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ΤΠΟΘΔΣΗΚΖ ΔΡΧΣΖ΢Ζ

n Ση ζα ζειαηε λα παζεηε ΠΑΡΟΞΤΝ΢Η 

ΥΑΠ ε’ εκθξαγκα ηνπ κπνθαξδηνπ????



Mortality comparisons across 

diseases
COPD Myocardial Infarction

Swedish Registry 2008, GUSTO-1 Trial 2007



COPD

✔ “COPD is a preventable and treatable disease state
characterised by airflow limitation that is not fully
reversible. The airflow limitation is usually
progressive and is associated with an abnormal
inflammatory response of the lungs to noxious
particles or gases, primarily caused by cigarette
smoking. It also produces significant systemic
consequences.”

✔ 5th leading cause of death

✔ Pathogenesis remains unclear



Percent Change in Age-Adjusted 
Death Rates, U.S., 1965-1998
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Of the six 
leading causes 
of death in the 
United States, 
only COPD has 
been increasing 
steadily since 
1970

Source: Jemal A. et al.  JAMA 2005
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Αζζελείο  κε ΦΑΠ 

Tzanakis et al. Chest. 2004

Maniadakis et al. 2015, 24th Hellenic Thoracic Society Congress

Προζαρκογή από Lahousse L et al Lancet Respir Med 2016



Μειέηε  ηες Εζληθής Στοιής Δεκόζηας Υγείας (Ε.Σ.Δ.Υ) 

γηα ιογαρηαζκό ηες Ειιεληθής Πλεσκολοιογηθής Εηαηρείας (Ε.Π.Ε). Δεθέκβρηος 2015

 >500.000 Έιιελες άλω ηωλ 40 εηώλ, πάζτοσλ από ΧΑΠ

200.000 ΔΕΝ ηο γλωρηδοσλ

 45.3% αηζζάλεηαη όηη δελ ειέγτεη ηε λόζο ηοσ



Risk Factors for COPD

Lung growth and development 

Oxidative stress

Gender

Age

Respiratory infections

Socioeconomic status

Nutrition

Comorbidities

Genes

Exposure to particles

● Tobacco smoke

● Occupational dusts, organic   
and inorganic

● Indoor air pollution  from 
heating and cooking with 
biomass in poorly ventilated 
dwellings

● Outdoor air pollution



Risk Factors for COPD

Nutrition

Infections

Socio-economic 

status

Aging Populations





LUNG INFLAMMATION

COPD PATHOLOGY

Oxidative

stress Proteinases

Repair 

mechanisms

Anti-proteinasesAnti-oxidants

Host factors

Amplifying mechanisms

Cigarette smoke
Biomass particles

Particulates

Source:  Peter J. Barnes, MD

Pathogenesis of 
COPD



Cigarette smoke 

(and other irritants)

PROTEASES 
Neutrophil elastase
Cathepsins
MMPs

Alveolar wall destruction
(Emphysema)

Mucus hypersecretion

CD8+ 

lymphocyte

Alveolar macrophageEpithelial
cells

Fibrosis
(Obstructive
bronchiolitis)

Fibroblast

MonocyteNeutrophil

Chemotactic factors

Inflammatory Cells Involved in COPD

Source:  Peter J. Barnes, MD



COPD 

PHENOTYPES

GENES

Inheritable

ENVIRONMENT

Smoking

Air Pollution

Biomass fuel

A = α1-antitrypsin

B = Smoking

C= Nutrition

GENETICS

EPIGENETICS

C

B

A



THE PROPOSED MODEL FOR THE INITIATION OF COPD

Tzortzaki & Siafakas ERJ 2009



ACQUIRED SOMATIC MUTATIONS OF LUNG EPITHELIAL BARRIER CELLS IN COPD

Tzortzaki & Siafakas ERJ 2009



SYMPTOMS

cough

sputum

shortness of breath

EXPOSURE TO RISK
FACTORS 

tobacco

occupation

indoor/outdoor pollution

SPIROMETRY

Diagnosis of COPD

èè è



Differential Diagnosis:   
COPD and Asthma

COPD ASTHMA

• Onset in mid-life

• Symptoms slowly   

progressive

• Long smoking history

• Dyspnea during exercise

• Largely irreversible airflow 

limitation

• Onset early in life (often 

childhood)

