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Sunum AKiIsl

* Fenotipik yaklasimin rasyonalitesi, amaci
* Tarihsel arkaplan
* Fenotip tanimi
* Fenotipleri tanimlamada kullanilan faktorler
* Tanimlanan Fenotipler

* Amfizem hiperinflasyon

* Sik alevlenenler

* ACO

* Hizli FEV1 kaybi olanlar

* Sistemik komorbiditelerle seyredenler

* KOAH-Bronsektazi birlikteligi

» Ozet



Rationality

* KOAH olgularinda klinik gorunumler
farklilasmaktadir

*Bu fenotipik farklilasmanin altinda olasilikla
genetik bazi belirleyiciler ve/veya cevresel
faktorler rol oynar



Fenotip - Tanim

e Klinik seyirle (semptomlar, alevlenmeler, tedaviye cevap, hastaligin
ilerleme hizi veya 6lim) i|i§ki|i, KOAH'I bireyler arasindaki
farkliliklari tanimlayan hastalik bileseni veya
kombinasyonlari

Han MK ve ark, 2010.



Fenotipik Yaklasim - Amac

*Hastaligin seyrini ve prognozu predikte etmek
ve optimal tedaviyi belirlemek



TEMEL

GOGUs

Tarihsel Arkaplan w

* Tip A, amfizematdz tip, Pink Puffer
* Tip B, bronsiyal tip, Blue Bloater

Doc. Dr. Tevfik Ozl ) |Iab|hr YRBT.
. Yrd. Dog. Dr. Yilmaz Bilbil
: yas altmda) ve

O] hasaam yakask %15:20 kadar b sminds
MN@" reversibi olabimektedir. Bu tir olgular icin
stmati temmlamlmaktadlr

Venn Diagrami

Kroni / Amfizem
Bronsit

i Hava Akimi
Obstriiksiyonu

Burrows B, Fletcher CM, Heard BE, Jones NL, Wootliff JS. Lancet 1966;87:830-5



GOLD Fenotipleri
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GOLD 1 > 80

GOLD 2 50-79

GOLD 3 30-49

GOLD4 <30




3-year follow-up
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FIGURE 2 Temporal variation of the four 2011 Global Initiative for Chronic Obstructive Lung Disease groups at
recruitment and during the 3-year follow-up. Boxes with percentages indicate the proportion of baseline patients available
for examinatian at the 3-vear follow-up. *: death/drop-out/lost for follow-up/missing data.



Spanish COPD Guidelines, Archivos de Bronconeumologia, 2017.

Exacerbator Exacerbator
phenotype Exacerbator . phenotype
(2 or more _Pphenctype with
exacerbations/year, with emphysema :  chronic bronchitis

or 1 admission) co
Asthma-COPD

overla
(ACOE)

Non-exacerbator
phenotype
(0-1 exacerbation/year,
no admission)

Non-exacerbator phenotype

Emphysema Chronic
phenotype bronchitis phenotype

Fig. 2. COPD phenotypes.



Tartisilan Guncel Fenotip Tanimlari

* Amfizem-Hiperinflasyon * Semptomatik, sik alevlenmesi olmayan
* Sik alevlenenler * Semptomatik, sik alevlenmesi olan
» Hizh FEV1 kaybi olanlar « Az semptomatik, sik alevlenmesi olan

* Sistemik, komorbiditelerle + Az semptomatik, sik alevlenmesi olmayan
birlikte olan

* Sik alevlenenler, kronik bronsitle

* Havayolu hastaligi * Sik alevlenenler, amfizemle birlikte
e Parankimal hastalik

« Astim KOAH birlikteligi
* Kronik bronsit

e Alfa-1 antitripsin eksikligi
* Bronsektazi-KOAH



Fenotiplerin taniminda kullanilan belirtecler

 Yas * FEV1/FVC, Post-BK FEV1
« BMI * Obstriiksiyonun reverzibilitesi
» Sigara paket yili * |C/TLC
o Solunumsalﬂsel.ﬁptomlar v * % Kco
* Balgam vo.lum.u ve berrakhgi « YFRC
* Yasam kalitesi
* FeNO

* Akciger sesleri

« Komorbitide NagE

« Alevlenmelerin sikligi * Balgam, periferik eozinofili

- GOR * Balgam notrofili, IL-8 TNF-alfa
* BT Bulgular * CRP
« Amfizem, hava hapsi, biil-blep, * Egzersiz kapasitesi

* Brons duvar kalinhgi, bronsektazi,
sentrilobiler nodiiller
Casanova 2005, Wardlaw 2005, Kitagushi 2006, Fujimoto 2006, Makita 2007, Pistolesi 2008, Snoeck-Stroband 2008, Watherall

2009, Garcia-Rio 2009, Roy 2009,Gibson and Simpson 2009, Burgel 2010, Cho 2010, Hurst 2010, Jo 2010, Garcia-Aymerich 2011,
Marquez-Martin 2011.



