (%)
<300 cellsfmm® 485 (79.8) 461 (30.2) 452 (80.3)
=300 cells/mm* 115 (19.7) 111 (19.3) 106 (18.8)
Missing data 3{0.5) 3(0.5) 5 {0.9)
i fcoan i e ETCUET R
History of asthma — na. (%) 101 {17.3) 109 (19.0) 111 (18.7)




Asthma and lower airway disease
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TABLE Ill. Relationship between asthma and clinical outcomes in bronchiectasis patients
Outcome Unadjusted Adjusted” Fully adjusted |
S
Exacerbations 1.24 (1.18-1.29) 1.26 (1.21-1.32) 1.OT7 (1.02-1.12)
Hospitalizations 109 (1.02-1.16) LIS (1.10-1.27T) 1.O7 (0.99-1.16)
Mortality 0.71 (0.62-0.82) 075 (0.66-0.86) 077 (0.67-0.89)
Parameter Asthma with bronchiectasis Bronchiectasis without asthma P value et w 9 -
-— -— 0
° 10 o8 g
Any test performed 3456 6025 ° 8 x
Elevated peripheral eosinophil count, n/N (%) ST42804 (20.5%) 433/5441 (8.0%) < 001 ° 8 g
IaE groups 2755 5135 5 = € 64
<150 1837 (66.75%) 4361 (84.9%) <0001 Q
150-300 279 (10.1%) 351 (6.8%) 0 ) 34
301-500 193 (7.0%) 169 (3.3%) =
501-750 122 (4.4%) 76 (1.5%) & & & & & 0
751-1000 71 (2.6%) 53 (1.0%) <° .@"’ @"\ & & & & + R
1000-2000 121 (4.4%) 68 (1.3%) P ol GET &% Al GO o & &
=2000 132 (4.8%) ST (L1%) o & 3 & & & 9\‘\ q$°
Raised specific IgE to Aspergillus 69T/2337 (29.8%) 41374028 (10.3%) < 00 o(" Q'G\ °#° \0‘ \0"' ¢,°~ ‘Q\\ '3 oY
Diagnostic criteria for ABPA at baseline 265 (7.7%) 103 (1.7%) < 1 bo@ ‘&O 0‘ Qc Q’("\ J}f' K ¢
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Dunican et al, JCI 2018
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Sputum eosinophilia was
associated with mucus

plugging.

Mucus plugged airways
more likely to develop
bronchiectasis during
follow-up
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Treatable traits: toward precision
medicine of chronic airway diseases
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Inflammatory and Mucociliary
Dysfunction-Based Endotypes Across the
Spectrum of Chronic Airway Diseases
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TABLE 2 | Clinical Characteristics and Diseases of
Participants Compared Between 2 Clusters
Based on Sputum Physical Properties and
Inflammatory Markers

Cluster 1
(Neutrophilic;
n=139)

Cluster 2
(Th 2; n = 106)

Condition (P = 4.07 x
10°%)
Asthma
BE
CF
COPD

MRC Dyspnoea score
(P =.520)

[ S

5

No. of exacerbations in
the past year
(P=.729)

Minimum
Q1
Median
Mean

Q3
Maximum

No. of severe
exacerbations
(hospitalizations)
(P=.735)

Minimum
Q1
Median
Mean

Q3

Maximum

36 (25.9%)
42 (30.2%)
21 (15.1%)
40 (28.8%)

28 (20.1%)
36 (25.9%)
39 (28.1%)
26 (18.7%)
10 (7.2%)

40 (37.8%)
12 (11.3%)
3 (2.8%)
51 (48.1%)

20 (18.9%)
34 (32.0%)
29 (27.4%)
18 (17.0%)
5 (4.7%)

Categorical data are presented as No. of participants (%). Continuous
data are presented as minimum, lower quartile (Q1), median, mean,
upper quartile (Q3), and maximum. Unadjusted 2-sided P values
comparing distribution of characteristics between clusters are provided.
BE = bronchiectasis; OF = cystic fibrosis; Th2 = T helper 2.