• Symptoms vary from day to day

• Symptoms at night/early morning

• Allergy, rhinitis, and/or eczema 

also  present

• Family history of asthma

• Largely reversible airflow 

limitation



COPD Phenotypes

n Chronic Bronchitis (Blue bloater)

n Emphysema (Pink puffer)

n A1-antitrypsin deficiency

n Frequent exacerbators

n Patients with or without systemic involvement

n COPD with or without comorbidities

n Significant hyperinflation

n Fast decliner (FEV1)

n ACOS

n Current smoker 



Pink Puffer



Blue Bloater



Phenotype: 

Emphysema and Hyperinflation

• limitations in functional capacity

• decreased diffusion capacity

• homogeneous distribution of emphysema ➔ high risk for 

death

• IC/TLC ratio predicts respiratory and all-cause mortality 

better than FEV1 (Casanova et al. AJRCCM 2005;171:591-97)

• different therapeutic options depending on emphysema 

distribution (National Emphysema Treatment Trial Research Group. 

NEJM 2003; 348:1059-73)



Phenotype: 

COPD with Systemic Involvement

• hypoxemia ➔ poor prognosis, but correction associated with 

improved survival

• BMI < 0.21 ➔ independent predictor of death

• peripheral muscle dysfunction ➔ poor exercise capacity, 

independent predictor of survival

• anemia in 10-20% of patients ➔ correlation with mortality

• overflow of inflammatory cytokines and activated cells in 

peripheral circulation?









16% of COPD

patients have 

persistent systemic 

inflammation



Phenotype:

COPD with comorbidities

• diabetes ➔ patients with COPD have a 1.8 RR of developing 

type II diabetes
• atherosclerosis ➔ increased risk of vascular events in 

patients with COPD, perhaps through elevated CRP
• osteoporosis ➔ increased risk in patients with COPD, even 

in the absence of steroid use
• peptic ulceration ➔ more frequent in patients with COPD, 

helicobacter seropositivity increased in COPD
• Anaemia = 10-20%

Sevenoaks et al. Resp Research 2006; 7:70-9



COPD and Co-Morbidities

COPD patients are at increased risk for: 

• Myocardial infarction, angina

• Osteoporosis

• Respiratory infection

• Depression

• Diabetes

• Lung cancer



COPD and Co-Morbidities

COPD has significant extrapulmonary

(systemic) effects including:  

• Weight loss

• Nutritional abnormalities

• Skeletal muscle dysfunction



Divo M et al Am J Respir Crit Care Med  2012

52% σπέρηαζε

44% σπεριηπηδαηκία

30% ζηεθαληαία λόζος

22% δηαβήηες

16% θαρδηαθή αλεπάρθεηα 

Aπμεκέλνο επηπνιαζκόο ηεο ππέξηαζεο & ηεο 

θαξδηαγγεηαθήο λόζνπ ζηε ΦΑΠ



Σο άγτος και η καηάθλιυη είναι ζστνα νοζήμαηα ζσνοζηρόηηηας

ζηη ΥΑΠ

(Anxiety and depression are major comorbidities in COPD)

n ΢ε κηα ζπζηεκαηηθή αλαζθόπεζε πνπ 
επηθεληξώζεθε ζε αζζελείο κε ΥΑΠ, ε 
επίπησζε ηεο θαηάζιηςεο θπκαηλόηαλ 
από 37 έσο 71%, θαη ηνπ άγρνπο από 
50 ζε 75%, ζηνηρεία πνπ είλαη 
ζπγθξίζηκα ή θαη  κεγαιύηεξα από ηα 
πνζνζηά επηθξάηεζεο ζε άιιεο 
ζνβαξέο αζζέλεηεο  όπσο θαξθίλνο, 
AIDS, θαξδηαθέο παζήζεηο θαη λεθξηθή 
λόζν. 