Repeated reversibility testing
over one year in stable COPD

Albert P, et alThorax 2012; 67: 701-08

1831 [ Not reversible

M Reversible
Visit 1: 76% not reversible 1394
|

Visit 2: 77% not reversible 1167 227 238

Visit 3: 77% not reversible 1019 148 147 80 162 76

v v
Visit 4:79% not reversible | 923 109 | ekl | 111 Ll 43 123 43 48 51




Fenotip

AMEFIZEM
HIPERINFLASYON




Tanimlayici Ozellikler
* Dispne

* Egzersiz intoleransi

* Hiperinflasyon

* Diisiik BMI

* YRBT’de amfizem

* Disuk DLCO/VA ad;.

* Genetik komponent belirgin

* Sik alevlenme yok

* BT’de amfizem, FEV1 ile degil DLCO ile uyumlu
* Amfizem agirhgi BMI ile iliskili



Amfizemden Hiperinflasyona...

* Amfizem

* Elastik recoil kaybi

* Havayollarinin kollasibilite ve rezistansinda artma
* Ekspiratuar akim kisitlanmasi

* Alveollerin bosalamamasi

* Hava hapsi

* Hiperinflasyon

* Amfizem ve hiperinflasyon, bagimsiz yiksek
morbidite ve mortalite prediktérleri (1C/TLC <0,25)



Tedavi

* LAMA
* LAMA+LABA
* LAMA+LABA+Teofilin

* Pulmoner Rehabilitasyon

* Volum azaltici yaklasimlar
* Cerrahi
* Bronsiyal valfler

* intrabronsiyal coiller

* Buhar ile thermal injury



Fenotip

SIK ALEVLENME
GECIRENLER




Sik alevlenen KOAH

* Yilda 2 veya daha fazla alevlenme geciren KOAH’lilar
* Hastalarin %13-47’si bu gruba giriyor
* KOAH hastalari her yil 1 ile 4 arasinda alevlenme geciriyor

* Alevlenme: KOAH’lilarda glinliik normal degisimin 6tesinde ve
tedavide modifikasyonu gerektirecek 6lctide 6nceden var olan
dispne, Okslirik ve/veya balgam yakinmalarinda ortaya cikan
degisiklik

 Onceki alevlenmenin tedavisinin bitmesinden sonra en az 4 hafta
veya tedavi edilmemisse 6nceki alevlenmenin baslangicindan sonra
en az 6 hafta sonra gelisen alevlenme yeni bir atak sayiliyor

Miravitlles M, et al. Respiration. 2000;67:495-501.
Hurst JR, et al. N Engl J Med. 2010;363(12):1128-1138.

Miravitlles M, et al. Arch Bronconeumol 2012.



Yearl
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Risk Factors Associated With Repeated Exacerbations.

Older age

COPD severity
Greater baseline dyspnea
Low FEV;
Low PaO,

History of previous exacerbations

Inflammation
Greater airway inflammation
Greater systemic inflammation

Bacterial load (stable phase)
Chronic bronchial hypersecretion

Comorbidity/extrapulmonary manifestations
Cardiovascular
Anxiety-depression
Myopathy
Reflux disease

ECLIPSE HurstJR, etal. N ENGL J MED 2010.



Sik alevlenmeler

* Depressif semptomlarda artis
* Akciger fonksiyonlarinda kayip

* Yasam kalitesinde kotulesme
* Azalmis fiziksel aktivite

* Artmis saglik hizmeti kullanimi
*Yaklasik 3 kat artmis mortalite

Halpin DM, et al. Int J Chron Obstruct Pulmon Dis. 2012;7:653-661.



*Sik alevlenmelerle iliskili en 6nemli faktor 6nceden
alevlenmelerin varligi ve anksiyete

Yang H, et al. Eur J Med Res. 2014;19:18.
Laurin C, et al. Am J Respir Crit Care Med. 2012;185(9):918-923.

