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| will be discussing off-label use of drugs as no drug is currently
approved for ACO
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Incorporate evidence to delineate therapeutic similarities and differences
between asthma, COPD and ACO in clinical scenarios
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56 vear-old male with COPD

40 pack-years smoking history; current smoker

Daily cough, wheeze and shortness of breath for the past 5 years
History of childhood asthma

Seasonal allergies spring/fall

FEV, 42% predicted
FEV,/FVC 0.48
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What additional testing would you consider? Congres) | e | i
A. Spirometry with bronchodilator challenge

B. FeNO

C. Blood eosinophil count

D. All of the above
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FEV 1 improved 410 ml and 16% after bronchodilator. FEV /FVC 0.62

Blood eosinophil count 350 cells/mms3

FeNO 38 ppb
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ACO diagnostic criteria - there are many

Consensus definition from around
table discussion

* Age>40years
» > 10 pack-years of smoking or equivalent air pollution

exposure
MAJOR «  Post-BD FEVy/FVC<0.70 or LLN
» Documented history of asthma before age 40 or BDR

>400 ml in FEV,

B » Documented history of atopy or alergic rhinitis
minor « BDRFEV; > 200 ml and 12% on 2 or more visits

» Blood eosinophil count > 300 ml

ACO =3 magjor + at least 1 minor criteria

Register now at congress.chestnet.org
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Spanish guidelines
(GesEPOC-GEMA consensus)

> 35 years
Smoker (or former smoker) > 10 pk-yr
FEV4/FVC post BDT < 70%"*

!

Current diagnosis of asthma

N
!

BDT = 15% and 400 mL, and/or
Blood eosinophilia = 300 cells/uL

Voo
— RN

Areh Broncones

Sn DD et al. Eur Respir J 2016; 48: 664673

Miravitlles M. et al. Arch Bronchoneumol 2017; 53: 324-35
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A. LAMA

B. LABA/LAMA

C. ICSILABA

D. ICS/LABA/LAMA
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« Lack of consensusin diagnosis/definition

« Heterogeneity — multiple endotypes

« QOutcomes vary in studies but typically worse than COPD or Asthma alone
« Exclusion from clinical trials— No evidence to guide Rx

Register now at congress.chestnet.org Connecting a Global Community
in Clinical Chest Medicine
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Management principlesACO Congress | e sy
- Evaluate
*  Symptoms, exacerbation history, physical
function

* Lung function, BD reversibility

«  Comorbidities and triggers

*  Current smoking

*  Blood eosinophils, FeNO, Atopy Asthma

 Gods

¢ Symptom management
*  Exacerbation reduction
*  Disease modification

Register now at congress.chestnet.org Connec.tln(g:;ra.le)tc):ahl C:En:;n_'ty
in Clinica est Medicine
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Management approachesin ACO ongpees | B | iiain

Universal therapies
Disease education
Smoking cessation
Vaccinations
Allergen/irritant avoidance
Comorbidity management
Oxygen assessment
Adherenceltechnique
Pulmonary rehabilitation

Asthma

Register now at congress.chestnet.org Connec.tln(g:;ra.leatc):ahl C;)I‘;I’I’(lju;::
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Onset of symptoms before the age of 20 y?
Variation of symptoms over time? ICS
Worsening of symptoms during the night or ¢
early morning? ICS/LABA

mptoms triggered by exposure to alergens,
Symp . g9 y exp g I rcthrs - ¢
dust, exercise?

. , . S ICSILABA/LAMA

Documentation of variable airflow limitation?
Previous doctor’ s diagnosis of asthma? ¢
Family history of asthmaand alergy? Advanced
Normal chest radiograph? Therapies
Type-2 inflammation: Eos, FeNO?

Register now at congress.chestnet.org
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Onset of symptoms after the age of 40 y?
Persistence of symptoms despite treatment? LAMA or LABA
Good and bad days, but always some degree of ¢
symptoms? LAMA/LABA
Chronic cough and sputum unrelated to ¢
. — Asthma
triggers?
. . . o ICS'ILABA/LAMA
Documentation of persistent airflow limitation?
Previous doctor’ s diagnosis of COPD? ¢
Previous noxious inhalation exposure? Advanced
Hyperinflation on chest radiograph? Therapies
Absent type-2 inflammation?