n ΢ε εμσηεξηθνύο αζζελείο κε ΥΑΠ 
κειέηεο δείρλνπλ πνζνζηά θαηάζιηςεο 
πνπ θπκαίλνληαη από 7% έσο 80% θαη 
άγρνπο πνπ θπκαίλνληαη από 2% έσο 
80%. Η επηθξάηεζε ηεο γεληθεπκέλεο 
αγρώδνπο δηαηαξαρήο θπκαίλεηαη από 
10% έσο 33% θαη ηεο δηαηαξαρήο 
παληθνύ από 8% έσο 67% .

Prevalence in Advanced Disease: Systematic 

Review (64 studies)

Depression (%) Anxiety (%)

COPD 37-71 51-75

Cancer 3-77 13-79

AIDS 10-82 8-34

Heart 

Disease

9-36 49

Renal 

Disease

5-60 39-70

(Solano, J Pain sympt Manage 2006 31:58)



Vicious circle of COPD

lack of exercise

COPD  Dyspnea immobility

Depression  social isolation

deconditioning



Reduced physical activity in COPD is associated 
with increased hospitalization rates

Adapted from Garcia-Rio et al. Chest 2012; 142(2): 

338-46
* Q1 = Lowest physical 

activity by quartile

* Q1= least active to Q4 = most active quartile

173 moderate to very severe COPD 

patients 

(activity assessed hourly for 5 days at 

start of study)

Q3

Q4

Time to first COPD hospitalization by quartile of daily 

physical activity * measured by accelerometer

p <0.001
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Management COPD Exacerbations

Key Points

An exacerbation of COPD is defined as:

“An event in the natural course of the 
disease characterized by a change in the 
patient’s baseline dyspnea, cough, and/or 
sputum that is beyond normal day-to-day 
variations, is acute in onset, and may 
warrant a change in regular medication in 
a patient with underlying COPD.”  



Association of Disease Severity with the Frequency and Severity of Exacerbations during the First 
Year of Follow-up in Patients with Chronic Obstructive Pulmonary Disease.

Hurst JR et al. N Engl J Med 2010;363:1128-1138.



Kaplan-Meier survival curves by frequency of exacerbations in patients with COPD: group 

A, patients with no acute exacerbations of COPD; group B, patients with 1–2 acute 

exacerbations of COPD requiring hospital management; group C, patients with ⩾3 acute 

exacerbations of COPD.

Soler-Cataluña J J et al. Thorax 2005;60:925-931

Copyright © BMJ Publishing Group Ltd & British Thoracic Society. All rights reserved.



Management COPD Exacerbations

Key Points

 The most common causes of an exacerbation 
are  infection of the tracheobronchial tree and 
air pollution, but the cause of about one-third of 
severe exacerbations cannot be identified 
(Evidence B).

 Patients experiencing COPD exacerbations with  
clinical signs of airway infection (e.g., increased 
sputum purulence) may benefit from antibiotic 
treatment (Evidence B).



Management of Stable COPD

All Stages of Disease Severity

Avoidance of risk factors

- smoking cessation

- reduction of indoor pollution

- reduction of occupational exposure

Influenza vaccination



IV: Very SevereIII: SevereII: ModerateI: Mild

Therapy at Each Stage of COPD

 FEV1/FVC < 70% 

 FEV1 > 80% 
predicted

 FEV1/FVC < 70%

 50% < FEV1 < 80%
predicted

 FEV1/FVC < 70%

 30% < FEV1 < 
50% predicted

 FEV1/FVC < 70% 

 FEV1 < 30% 
predicted

or FEV1 < 50% 
predicted plus 
chronic respiratory 
failure

Add regular treatment with one or more long-acting 
bronchodilators (when needed);  Add rehabilitation