* LAMA .
Teofilin
* LAMA+LABA Oral asetilsistein
o IKS+LABA "+ Uzun si?reli makrolic{ “ .
Roflumilast (40 yas Ustd, sik alevlenen, kronik
e L AMA+LABA+IKS bronsitli, agir veya cok agir KOAH’lilarda)



Hardin et al. Respiratory Research 2011, 12:127 Page 4 of 8
http://respiratory-research.com/content/12/1/127
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Figure 1 Exacerbations: Percentage of frequent and severe exacerbations among subjects with COPD compared to subjects with
COPD and asthma. *p < 0.0001 for the difference between COPD and COPD with asthma.
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Fenotip

COPD-ASTIM
BIRLIKTELIGI (ACO)




ACO - Tanim

* Astim ve KOAH’in bazi bulgularinin birlikte oldugu

persistan havaakimi sinirlanmasi
GOLD 2015.

* Reversibl ve parsiyel reversibl (FEvi’de artis 200 mlI’den fazla
ama %12’den az) KOAH’llarda, irreversibl olanlarda
gozlenen notrofil dominensinin aksine eozinofilik
bronsiyal enflamasyon var

Papi A, et al. Am J Respir Crit Care Med. 2000;162:1773-7.

* [KS’nin antiinflamatuar etkilerine duyarl



ACO sigara icen astimlilarin hastaligr:

» Ozellikle yash ve sigara icenlerde kronik solunumsal
semptomlarin astim veya KOAH’tan hangisine bagli
oldugunu ayirt etmek zor

* KOAH’l hastalarin yaklasik %12-55’inde ACO

raporlaniyor
Ding B, Enstone A. Expert Rev Respir Med. 2016;10(3): 363-371.



Cocuk astimlilarin %16’sinda, 21-33 yilda parsiyel
reversibilite gelismis

ASTHMA

Risk factors associated with the presence of irreversible
airflow limitation and reduced transfer coefficient in
patients with asthma after 26 years of follow up

J M Vonk, H Jongepier, C | M Panhuysen, J P Schouten, E R Bleecker, D S Postma

See end of article for
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Thorax 2003;58:322-327

Background: Childhood asthma is generally believed to be a disorder with a good prognosis. How-
ever, some asthmatics develop irreversible airway obstruction, probably as a result of airway remodel-

ing.
Methods: After 21-33 years, 228 adults (aged 13-44 years at baseline] with a history of asthma
were re-examined to assess risk factors for the development of irreversible airway obstruction {IAO,
forced expiratory volume in 1 second (FEV,) <80% predicted and reversibility <9% predicted) and a
reduced postbronchod”uior transfer coefficient (carbon monoxide transfer factor/alveolar volume,
<80% predicted), both characteristics of COPD.

Results: At follow up, 41% did not have airway obstruction ([NAQ), 43% had reversible airway
obsiruction (RAQ), and 16% had IAO; 23% had a reduced transfer coefficient. Patients with RAO had
asthma-ike characteristics (wheezing, asthma attacks, bronchial hyperresponsiveness (BHR)) while
patients with IAO had COPD-like symptoms (cough, phlegm, dyspnoea) at follow up. The development
of IAO is determined by a lower FEV , less reversibility of airway obstruction and, surprisingly, less
severe BHR at initial screening. Eighty percent of the patients with asthma who used anti-inflammatory
medication still had airway ogbsfrucfion, but IAO developed less frequently. Smoking was associated
with a reduced transfer coefficient but not with the development of IAO. Female sex was associated
with a reduced transfer coefficient, whereas corticosteroid use was not.

Conclusions: Although IAO and a low fransfer coefficient are both characteristics of COPD, they
represent distinct entities in adult asthmatics in terms of symptomatolegy, aetiology, and probably in
therapeutic approaches and disease prevention.

e Sigara kullanimi Kco
dusukltga ile iliskili;
ama reversibiliteyle
iliskisiz

* Oksiiriik balgam ve
dispne sikayetleri
irreversibl
obstruksiyon
gelisimiyle iligkili

* wheezing, astim
ataklari ve brons
asiriduyarlilig
reversibilite ile iliskili



Hardin et al. Respiratory Research 2011.

Q CO KO Q I I Stephen Bujarski et al. Curr Allergy Asthma Rep 2015.