Real-World Effectiveness of IL-5/5Ra Targeted Biologics in Severe Eosinophilic
Asthma With Comorbid Bronchiectasis

Sarah A. Bendien, MD A ®* B - Johannes A. Kroes, MSc b . Lotte H.G. van Hal, MSc ® - ... - Anke-Hilse Maitland-van der Zee, PhD -
Anneke ten Brinke, MD, PhD P on behalf of the Registry of Adult Patients With Severe Asthma for Optimal Disease Management Team ...

* UK registry
* 1421 patients with

*N=97 patients with asthma and bronchiectasis

severe asthma *Anti-IL-5/5Ra therapy significantly reduced

e 382 patients with exacerbation frequency, daily maintenance oral
comorbidities other corticosteroid (OCS) dose, and cumulative OCS
than asthma incl BE exposure over 12 months.

It also improved asthma symptom scores,

* No differential effect of pulmonary function parameters, and reduced
biologics healthcare utilization.



Asthma and lower airway disease

Analysis of airway inflammation demonstrates a |® checxorupdaes

mechanism for T2-biologic failure in asthma

P. Jane McDowell, PhD, Adnan Azim, PhD, John Busby, PhD, Sarah Diver, PhD, Freda Yang, MD,
Catherine Borg, MSc, et al

GRAPHICAL ABSTRACT

|@) Analysis of airway inflammation demonstrates a mechanism for T2-biologic failure in asthma
Ly

TIIL Clustering of sputum proteins* while stable on mepolizumab identified a

® & & & 0 & 00
W‘ AR subgroup with increased sputum expression. The subgroup with high sputum

protein expression (15/41) had a comparatively longer duration of disease as
“i* * f’*‘*’#* well as:
T2 high severe asthma patients
commenced on anti-IL5 therapy (n=41) T Increased s
(mepolizumab, 100mg 4 weekly, sc) pathogens . {3
l»&\ /r
K A

1 Neutrophil 1 NETosis { Epithelial fPro-inflammatory
activation and damage mediators
SetrmENon 3 IL33  giL6R, IL6, IL1B
~ % MPO i waicn TSLP Chemotractants
NE ‘ GMCSF

When established on anti-IL5 biological therapy the high sputum protein
subgroup had:
* No improvement in FEV1
« A persistent high symptom burden
« Persistent quality of life impairment

T2: Type 2 cytokine. IL: interleukin. FEV1: forced expiratory volume in 1 second. Sc: Subcutaneously. NE: neutrophil elastase. MPO:
myeloperoxidase. *Subgroup defined by principal component analysis of sputum proteomics.
*High symptom burden and poor lung function are associated with non-clinical remission and poorer clinical outcomes on biological therapy.

* Asthmais nota
predominantly
neutrophilic disease

* Enrol patients with
Th2 biologic failure

* NETs and NE
significantly different
between clusters



Prevalence of eosinophilic bronchiectasis

Patients with blood eosinophilia (%)

Dundee, single center, N=123 &
Newcastle, single center, N=112
FRIENDS UK, N=263

FRIENDS Israel, N=207
19.5%

FRIENDS Belgium, N=178
FRIENDS Spain, N=72
FRIENDS lItaly, N=231 18.1% ‘

BRIDGE study, N=210

29.5%
~

Defined by blood eosinophils >300 cells/pul

Shoemark et al, AJRCCM 2022



Eosinophil counts and exacerbations

i Compared with eosinophil
counts <100 cells/ul
80 « Eo0s=100-300 cells/ul:
RR 2.35, 95%
i Cl 1.16-4.78, p=0.018
3  Eo0s>300 cells/ul:
RR 3.47, 95%
s % Cl 1.47-8.18, p=0.004
20 | I_I-I
Blood eosinophil count
(cellsperpl) <100 100-300 ——>300
° 0 30 60 90 120 150 180 210
Days from randomisation

Cl: confidence intervals; Eos: eosinophils; RR: risk ratio
Shoemark etal, AJRCCM 2022