Add inhaled glucocorticosteroids if 
repeated exacerbations

Active reduction of risk factor(s); influenza vaccination

Add short-acting bronchodilator (when needed)

Add long term 
oxygen if chronic  
respiratory failure.  
Consider surgical 

treatments









Manage Stable COPD:  
PharmacologicTherapy

Patient First choice Second choice AlternativeChoices

A

SAMA  prn

or

SABA prn

LAMA

or

LABA 

or

SABA and SAMA

Theophylline

B

LAMA 

or

LABA

LAMA and LABA
SABA and/or SAMA

Theophylline

C

ICS +LABA

or

LAMA
LAMA and LABA

PDE4-inh.

SABA and/or SAMA

Theophylline

D

ICS + LABA

or

LAMA

ICS andLAMA or

ICS + LABA and LAMA or

ICS+LABA and PDE4-inh.or

LAMA and LABA or

LAMA and PDE4-inh.

Carbocysteine

SABA and/or SAMA

Theophylline



Βαζικοι ζσνδιαζμοι 

θαινοησπφν ηης ΥΑΠ



ΟΜΑΓΑ Α= ΥΡΟΝΗΑ ΒΡΟΓΥΗΣΗΓΑ, 

ΦΛΔΓΜΟΝΧΓΖ΢

΢ΤΥΝΔ΢ ΠΑΡΟΞΤΝ΢ΔΗ΢

΢Τ΢ΣΖΜΑΣΗΚΔ΢ ΔΚΓΖΛΧΓΔΗ΢/ ΢ΤΝ ΝΟ΢ΖΡΟΣΖΣΔ΢

ΟΜΑΓΑ Β= ΔΜΦΤ΢ΖΜΑ,

TAXEIA ΜΔΗΧ΢Ζ FEV1

΢ΖΜΑΝΣΗΚΖ ΤΠΔΡΓΗΑΣΑ΢Ζ

+/- ΠΑΡΟΞΤΝ΢ΔΗ΢ 

ΒΑ΢ΙΚΟΙ ΢ΤΝΓΙΑ΢ΜΟΙ 

ΦΑΙΝΟΣΤΠΩΝ ΣΗ΢ ΥΑΠ



ΟΜΑΓΑ Α= ICS,LAMA, LABA ,

PDF4 INHIBITORS

ΟΜΑΓΑ Β = LABA + LAMA

ΘΔΡΑΠΔΙΑ ΒΑ΢Η ΣΩΝ 

ΦΑΙΝΟΣΤΠΩΝ



Management of Stable COPD

Other Pharmacologic Treatments 

 Antibiotics:  Only used to treat infectious 
exacerbations of COPD

 Antioxidant agents:  No effect of n-
acetylcysteine on frequency of 
exacerbations, except in patients not treated 
with inhaled glucocorticosteroids

 Mucolytic agents, Antitussives,  Vasodilators:  
Not recommended in stable COPD



Translating COPD Guidelines into Primary Care

KEY POINTS

Spirometric confirmation is a key 
component of the diagnosis of COPD and 
primary care practitioners should have 
access to high quality spirometry.