* Erken baslayan semptomlar

* Astim tanisi

* Epizodik semptomlar, alerjik tetikleyiciler

* Sik atak, tedaviyle diizelme

* Tam veya parsiyel reversibilite, brons asiriduyarhhgi, diurnal PEF
degiskenligi >%10

* Alerjik hastalik oykusu, yuksek TIGE, spesifik IgE duyarhlig

* YUksek FeNO, kan ve balgam eozinofilisi

* Agir klinik, kotu yasam kalitesi

« Kétu seyir, SFT’de hizhi ilerleyici kayip

* Artmis kaynak kullanimi

* Yiksek mortalite



Ta Nni (Expert panel)

MAJOR KRITERLER

* Yiiksek pozitif bronkodilator
reversibilite testi (AFEV12%15
ve 2400 ml)

* Balgam eozinofilisi
* Astim oykusu

MINOR KRITERLER

* T IgE yliksek

* Kisisel atopi Oykusu

* Pozitif bronkodilator test

(AFEV12%12 ve 2200 ml) en az
iki 6lcumle teyit edilmis

2 Major ya da 1 Major ve 2 minor kriter

Soler-Cataluna JJ, et al. Arch Bronchopneumol 2012.



GOLD ACOS Tanisi

Baslangic yas
Semptom 6zellikleri

Solunum fonksiyonlari
Semptomsuz dénemlerde SFT

Ozgecmisi ve aile hikayesi

Hastalik gidisati

Akciger grafisi

Astim

KOAH

* <20 yas

* Dakikalar, saatler ve giinler icinde
semptomlarda degiskenlik

s Semptomlarin gece ve sabaha karsi
kotlilesmesi

» Tetikleyicilerle ortaya ¢ikan semptomlar

* Degisken hava yolu obstriiksiyonu
(SFT veya PEF ile)

* Normal
* Onceden doktor tanili astim

* Ailede astim, allerji 6ykdisi

* Zamanla semptomlarda kétiilesme yok,
mevsimsel veya yildan yila degiskenlik

* Spontan ya da tedavi ile diizelme, BD‘ye
hizli yanit ya da IKS'ye haftalar icinde yanit

* Radyoloji normal

* > 40 yas

* Tedaviye ragmen semptomlarin ortadan
kalkmamas

* lyi ve kétii gtinler olabilir ancak her zaman
giinlik semptom ve egzersiz dispnesi

» Kronik oksiriik ve balgam ¢ikarma,
tetikleyicilerle iliskisiz dispne

* Persistan hava akimi kisitlamasi (post BD
FEV,/FVC<0.7

* Anormal

* Doktor tanili KOAH, kronik bronsit veya
amfizem

* Tiitin veya biyomass mazuriyeti
* Zaman iginde yavas progresyon

* SABA kismi rahatlama saglar

* Siddetli hava hapsi




= 35 years
Smoker (or former smoker) = 10 pk-yr
FEV1/FVC post BDT < 70%™

Current diagnosis of asthma

T N

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

1

——>> W -Xele

Spanish COPD Guidelines, Archivos de Bronconeumologia, 2017.



ACO - Tedavi

* I[KS ve LABA ve/veya LAMA

* Sigara birakma

* Komorbiditelerin tedavisi
* Pulmoner rehabilitasyon
« Oz-yonetim



Asthma

COPD

Overlap Syndrome

Pathology Chronic airway inflammation,
typically eosinophilic and
driven by CD#4 cells.
Neutrophilic inflammation
has been observed in the
airways of some asthmatics
and is associated with
increased steroid resistance.

Pathophysiology Reversible airway obstruction;
progressive deterioration over

time is UNCOMmIon.

Treatment of acute exacerbations

Systemic corticosteroids &

) Improve symptoms and lung
inhaled bronchodilators

function and decrease the
length of hospital stay.

Maintenance treatment of stable disease

ICSs The mainstay of treatment in
patients with persistent

asthma.

Inhaled bronchodilators Inhaled short-acting B2-agonists
are the mainstay of treatment

for intermittent asthma.

Inhaled long-acting B2-agonists
monotherapy is not
recommended.

Chronic airway inflammadon,
typically neutrophilic and
driven by CDS8 cells.
Eosinophilic inflammation
has been observed in the
airways of some patients with
COPD and is associated with
greater steroid sensitivity.

Partially reversible airway
obstruction; progressive
deterioration overtme is

typical.

Improve symptoms and lung
function and decrease the
length of hospital stay.

Less effective response. ICSs
are recommended for
patients with more severe
COPD (FEV, <50% of
predicted) whose symptoms
are not optimally controlled
with inhaled bronchodilators.

ICS monotherapy is not
recommended.

The mainstay of treatment in
patients with COPD; inhaled
anticholinergics may be more
effective than inhaled B2-
agonists as monotherapy in
COPD.

Pathologic overlap in the
inflammatory profiles
of both asthma and
COPD, particularly
among the elderly.

Functonal overlap
between asthma and
COPD, particularly
among the elderly.

/No data available. \

- J

No data available.

No data available.

Nakawab MO, et al. JABEM, 2013.