Inhaled corticosteroids in bronchiectasis

EMBARC

(The European Bronchiectasis Registry)

Exclusion of those with known asthma,
COPD and/or ABPA *

A multicentre, prospective, observational cohort of
~20,000 bronchiectasis patients from >30 countries

® -4

Demographic and clinical comparisons  £1g
between those receiving / not receiving ICS

f'; B YARR [EAIT
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9,715 individuals included for analysis

© - 4

Demographic and clinical comparisons %
between those receiving / not receiving ICS *

iﬂi

Negative binomial modelling for exploration of
treatment outcomes associated with ICS use over
long-term follow-up among those with a primary
diagnosis of bronchiectasis minus eosinophilic
comorbidities

COPD and asthma excluded based on a clinician’s diagnosis and ABPA excluded based on ability to meet the ISHAM diagnostic criteria (2024).

‘ ’#w Further exclusion of those without blood

MMMW W"w
eosinophil data - . ri.‘ ’iui"‘ ’M: "‘M l;:ml w T T ’ﬁmﬁ:‘mmww
] mmwm

figi Www’lr”“"""

4,385 |nd|V|duaIs included for analysis

associated with ICS use over long-term follow-up among those with a primary

@ Negative binomial modelling for exploration of treatment outcomes
diagnosis of bronchiectasis stratified by baseline blood eosinophil count



|CS use and outcomes in real life

Exacerbation Frequency

Poorer outcomes in users of ICS Raised Eos 4CS- o
Normal Eos +ICS lﬂ
T @ k¥ @ Unadjusted (All participants) :
Mortality - :. B Adjusted (All participants) Raised Eos +ICSq  xxx o
% —@— =*x* :
: @ Unadjusted (Bronchiectasis minus asthma, COPD and/or ABPA) :
: l . * Ll L] T
? B Adjusted (Bronchiectasis minus asthma, COPD and/or ABPA) 00 0.5IRR (19':% CI; Bl %9
o
Beneficlal Effect Detrimental Effect
H italizations e -
ospitalizati = 5
P S o B2
- Hospitalisation Frequency
. N R Raised Eos -ICS —_
Exacerbations — : . :
HElH  *xx :
i ] Normal Eos +ICS o
0.5 1 2 :
. = :
Effect estimate (95% CI) Raised Eos +ICS * —— |
ICS beneficial < » |CS detrimental ; ; :
0.0 0.5 1.0 1.5 2.0
IRR (95% ClI)
Beneficial Effect Detrimental Effect

Pollock et al, Thorax, 2025



Anti-IL5 or Anti-IL-5R treatment for bronchiectasis?

« (Case series of 21 patients treated with anti-IL5 or anti-IL-5 receptor monoclonal antibody therapy

* Refractory disease despite standard of care for bronchiectasis

« Marked improvements in FEV1, exacerbation rates, dyspnoea and quality of life

p=0.033

A 5 ™ 5=0.005 ' B
Q —
© 150 . 4 15
<]
9 100 * ; 2 10 2 8
A — .
X 50| mmmm W S s ° I —
EF 0 é 0 E E I
L Baseline 3 months 6 months L Baseline 3 months 6 months

p=0.002 p<0.001

b " p=0.009 _ ' E ™ P<0.001 '
] 1
£ 10 0 2 °
o 8 T
il mowm B
< 4 £95
S nT 0.5 T H

2 X
g 0 g 17 0 ; _—
Baseline 3 months 6 months Baseline 3 months 6 months

FEV1: forced expiratory volume in 1 second; IL-5: interleukin-5; IL-5R: interleukin-5 receptor;
mMRC: modified Medical Research Council; QOL: quality of life; VAS: visual analogue scale
Rademacher J et al. Eur Respir J2020; 55: 1901333

mMRC

dyspnoea scale
O -~ N W bH

60
40
20
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A Multicentre, Randomised, Double-blind, Parallel-group, Placebo-controlled, 52
Week, Phase lll Study With an Open-label Extension to Evaluate the Efficacy and
Safety of Benralizumab in Patients With Non-Cystic Fibrosis Bronchiectasis
(MAHALE)

