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ΧΑΠ: 3η αιτία θανάτου παγκοσμίως

Υπεύθυνη για το 5.6% 
(3.000.000 θάνατοι ετησίως)

Celli BR, Wedzicha JA. NEJM 2019; 381: 1257-66.



COPD DEFINITION

GOLD 2023

Chronic inflammation, Smoking, comorbidities



FEV1 Trajectories



CLINICAL DIAGNOSIS



DIAGNOSIS



SPIROMETRY

post broncho
FEV1/FVC < 0.7



post bronchodilation FEV1/FVC < 0.7 

COPD diagnosis: required spirometry with FEV1/FVC post bronchodilation < 0,70. This cut-

off has been criticized that may lead to underdiagnosis in younger age with FEV1/FVC 0,70-

0,74 and to overdiagnosis in patients > 70 y.o with FEV1/FVC < 0,70 due to lung senescence

and not COPD. In such cases the LLN has been suggested.

FEV1/FVC ratio vs. LLN



NEW TERMINOLOGY

GOLD 2023
(FEV1/FVC >=0,.7 post bronchodilation)



Pre COPD: Multiple phenotypes

Han MK et al AJRCCM 2021

Going further than GOLD stage 0



What about PRISm?

• Preserved
Ratio
Impaired
Spirometry

• FEV1/FVC >=0.70

• FEV1 and/or FVC <80% of reference post BD

• Prevalence  7.1-20.3% 

• Important? 
Increased all cause mortality!

GOLD 2023



SYMPTOMS DESPITE PRESERVED LUNG FUNCTION

• N=2736, 40-80 y.o, FEV1/FVC ≥0.70 pre-broncho and COPD 

pts

• FVC ≥LLN

• No smokers or current and ex-smokers ≥ 20 pack-years, 

Woodruff PG et al NEJM 2016



Han MK, et al. N Engl J Med 2022

• Smokers ≥ 10 pack years
CAT score ≥ 10
FEV1/FVC ≥ 0.7 and FVC ≥70% post BD

• Indacaterol (27.5 μg) plus glycopyrrolate (15.6 μg) or placebo twice daily για 12 weeks

• Primary outcome: Reduction of at least 4 units (improvement) of SGRQ score without treatment failure (deterioration of 
symptoms from the lower respiratory tract)



Shortfall…

• In the ITT population (471 patients),128

out of 227 (56.4%) that received treatment

and 144 out of 244 (59.0%) that received

placebo showed a reduction ≥ 4U in the

SGRQ score

• difference, −2.6 percentage points

95% confidence interval [CI], −11.6 to 6.3;

adjusted odds ratio, 0.91; 95% CI, 0.60 to

1.37; P = 0.65

Han MK, et al. N Engl J Med 2022



Model summary for outcomes of interest with 
estimate of effect size for presence of VO

Summary of physiologic outcome models. 

Estimate reflects difference for VO 

compared to no obstruction

Buhr RJ, et al. AJRCCM 2022 

The SPIROMICS cohort Vol 2.0

• Increased risk for COPD in patients

with pre but not post BD FEV1/FVC

<0,70.

• Need for change in the spirometry

criteria to include those with pre BD

FEV1/FVC <0,70 ?



DO WE NEED NEW TOOLS ??

Takudzwa Mkorombindo et al. Curr Opin Pulm Med 2022



ROLE OF SPIROMETRY



ASSESSMENT OF AIRFLOW OBSTRUCTION SEVERITY



ASTHMA 





COPD vs. ASTHMA 

• Static volumes

• Diffusing capacity (may be reduced)



COPD vs. ASTHMA







Barnes PJ JACI 2016



COPD - Macrophages

Keatings VM et al AJRCCM 1996



COPD - Neutrophils



COPD - Lymphocytes



COPD - Eosinophils

Barnes PJ JACI 2016



Brusselle G et al, Nat Med 2013

ASTHMA 



INFLAMMATORY PHENOTYPES IN INDUCED SPUTUM -
ASTHMA

Eos  Neut Mixed Pauci Healthy 
J Simpson et al, Respirology, 2006



Bafadhel M et al, Respiration 2012



Bafadhel M et al, Respiration 2012



• Within airway inflammatory sub-phenotypes there is a differential
pattern of mediator expression that is independent of disease. In 
other words, these phenotypes were unrelated to the diagnosis of 
asthma or COPD.

Bafadhel M et al, Respiration 2012



SPUTUM EOSINOPHILS AND ASTHMA MANAGEMENT

74 patients with moderate to severe asthma from hospital clinics

63% reduction

p = 0.01

• Reduction in exacerbations:

• Severe exacerbations: 35 vs. 109 (p=0.01)

• Hospitalizations: 1 vs. 6 (p=0.047)

• Sputum eosinophil count was 63% lower over 12 
months (p=0.002)

• Average daily dose of ICS or oral CS did not differ 
between the two groups

Green RΗ, Lancet 2002



Siva R et al ERJ 2007

SPUTUM EOSINOPHILS AND COPD MANAGEMENT

Sputum management 
group

BTS guideline group

N=82



Medical record study of 130,547 patients with asthma treated in UK clinical practice, using data obtained from 
two large, anonymised patient databases: Optimum Patient Care Research Database (OPCRD) and Clinical 

Practice Research Datalink (CPRD)

EOSINOPHILS AND EXACERBATIONS IN ASTHMA

Price D et al. J Asthma Allergy. 2016;9:1-12.



Τ2 High ENDOTYPE



COPD - BRONCHODILATORS



<150 cells/µL ≥150 cells/µL

Lipson DA, et al. N Engl J Med. 2018
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12% reduction
(95% CI: 1, 22) p = 0.034

32% reduction
(95% CI: 25, 38) p < 0.001

IMPACT: BLOOD EOSINOPHIL COUNT AND REDUCTION OF EXACERBATIONS

FF/UMEC/VI vs UMEC/VI 



ETHOS: Triple combination BUD/GLY/FORM was more beneficious in reducing 
exacerbations vs. LAMA/LABA as blood eosinophils got higher

Rabe KF et al. N Engl J Med. 2020

BUD/GLY/FORM 320/14.4/10 μg

BUD/GLY/FORM 160/14.4/10 μg

GLY/FORM 14.4/10 μg

BUD/FORM 320/10 μg
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CHRONIC INFLAMMATION



IMPORTANT POINTS 



Oxidative stress promotes inflammation

Activation of 
transcription factors

Production of inflammatory 
and antioxidative molecules





Systemic inflammation in COPD

Agusti A et al PLOSone 2012





MIMICKING ASTHMA…

Symptoms 

Exacerbation

s Side-effects 

Lung function

Patient satisfaction

Confirmation of diagnosis if necessary 

Symptom control & modifiable

risk factors (see Box 2-2B)

Comorbidities

Inhaler technique & 

adherence Patient

preferences and goals

Treatment of modifiable risk

factors and comorbidities

Non-pharmacological strategies

Asthma medications (adjust down/up/between tracks) 

Education & skills training

COPD
ASTHMA



THANK YOU 