Fenotip

HIZLl FEV1 KAYBI




KOAH’ta
yillik FEV1 degisimi

* Ortalama 332 ml kayip
* Bireyler arasinda 59 ml fark

*%38’inde >40 ml kayip
*%31’inde 21-40 ml kayip

Patients (%) 32-

28+

24

20

16

124

8-

4]

0-
-300

-200

-100

0

_I T 1
100 200 300
Change in FEV4 (ml/yr)

* %23’Unde <20 ml kayip veya <20 ml artis

*%8’inde >20 ml artis

ﬁf = 110%
w =
S & 100%
- (©
8 o
B8 E  90%
Nishimura M, et al. '§ -
OGS o
Am J Respir Crit Care Med, SO goy
2012. 2w
? 5
8 X 70%

Vestbo J, et al. ECLIPSE . N Engl J Med 2011.

Sustainers
(n=65)

Slow decliners
(n=130)

Rapid decliners
(n=65)




A Trajectory 1: FEV, 280% at Baseline and No COPD
at Final Examination

FEV1 kaybi: 24 ml/yil

B Trajectory 2: FEV, <80% at Baseline and No COPD
at Final Examination

FEV1 kaybi: 2 ml/yil
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C Trajectory 3: FEV, 280% at Baseline and COPD D Trajectory 4: FEV, <80% at Baseline and COPD
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Ozellikler

* Bazal FEV1 duzey daha * Amfizem belirgin

ylksek * Biyomarker (CC-16, clara cell
* Halen sigara iciyor ve agir protein 16)

Icici * BMI daha diisiik
* Stk alevlenme geciriyor - Daha genc

* Mukus hipersekresyonu var - Ciddi kardiyovaskiiler
* Bronsasiriduyarlligi var komorbiditesi yok

* Bronkodilator reversibilitesi e Beslenme kotl
pozitif * Genel saghk durumu bozuk

Casanova C, et al. BODE cohort. Am J Respir Crit Care Med 2011.
Isa Cerveri et al. JCOPD, 2013.



Tedavi - Prognoz

* Yiksek mortalite soz konusu

e ilaglarin yillik FEV1 kaybi tizerine etkisi net degil
* Agressif tedavi
Akciger transplantasyonu



Fenotip

KOMORBIDITELERLE
SEYREDEN, SISTEMIK




Ozellikler

* Daha yaslh
* |limli/orta solunumsal
hastalik

- Onemli komorbiditeler
* Yuksek BMI

. DM, KKY, KKH

* Asiri dispne

Kotu yasam kalitesi

Artmis saglik hizmeti
kullanimi

Yuksek mortalite

Genel saglk durumu
bozuk

Yasam Kkalitesi dusuk



B (biyomass) Ve T (titiin) ||I§k||l KOAH’ta komorbiditeler

20
[ 8-COPD  []T-COPD
18
*p < 0.05
16
14
2121 *
g ]
Fig. 1. Prevalence of comorbidities in the § 10 *
biomass and tobacco groups. IHD, isch- ag 8 -
emic heart disease; CHF, chronic heart fail- ;
ure; PVD, peripheral vascular disease; CD, %
cerebrovascular disease; AF, atrial fibrilla- 4 -
tion; PU, peptic ulcer disease; DM, diabetes ). _
mellitus; CRF, chronic renal failure; ST,
solid tumor; LL, leukemia or lymphoma; 0 —L
ADS, anxious depressive syndrome; CD IHD CHF PVD CD AF PU DM CRF ST LL ADS CD LD
collagen disease; LD, liver disease.




Prognoz - Tedavi

*Agir solunumsal hastaligl olanlar disinda
genellikle diger komorbiditeler yasam kalitesini
ve seyri belirler

- ilgili branslarla koordinasyon kurularak (Sef)
komorbiditelerin yonetimi



Fenotip

KOAH BRONSEKTAZI
OVERLAP




KOAH’lilarda Bronsektazi prevalansi %4-72

Martinez-Garcia MA ve Miravitlles. Intern J COPD, 2017.

Infective phenotype
(chronic bronchial infection without BCH)

Genetic predisposition
--------- » Environmental factors
Response to antibiotic treatment

Immune response
COPD-BCH overlap

phenotype

Exacerbator
phenotype

Chronic bronchitis
phenotype

Figure 3 Relationship between COPD-bronchiectasis overlap phenotype and infective and chronic bronchitis and exacerbator phenotypes.
Abbreviation: BCH, bronchiectasis.