* Benralizumab 30mg SC every 4 weeks vs placebo

* Planned to enrol 420 patients. Terminated due to COVID-19 pandemic.
* Patients with low eosinophils included as per regulatory requirements
* Only 100 patients enrolled. 80 low eos, 20 high eos

* Overall 54 randomized to Benralizumab and 46 to placebo

* No effect on exacerbations (rate ratio 1.14 95% C1 0.71-1.82)
* Study unpowered and did not enrol the target population



DPP1 inhibition reduces exacerbations

. Exacerbations over the 52-Wk Treatment Period

1.50+
. 1.254 Placebo
2
£ g 1.00 l_'_F“ """" ’ v
$5 ] A Rate Ratio
= "é 0.75 B vs. Placebo  Adjusted
28" (95%Cl) P Value
3 x d
i 050 Brensocatib, 10 mg 0.79 (0.68 to 0.92) 0.004
a (N=583)
0.25- Brensocatib, 25 mg 0.81 (0.69 to 0.94) 0.005
(N=575)
0.00 T T T T T T T T T T T T T Placebo (N=563) - =
0 4 8 12 16 20 24 28 32 36 40 44 48 52
Weeks since Randomization
No. at Risk
Brensocatib, 10 mg 583 582 582 576 570 565 564 555 546 540 533 529 522 516
Brensocatib, 25 mg 575 572 568 566 563 552 550 543 540 537 528 523 520 515
Placebo 563 562 556 551 547 544 539 534 529 522 519 509 507 499

Change in Postbronchodilator FEV, from Baseline

__ 10

E o

8 -10-\

=

5 20 24

c -304 ﬂ (-43 to -4)
1]

S -40-

8 -50- g ,?,U -
& (-09 10 =54
% -60- Brensocatib, 10 mg 62
YV _704 = Brensocatib, 25 mg (-80 to -43)
7

8 _go — Placebo

- I I I I

0 16 28 40 52
Weeks since Randomization
No. with Data
Brensocatib, 579 545 529 513 475
10 mg
Brensocatib, 571 529 523 494 487
25 mg
Placebo 563 522 513 494 468

Least-Squares Mean
Difference vs. Placebo

(95% Cl)
38
(11 to 65)
11 Adjusted
:l (-14t037) | p=0.04
Adjusted

P=0.38

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



Change From Baseline in Post-Bronchodilator
FVC at Week 52

T
Exploratory endpoint

20 4
QO
£ Brensocatib Brensocatib
3 0 10 mg 25 mg Placebo
Sa
e -
S £ -20 4 LS mean change
] from baseline in
'ﬂJ - - —
&2 ~40- post-BD FVC at 2. B <L
<8 week 52, mL
© L -60 A
- &2 LS mean
=22 50 difference vs 36 75
% - —=— Brensocatib 10 mg placebo in post- -
€ _1004 —* Brensocatib 25 mg BD FVC, mL
® —+— Placebo
. v : r r P value vs
1 16 28 40 52 placebo 0.0331" <0.0001°® -
Week
MNumber of patients with observation
Brensocatib 10 mg 579 545 529 513 475
Brensocatib 25 mg 571 529 523 494 487
Placebo 563 522 513 494 468

8FVC analyzed using a linear repeated measures model in the ITT analysis set. "Mominally significant P value,
BD. bronchodilatar, FVC, forced vital capacity, ITT, intention-to-treat; LS, least squares.