Register now at congress.chestnet.org




COPD & Eosinophils Z CHEST | Thailand

Congress Bangkok | 10-12 April

2019
Blood eosinophilsin COPD vary over time Blood eosinophilsin COPD are associated
with worse survival
b) 100 [ Smokers with COPD
[ Smokers without COPD

90 1.0
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5 70- 0.8
@ ©
2 60+ 2 0.71
8 € 0.4
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§_ . = 0.4
£ 5 031

20 15.7% 14.9% 0.24

104 0.1 Eosinophil count >300 cells-pL""

0 —_— 0.0 Eosinophil count <300 cells-pL™"

Persistently high Intermittently Persistently low ’
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Blood eosinophil count Follow-up months

Register now at congress.chestnet.org Casanova C. Eur Respir J 2017; 50: 1701162
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* Ontario, CN, population based longitudinal study of 38,266 patients newly
prescribed LABA or ICS/LABA therapy

*  Median 2.5 years follow-up
«  COPD + asthma, > 65 years old
«  28% of population studied

* In COPD + Asthma: ICS/LABA resulted in lower risk of all-cause mortality and
COPD hospitalization (HR 0.84)

«  COPD w/o Asthma: No benefit

Register now at congress.chestnet.org _ Gershon. JAMA 2014, 312:1114
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ICSin COPD — Effect by Eos =CHEST

« Post hoc analysis of two replicate RCTs "l
3177 patients followed over 12 months
*  Mod-severe COPD with at least 1 10 peo2tos

Annual exacerbation rate (patient per year)

exacerbation in the last year ad
- ICSvs. ICS/ILABA ol
- Effect size stratified by blood eosinophils -

03
02

01+

<2% 2t0 <4% 410 <6% =6%

Blood eosinophil count group
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« 472 patients with COPD + asthma
« 12-week randomized, controlled tria
*  LAMA added to usual therapy. |CS use required per inclusion
criteria
*  Percent of patients with COPD exacerbations:
— Tiotropium: 5.7 %
— 1CSonly: 10.7 %

Register now at congress.chestnet.org Magnussen H et al. Resp Med 2008, 102:50

B



Omalizumab in ACO

Datafrom Australian Xolair Registry

Severe asthmavs. ACO (diagnosis of
COPD or FEV; <80%/ever smokers)

177 participants

Baseline data and at 6 months of anti-IgE
therapy

Register now at congress.chestnet.org
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Doctor Diagnosis

Maltby et al. Chest 2017; 151: 78



. . I Total Adult Asthma Cohort (N=737)
OI I lal I ZUI I Iab I n A < :O > Excluded due to missing smoking or
post-bronchodilator FEV, status (n=24)
. \ /
pog hOC anal yS S from Prospero COPD Diagnosis or Self-report Post-bronchodilator FEV,/FVC <0.7

AND >10 pack year
smoking history

A\ A4 ‘ l

Yes Yes
(N=56) (N= 681) (N=50) (N= 663)

A 8 M Baseline

I Week 48

Mean (SD) Exacerbation
ACT score: mean baseline (white bar) and
mean (+SD) change from baseline (grey bar)

n 56 56 679 671 50 50 663 657

ACO A Non-ACO A ACOB Non-ACO B ACOA Non-ACO A ACO B Non-ACO B
(n=56) (n=681) (n=50) (n=659)
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*  Phase 2astudy of 101 patients
*  Mod-severe COPD
« At Ie_ase 1 acute exacerbation in the g e T (ot  ow fia (SR
previous year g ey o m, | L Eh |1
*  sputum eosinophils > 3% %L ool ] ]
. g8 °
*  Placebo vs. benralizumab S .
g8 O
© 48 weeks Tk
Z 03+
*  No effect overdl
[ ] 1fi i ? ‘ra‘ ! <_7. J 2““ ! <- ! 2z ! < ‘ ! z ‘ L
Pre-specified analysis by blood eos o Omal T am T a0 Togw0 ;e T g T a0
Placebogroup 42 15 26 21 20 34 7
Benralzumab 40 12 28 21 19 26 14
group
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Mepolizumab in Eosinophilic COPD

Two phase 3 trials of mepolizumab vs placebo for 52 weeks

Mod-Severe COPD with h/o exacerbations
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Blood Eosinophil Count
cellsmm?