KOAH - Bronsektazi Birlikteligi

* Daha yash

* Erkek

* AgIr sigara icici

* Gunluk balgam miktar
fazla

* Alevlenme sayisi fazla

* Havayolu obstruksiyonu
daha agir

* Serum CRP daha ylksek

*Serum albumin daha
dusuk
* Olasi patojen

mi
ko
yu

Kroorganizma
onizasyon prevalansi

ksek

* Pseudomas aeruginosa
kolonizasyonu artmis

* Tium nedenlerle mortalite

iKi

kat fazla

Martinez-Garcia MA ve Miravitlles. Intern J COPD, 2017.



KOAH ve Bronsektazi Iliskisi

Moderate-to-severe
COPD Persistent bronchial
inflammation

Now bacterial Infoction Bacterial and inflammatory

Chronic bronchial proteolytic molecules
Increased bronchial infection
inflammation Bronchiectasis
Antibiotic response Immune response i ili
p p Bronchial wall Impaired mucociliary
. clearance
destruction
and distortion
Bacterial eradication?
Yes No
Fall & rise hypothesis Cole’s vicious circle

Figure 2 Pathophysiological hypothesis of the development of bronchiectasis in patients with COPD.
Notes: Reproduced from Martinez-Garcia MA, Maiz L, De la Rosa D. The overlap with bronchiectasis. In: Anzueto A, Heijdra Y, Hurst |R, editors. Controversies in COPD.
European Respiratory Society; 2015:105.# With permission from European Respiratory Society. © 2015, European Respiratory Society.



Tedavi Yaklasimi

* |IKS 6ncelikli tercih degil; gerekli ise en disik doz
kullan

* Makrolidlerle profilaksi
* inhale antibiyotikler

* Roflumilast

* Fizyoterapi



Miravitlles M, et al. Eur Respir J 2013.
[ ]

[ ] o0
Fenotipe gore tedavi® aiciias

Amfizem-Hiperinflasyon

Sik Alevlenme Gecirenler

Hizli FEV1 Kaybi Olanlar

Astim-KOAH Birlikteligi

Sistemik Komorbidite ile Seyredenler

KOAH-Bronsektazi Birlikteligi

LAMA; LAMA+LABA; LAMA+LABA+Teofilin;
Pulmoner Rehabilitasyon; Volim azaltici
cerrahi; Bronsiyal valfler; intrabronsiyal coiller;
Buhar ile thermal injury

LAMA; LAMA+LABA; IKS+LABA;
LAMA+LABA+IKS ve bunlara ilaveten Teofilin;
Oral asetilsistein; Uzun sireli makrolid;
Roflumilast

Sigara birakma, cevre kontrold, yakin takip,
yogun tedavi, transplantasyon

IKS/LABA; IKS/ LABA+LAMA,; ilave teofilin

LAMA; LABA; LABA+LAMA; IKS/LABA;
IKS/LABA+LAMA ve Komorbidite tedavileri

LABA; LABA; LABA+LAMA; IKS 6ncelikli tercih
degil, gerekli ise en disuk dozda; Makrolidlerle
profilaksi; inhale antibiyotikler; Roflumilast;
Fizyoterapi



Soziin Ozii...

* Kronik havayolu hastaliginin farkh klinik
gorunumleri var

* Bu gortinumler genetik faktorlerle cevresel
faktorlerin etkilesimi sonucu gelisiyor

* Fenotiplerin gundeme gelisi asil olarak farkli tedavi
yaklasimlari ve farkli prognoz beklentisi

* Fenotipler ve bunlarin tanimina esas alinan kriterler
Uzerinde henuz uzlasi yok

* Hasta yonetiminde fenotiplerin rolu ve tedavi
onerileri icin yeterli kanit hentz yok



TESEKKURLER...




PDE4
Bronchodilators ICS  Mucolytics  inhibitors Macrolides

No Exacerbator V4
ACOS N V4
Exacerbator V4 v v
with
emphysema
Exacerbator N v f Vv v
with chronic
bronchitis

ACOS = Asthma-COPD overlap Syndrome; ICS = Inhaled Corticosteroids; PDE4 =
Phusphnd_iesteras_e 4.

Miravitlles M, et al. Eur Respir J 2013; 41:1252—1256.



