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INTRODUCTION

Current therapeutics options:

POLLUTION

What is COPD?

' CIGARETTE SMOKE

INCREASING BURDEN WORLWIDE!

|

IMPROVE UNDERSTANDING OF THE DISEASE

|

DEFINE NEW TREATMENTS

American thoracic Society (ATS)



INTRODUCTION

Some of the hurdles to cure COPD:
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PLAN

1. RECENT TRIALS WITH NEW DRUGS IN COPD

2. NEW FINDINGS IN COPD PATHOPHYSIOLOGY AND ASSOCIATED POTENTIAL THERAPEUTIC
INTERVENTIONS




RECENT TRIALS IN COPD

Drugs in the pipeline

Targeting Chronic Inflammation triggered by cigarette smoke

AntidL-33: itepekimab, tozorakimab
Anti-ST2: astegolimab i Alarmins
Anti-TSLP: tezepelumab

Anti-L-5: mepolizumab, benralizumab Type 2 Neutrophilic p— Neutrophil myeloperoxidase: mitiperstat
Anti-4L-4/IL-13: dupilumab ' inflammation inflammation i i i _
| J
L
1 [ IRAK4S inhibitor: AZDG793

At best,
achieving to reduce symptoms, disease
progression, exacerbations

. JAK inhibitor; frevicitinib
. POE inhibitor: tanimilast, ensifentrine

CFTR: icenticaftor

;
|

+
Cure the disease




DRUGS TARGETING EOSINOPHILIC INFLAMMATION // Asthma
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RECENT TRIALS IN COPD

Drugs in the pipeline

Targeting Chronic Inflammation triggered by cigarette smoke
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AntidL-5: mepolizumab, benralizumab
Anti-L-4/IL-13: dupdumab

At best,
achieving to reduce symptoms, disease
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DRUGS TARGETING ALARMINS

ITEPEKIMAB / TOZORAKIMAB (IL-33 inhibitor)
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TEZEPELUMAB (anti-TSLP)

Promising results on ¥ exacerbations and

2 FEV1 in ex-smokers and high Eos

Promising results on ¥ exacerbations in
patients with high Eos




RECENT TRIALS IN COPD

Drugs in the pipeline

Targeting Chronic Inflammation triggered by cigarette smoke
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DRUGS TARGETING PHOSPHODIESTERASES

ROFLUMILAST (PDE4 inhibitor — oral)
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RECENT TRIALS IN COPD

Drugs in the pipeline

Targeting Chronic Inflammation triggered by cigarette smoke
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PLAN

1. RECENT TRIALS WITH NEW DRUGS IN COPD

Not to cure the patients!

2. NEW FINDINGS IN COPD PATHOPHYSIOLOGY AND ASSOCIATED POTENTIAL THERAPEUTIC
INTERVENTIONS




INTRODUCTION

Some of the hurdles to cure COPD:
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Stolz D, Lancet 2022

smoking and environmental
tobacco smoke

Type 3:
infection




GENETICS

» al-antitrypsin deficiency

» Other mutations? TERT mutations? Polygenic score
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» Lung microbiome alteration in COPD
» TBC patients

» Airway mucosal defenses alterations (IgA)

» Early vaccination

De Fays C, Cells 2022
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» In utero and early life exposure

» Vaping

» Cannabis

> Passive smoking!



Stolz D, Lancet 2022

smoking and environmental
tobacco smoke

Type 3:
infection




» Indoor polluants

» Ambiant pollution

» Occupational exposure



PLAN

1. RECENT TRIALS WITH NEW DRUGS IN COPD

2. NEW FINDINGS IN COPD PATHOPHYSIOLOGY AND ASSOCIATED POTENTIAL THERAPEUTIC
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Until we really understand

what is going on deep in the

o

COPD lung!

More fundings needed for research
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