Change From Baseline in Average Daily
BEST Score

Exploratory endpoint

Brensocatib Brensocatib

'E 0.0~ |'ih 10 mg 25 mg Placebo
5 4

A BNE) LS mean change
g -05- N’}' .‘.. 1‘”” ‘*J IﬂM | from baseline in
E 3 i \’1‘ ! *‘!H; M) N | 52-week average -0.594 -0.999 -0.426
2 o : h q || daily BEST
2 ﬁ 104 score
E‘ LS mean
@ —— Brensocatib 10 mg difference vs _ _
= -154 — Brensocatib 25 mg placebo in Sl gl -

~— Placebo BEST score
Week placebo 0.1696 <0.0001 -

Number of patients with observation?®

Brensocatib 10 mg 558 553 555 547 544 534 528 520 515 506 504 505 497 488
Brensocatib 25 mg 557 552 542 540 534 529 517 520 522 513 507 505 499 494
Placebo 549 549 541 534 527 520 517 508 505 499 493 490 485 477

dAverage daily change in the BEST score analyzed with an analysis of covariance model in adult patients in the |TT analysis set. "Mominally significant P value
BEST. Bronchiectasis Exacerbation and Symptoms Tool.



Asthma and Bronchiectasis overlap with DPP1

Inhibitors
No Differential effect by Eosinophil

u n d e r lyl n g a St h a 1.4- Blood eosinophils <300 cells/pL Blood eosinophils 2300 cells/pL
Q
e
©
Asthma Yes Asthma No ;
Brensocatib  Brensocatib Brensocatib Brensocatib IbI.J
10 mg 25 mg 10 mg 25 mg ko]
()
n=101 n=109 n=482 n4521 N
RR vs S
0.96 0.99 0.75 0.76 c
placebo c
(0.71-1.30) (0.72-1.34) (0.63-0.89) (0.64-0.90) <
(95% CI)
Brensocatib  Brensocatib Placebo Brensocatib  Brensocatib Placebo
10mg 25mg 10mg 25mg
Blood eosinophils Blood eosinophils
<300 cells/pL 2300 cells/uL
Brensocatib  Brensocatib Brensocatib Brensocatib
10 mg 25 mg 10 mg 25 mg
n=465 n=461 n=115 n=111
RR vs
0.806 0.794 0.720 0.863
placebo

(0.681-0.954) (0.671-0.939) (0.522-0.994) (0.618-1.203)

(95% Cl)



AIRLEAF- the treatable traits trial

— Predicted shape from MCP-Mod
16 - — - — 95% confidence band for predicted shape from MCP-Mod

---=:- Estimates including 95% CI from Cox regression

1.4 :
1.2 :
1.0 1
0.8 1

O

CatC inhibition 0.6

0.4 4
(Shape:E__ 1; adjusted p=0.0448)

Placebo-corrected predicted HR

0.2

0 1 25 5
Dose (mg)

— Placebo

— Bl 1291583 1 mg
— Bl 1291583 2.5 mg
— Bl 1251583 5 mg

30 ) HR[35% Cl) versus placebo 0.4 06 0.8 1.0 1.2 1.4

20 4 BI12915835mg T
104 BI129158325m -
o] Bi1mEs3 Tmg L

Baseline 4 & 12 16 0 24 28 32 36 40 44 48
Time to first pulmonary exacerbation (weeks)

Treatment period of
=24 weeks and up to 48 weeks

Participants without event (%)

M=322

Chalmers et al, Eur Respir J. 2025 Jan 2;65(1):2401551



Bronchiectasis resources!

EMBARC-BRIDGE

e Get bronchiectasis '

'
clinical samples and data
for your research

Bronchiectasis patient recruitment

] T
]
|

‘""\, -~ A > oy
Sputum

Nasal swab

* www.bronchiectasis.net

Buccal swab  Nasal brushing

(optional)
\Y M L QY J l \)}L / l

Sputum Stored  Point-of-care Extracted
Extracted Serum Extracted supernatant sputum for neutrophil
A

DNA

Air-liquid interface
culture
RNA l DN future use elastase test l l l
/ _ : S

af 7 ARatdL f

AT
== === —\“ ﬁ
- \ | ""31;‘\,;‘ ll 3
> oW . = i ted Analysis of ciliary beat
IS Y roteomics Extracte
Quantification of Microbiome assessment i RNA  patterns, frequency and
inflammatory markers by 16s rRNA sequencing structure by microscopy

* Open to researchers



http://www.bronchiectasis.net/
http://www.bronchiectasis.net/
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