<150 with no historical count 2300

<150 regardless of historical count

=150 to <300

=300 to <500

=500

<150 with historical count =300

Mepolizumab Placebo
Group Group Rate Ratio (95% Cl)
no. of patients meeting criterion /total no. of patients
184/184 190/190 —— 1.23 (0.99-1.51)
236/640 230/645 —— 1.10 (0.91-1.34)
237/456 235/455 —— 0.92 (0.76-1.11)
112/456 1107455 —_— 0.75 (0.55-1.00)
53/456 67/455 —a—— 0.72 (0.48-1.09)
53/456 42/455 7 | 0.64 (0.40-1.03)
O.IZS 0.'50 1.60 2.60
Mepolizumab Better Placebo Better

Register now at congress.chestnet.org

Pavord ID et al. NEJM 2017; 377: 1613




Roflumilast in ACQO?

Asthma

COPD

I. Reduces airway inflammation

2. Reduces bronchoconstriction

3. Enhances mucociliary clearance

4. Improves airway remodeling

5. Relieves airway hyperresponsiveness

Register now at congress.chestnet.org

|. Reduces airway inflammation

2. Improves airway remodeling

3. Improves pulmonary ventilation function
4. Reduces oxygen free radical release

5. Inhibits pulmonary fibrosis
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Azithromycin in ACO with exacerbations?

The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 AUGUST 25, 2011 VOL. 365 NO.8

Azithromycin for Prevention of Exacerbations of COPD

Richard K. Albert, M.D., John Connett, Ph.D., William C. Bailey, M.D., Richard Casaburi, M.D., Ph.D.,

J. Allen D. Cooper, Jr., M.D., Gerard J. Criner, M.D., Jeffrey L. Curtis, M.D., Mark T. Dransfield, M.D.,
MeiLan K. Han, M.D., Stephen C. Lazarus, M.D., Barry Make, M.D., Nathaniel Marchetti, M.D.,
Fernando J. Martinez, M.D., Nancy E. Madinger, M.D., Charlene McEvoy, M.D., M.P.H.,

Dennis E. Niewoehner, M.D., Janos Porsasz, M.D., Ph.D., Connie S. Price, M.D., John Reilly, M.D.,

Paul D. Scanlon, M.D., Frank C. Sciurba, M.D., Steven M. Scharf, M.D., Ph.D., George R. Washko, M.D.,
Prescott G. Woodruff, M.D., M.P.H., and Nicholas R. Anthonisen, M.D., for the COPD Clinical Research Network

Effect of azithromycin on asthma exacerbations and quality of @ ®
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CrossMark

life in adults with persistent uncontrolled asthma (AMAZES):
arandomised, double-blind, placebo-controlled trial

Peter G Gibson, lan A Yang, John W Upham, Paul N Reynolds, Sandra Hodge, Alan L James, Christine Jenkins, Matthew | Peters, Guy B Marks,
Melissa Baraket, Heather Powell, Steven L Taylor, Lex E X Leong, Geraint B Rogers, Jodie L Simpson
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Lancet 2017; 390: 659-68
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The key goals of management of airways disease include identification of
specific treatment targets, optimize symptom control and reduce risk for patients

Best practices are based on evidence from robust clinical trials

Unfortunately, with ACO, we arein an ‘evidence free’ zone as these patients
have been systematically excluded from such clinical trials.

Real life studies focusing on pheno-endo-types of ACO and efficacy of targeted
therapies are urgently needed
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CHRONIC AIRWAY DISEASES
INITIAL THERAPY LABA or LAMA ICS* ICS
LABA + LAMA ICS + LABA ICS + LABA
ADVANCED THERAPY |—> ICS + LABA + LAMA 4—,
UNCONTROLLED SYMPTOMS l
FREQUENT EXACERBATORS

17 EVALUATE FOR TREATABLE TRAITS 41

Roflumilast**
Chronic macrolides

) |
Elevated IgE levels

If ti i
HeUAtS QoSG Peripheral eosinophilia

—» If positive consider

Monoclonal antibodies”
(Anti-IgE, Anti-IL5)

I

Register now at congress.chestnet.org

Maselli D. et al. CHEST 2019; 155(1):168-177




Join colleagues from around
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experience at our regional
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will go beyond the classroom-style
setting to connect you to leading
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