Σπιρομερηηζη απαραίηηηη για ηη διάγνωζη

Θα πρέπει να επαναλαμβάνεηαι 
ηουλάχιζηον μια θορά ηο χρόνο



Η ΥΑΠ ΓΔΝ ΔΊΝΑΙ ΠΟΣΔ 

ΜΟΝΗ



΢Δ ΑΡΡΧ΢ΣΟΤ΢

ΜΔ ΤΠΔΡΣΑ΢Ζ,ΓΗΑΒΖΣΖ,΢ΣΖΘΑΓΥΖ 

Ο΢ΣΔΟΠΟΡΧ΢Ζ,ΚΑΣΑΘΛΗΦΖ, 

ΑΝΧ ΣΧΝ 40 ΔΣΧΝ ΚΑΠΝΗ΢ΣΔ΢

ΠΡΔΠΔΗ ΝΑ  ΤΠΟΦΗΑ΢ΣΟΤΜΔ Κ   ΥΑΠ Κ                                            

ΝΑ  ΣΟΤ΢

΢ΣΔΗΛΟΤΜΔ ΓΗΑ ΢ΠΗΡΟΜΔΣΡΖ΢Ζ



΢ΤΜΠΔΡΑ΢ΜΑΣΑ

Η ΥΑΠ είλαη κηα πνιύ ζπρλή ΥΡΟΝΙΑ 

λόζνο κε κεγάιε ζλεηόηεηα θ κεγάιν 

νηθνλνκηθό θόζηνο

Μπνξεί λα πξνιεθζεί θ λα ζεξαπεπηεί

Παξνπζηάδεη ζεκαληηθέο ζπλ 

λνζεξόηεηεο

Οη παξνμύλζεηο βάδνπλ ζε θίλδπλν ηε 

δσή ησλ αζζελώλ

Η ζεξαπεία ηεο είλαη καθξνρξόληα



GOLD Website Address

http://www.goldcopd.org





΢Δ ΑΡΡΧςΣΟΤς ΜΔ ΤΠΔΡΣΑςΖ, 

ςΑΚ.ΓΗΑΒΖΣΖ,ΟςΣΔΟΠΧΡΧςΖ ,ςΣΖΘΑΓΥΖ

,ΚΑΡΓΗΑΚΖ ΑΝΔΠΑΡΚΔΗΑ,ΑΡΡΤΘΜΗΔς Κ. 

ΗςΣΟΡΗΚΟ ΚΑΠΝΗςΜΑΣΟς ςΚΔΦΟΤ ΣΖΝ ΥΑΠ 

Κ ΕΖΣΖςΔ ΜΗΑ ςΠΗΡΟΜΔΣΡΖςΖ.

Ο ξόινο ηνπ παζνιόγνπ 

ζηελ αλίρλεπζε ηεο ΥΑΠ





Adapted from Daley-Yates et al, 2015

FF: fluticasone furoate

MF: mometasone furoate

FP: fluticasone propionate

CIC: ciclesonide

BUD: budesonide

BDP: beclomethasone dipropionate

TAA: triamcinolone acetonide

FLU: flunisolide



Covelli Η  International Journal of COPD 2016

...More TIO-treated than 

FF/VI-treated subjects were 

withdrawn from the study due 

to AEs. Two TIO-treated 

subjects died (one due to 

cardiopulmonary arrest and 

the other due to 

cardiorespiratory arrest and 

cardiac failure). 

Α randomized, blinded, double-dummy, parallel-group study compared a once-daily morning dose of FF/VI 100/25 mcg delivered via ELLIPTA™ with TIO 18 mcg

via HandiHaler® for 12 weeks in subjects with diagnosed COPD, forced expiratory volume in 1 second (FEV1) 30%–70% predicted, and CVD or CVD risk. The

primary endpoint was change from baseline in 24-hour weighted mean FEV1 on Day 84.

...safety measures were 

similar between groups, 

and cardiovascular 

monitoring did not reveal 

increased CVD risk.

*This study included an off-label population



COPD patients who could benefit most from ICS

C

exacerbation risk: high
breathlessness: low

A*

exacerbation risk: low
breathlessness: low

This group also includes C patients 
with lower risk of exacerbations who 

may not require ICS1

D

exacerbation risk: high
breathlessness: high

B**

exacerbation risk: low
breathlessness: high

This group also includes D patients 
with lower risk of exacerbations who 

may not require ICS1

LABA or LAMA LABA + LAMA

+
IC

S
*
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Breathlessness

Εμαηνκηθεπκέλε δηαρείξεζε ησλ αζζελώλ κε ΦΑΠ

*Consider adding roflumilast, azithromycin, theophylline, or antioxidants if COPD is uncontrolled with ICS1.