Phenotype Therapeutic approach
Non-exacerbator or less symptomatic SABA or SAMA

LABA or LAMA
Non-exacerbator, symptomatic with emphysema LABA + LAMA

LABA + LAMA + methylxanthines
Exacerbator with emphysema LAMA + LABA®

LAMA + LABA +ICS

Exacerbator with chronic bronchitis

Mixed Asthma-COPD (ACOS)

COPD-bronchiectasis

LAMA + LABA +ICS + methylxanthines
LABA +1CS

LAMA +LABA +ICS and/or PDE4i

LAMA + PDE4i + cysteines

LABA +ICS

LABA +1CS + LAMA

LABA +ICS + LAMA + methylxanthines
LABA +1CS

LABA + cysteines + long term macrolide

E. Fragoso et al. Rev Port Pneumol. 2016;22(2):101-111



A New Approach to Grading and Treating

COPD Based on Clinical Phenotypes:
The Spanish COPD Guidelines

Overlap COPD-

asthma phonotypo No Overlap Exacerbator with | Exacerbator
e exacerbator | COPD-asthma| emphysema with chronic
. § bronchitis
% § 3 Long-acting bronchodilators
i (©) (D)
ge g
_:; Sreresranssra s e srans se s per o] -umono--n..-.n-..n.u.-..n1p.~...~.n. (B) ooooo ved
g
% ‘g g (A) PDE, inhibltors
g : !
Emphysoma Chronic txonchitis - e

phenotype phonotype

Mirawties M ¢ al Eur Resper J 2013 410 1252-1256

Miradtiles M et al Arch Bronconeumal 201 2:48:247.57,

Miravitiies M et al. Frim Core Respir) 2013 22(1) ::@JS|DS|9b.0rg - nnnual MEEting 20 17



KOAH’da IKS’ye iyi yanit belirtecleri

* Artmis reversibilite

* Balgamda eozinofili

* Periferik eozinofili

* Astim ve/veya atopi oykisti
 Ekshale NO konsentrasyonunda artis
e Sik alevlenme gecirme

* Belirgin wheezing varlig

* FSC (Fluticasone/salmeterol) KOAH’l hastalarda anlamli
brondkodilasyon sagladi. Fev1 artis:

* Reversibl hastalarda 319 ml

e irreversibl hastalarda 195 ml
Mahler DA, et al. Am J Respir Crit Care Med. 2002;166:1084-91.



Fenotip Tanimlamalari

« KOAH,

* KOAH+ASTIM

* ASTIM, minimal eozinofili
* Diisiik IGE ile ASTIM

Wardlaw, 2005.
* Bronsiyal kalinlasma ile veya degil hafif amfizem
* Bronsiyal kalinlasma ile amfizem

* Bronsiyal kalinlasma olmaksizin amfizem
Kitagushi, 2006.

* Havayolu hastaligl

 Parankimal hastalik
Pistolesi, 2008.

* Agir solunumsal KOAH,
* Orta solunumsal KOAH,
* Sistemik KOAH

Garcia-Aymerich, 2011.



Tanimlanan Fenotipler

* ACO
 Alevlenen
* Amfizem-hiperinflasyon
Miravitlles M, ve ark, 2012

e Hizli disenler
* Kronik bronsit

 Sistemik (obdezite, DM, kardiyovaskiiler hast, sistemik
inflamasyon)

* Alfa-1 antitripsin eksikligi



KOAH’da Fenotipler

* KOAH olgularinda klinik gérintmler farklilagsmaktadir

* Bu fenotipik farklilasmanin altinda olasilikla genetik bazi belirleyiciler rol
oynar

* Fenotipler hastalari prognozlarina gére subgruplara ayirmamiza ve en iyi
tedaviyi belirlememize izin verir

 Sik alevlenenlerde: uzun etkili bronkodilatorler, IKS, roflumilast, uzun sireli
antiinflamatuar/antibiyotik tedavileri

* ACO: IKS
* Amfizem-hiperinflasyon: kombine uzun etkili bronkodilatérler, cerrahi,
pulmoner rehabilitasyon

» Klinik seyirle (semptomlar, alevlenmeler, tedaviye cevap, hastaligin
ilerleme hizi veya oliim) iliskili, KOAH'l bireyler arasindaki farkliliklari

tanimlayan hastalik bileseni veya kombinasyonlari
Han MK ve ark, 2010.



Table 3 Multivariate logistic regression for predictors of
asthma among subjects with COPD:

Variable OR [CI] p-value
[ African-American race 205[1.31,321] 0002
Female gender 094 1063, 1400 076
" Older age (per decade) 076 [060,097]  0.03

- Pack years of smoking (per 10 pack years) 086 [0.78,095]  0.002

Hardin et al. Respiratory Research 2011.
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Figure 4. Percentage of patients diagnosed with asth-
ma-chronic obstructive pulmonary disease (COPD) overlap
syndrome (ACOS) in different age groups. The percentage of
ACOS increases with age. Adapted from Lee et al. [9] accord-
ing to the Creative Commons License of Yonsei Med ]J.