1. Agusti A & Fabbri L. Lancet Resp Med. 2014;2:869-871. 2. Global Initiative for Chronic Obstructive Lung Disease. Global 

Strategy for the Diagnosis, Management and Prevention of Chronic Obstructive Pulmonary Disease (Updated 2015). 

http://www.goldcopd.org/uploads/users/files/GOLD_Report_2015_Sept2.pdf (Accessed 03/12/2015).

Adapted from Agusti A & Fabbri L. Lancet Resp Med. 2014 based on GOLD patient categories.



Phenotype: 

Males/Females

FEMALES➔ younger

less smoking history

less comorbidity scores

less responsive to long-term exercise therapy

lower scores in quality of life questionnaires

more reactive airways, more exacerbations

more dyspnea for the same degree of airflow 

limitation   

de Torres et al. Chest 2005; 128:20012-6



Mucus gland hyperplasia

Goblet cell

hyperplasia

Mucus hypersecretion Neutrophils in sputum

Squamous metaplasia of epithelium

↑ Macrophages

No basement membrane thickening

Little increase in

airway smooth muscle

↑ CD8+ lymphocytes

Changes in Large Airways of COPD Patients

Source:  Peter J. Barnes, MD



Disrupted alveolar attachments

Inflammatory exudate in lumen

Peribronchial fibrosis
Lymphoid follicle

Thickened wall with inflammatory cells

- macrophages, CD8+ cells, fibroblasts

Changes in Small Airways in COPD Patients

Source:  Peter J. Barnes, MD



Alveolar wall destruction

Loss of elasticity

Destruction of pulmonary

capillary bed

↑ Inflammatory cells

macrophages, CD8+ lymphocytes

Changes in the Lung Parenchyma in COPD Patients

Source:  Peter J. Barnes, MD



• Cigarette smoke contains an

estimated 1017 oxidants/free 

radicals and 4,700  chemical

compounds, including  that can

generate hydroxyl radicals (-OH) and hydrogen peroxide (H2O2). 

• Cigarette smoke also recruits immune and inflammatory cells to the lungs, 
which on activation release more oxidants causing an oxidant/antioxidant 
imbalance . 

Increased Oxidative stress in COPD





“COPD occurs together with concomitant chronic diseases

(including cardiovascular diseases), which contribute to the

severity and prognosis of COPD.”
GOLD 2015

Οη ζέζεηο νκνθσλίαο (GOLD) γηα ηε ζεκαζία 

ησλ ζπλνδώλ λνζεκάησλ ζηε ΦΑΠ

Lahousse L et al Lancet Respir Med 2016



Classification of COPD Severity
by Spirometry

Stage I:   Mild FEV1/FVC < 0.70 

FEV1 > 80% predicted

Stage II:  Moderate FEV1/FVC < 0.70
50% < FEV1 < 80% predicted

Stage III: Severe FEV1/FVC < 0.70
30% < FEV1 < 50% predicted

Stage IV: Very Severe FEV1/FVC < 0.70
FEV1 < 30% predicted or 

FEV1 < 50% predicted plus
chronic respiratory failure 



ΥΑΠ   θ 

΢πλλνζεξνηεηεο



 5–10% 

ησλ ελειίθσλ 40 εηώλ 

παξνπζίαδεη 

ΦΑΠ.

 Υςειόηεξν επηπνιαζκό 

παξνπζηάδνπλ νη άλδξεο ζε 

ζρέζε 

κε ηηο γπλαίθεο.

♂♀

 Τν 40-50% 

ησλ δηα βίνπ θαπληζηώλ 

ζα παξνπζηάζνπλ 

ΦΑΠ  

ζηε δσή ηνπο.

European Lung Foundation and European Respiratory Society. The European Lung White Book. http://www.erswhitebook.org



COPD Phenotypes

Chronic Bronchitis (Blue bloater)

Emphysema (Pink puffer)

A1-antitrypsin deficiency

Frequent exacerbators

Patients with or without systemic involvement

COPD with or without comorbidities

Significant hyperinflation

Fast decliner (FEV1)

ACOS

Current smoker 