KOAH’hlarda astim varligr &
agir klinik seyir iliskisi

Outcome Additional Covariates B(SE)/OR(CI) p-value
BODE Index age, gender, pack-years and race 029 (021) 0.17
SGRQ age, gender, pack-years and race 5.2 (20) 0009
BMWT, ft age, gender, pack-years and race 316 (405) 043
Bronchodilator Response age, gender, pack-years, and race 140[0.92, 2.13] 0.12
Severe exacerbations age, gender, pack-years and race 193 [1.24,302] 0004
Frequent exacerbations age, gender, pack-years and race 355 (219, 5.75] < 00001
Number of exacerbations age, gender, pack-years and race 068 (0.12) < 00001
Percent Emphysema, -950HU BMI, age, gender, pack-years, race and CT scanner* 045(123) 0.71
Percent gas-trapping, -856HU BMI, age, gender, pack-years, race and CT scanner 431(1.83) 002
Airway wall thickness Pi10 BMI, age, gender, pack-years, race and CT scanner 0016 (0.013) 021

Abbreviations and definitions; COPD = chronic obstructive pulmonary disease; BODE index = body mass index, airflow obstruction, dyspnea and exercise capacity
index; SGRQ = St George's Respiratory Questionnaire; 6MWT = 6 minute walk test; Severe Exacerbations = presence of COPD exacerbation resulting in
presentation to emergency room or hospital admission in year prior to presentation; Frequent exacerbations = two or more COPD exacerbations in the year prior
to enrollment; Number of exacerbations = number of COPD exacerbations in the year prior to enrollment; Pi10 = square root wall area of a hypothetical airway
of 10 mm internal perimeter. *Siemens 64 Sensation scanners gave aberrant lung density measurements and therefore this scanner type was adjusted as a
covariate.

Hardin et al. Respiratory Research 2011.
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Table 1

Clinical characteristics and laboratory data in patients with chronic obstructive pulmonary disease with and without asthma

COPD without asthma (n = 46) COPD with asthma (n=17)

Age (years) T1=x1 73x1
Gender (female/male) 6/40 0/17

Body mass index (kg:'lnl} 206+05 213+08
History of smoking (pack years) 60841 555=+54
History of sinusitis (n [%]) 9(19.7%) 5(29.4%)
History of allergic rhinitis 4 (8.7%) 5 (29_4%)1:
History of noxious particles or gases other than tobacco (n [%6]) 18 (39.1%) 7(41.2%)
al-antitrypsin (mg/dL) 150.0=86 1364=47
Serum total immunoglobulin E (IU_-'mL)i 2490+994 69313094
Peripheral eosinophil count (.-’1111T13 ) 2079317 407.5=818"

Notes: Values are the number (%) or the mean =+ standard error of the mean:

P < 0.05 versus chronic obstructive pulmonary disease without asthma:

*normal range is <400 TU/mL.

Abbreviation: COPD. chronic obstructive pulmonary disease.
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Table 2

Pulmonary function in patients with chronic obstructive pulinonary disease with and without asthma

COPD without asthma (n = 46) COPD with asthma (n=17)

VC (% pred) 92331 06.6 = 3.6
FEV (% pred) 475+28 513235
FEV{/FVC (%) 46.1=1.7 50929
TLC (% pred) 1320+33 120649
RV (% pred) 2285+99 1928 =139
RV/TLC (%) 570+15 51719
DLCO (% pred) 562=35 722=54"
Pa0> (Torr) 67.7=18 75927
PaCO> (Tort) 42.0£08 40410

Notes: Values are the number (%) or the mean =+ standard error of the mean:

P = 0.05 versus chronic obstructive pulmonary disease without asthma.
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Table 3

Responses to r-agonist and mmhaled corticosteroid. and cell analysis in induced sputum

COPD without asthma (n =46) COPD with asthma (n=17)

Response to fr-agonist

AFEV{ (mL) 1237176 186.5=298

% change in FEV (%) 11420 17238
Response to treatment with inhaled corticosteroid

AFEV{ (mL) 12021215 3724 = SS.Dﬁ

% change m FEV (%) 128222 3244622
Sputum cell differentiation

Total cell (x10°/g) 87.5+248 1093 =254

Macrophage (%6) 116=18 99+22

Lymphocyte (%) 38+05 38+07

Neutrophul (%) 826=21 74.0=44

Eosinophil (%) 20205 1232332

Notes: Values are the number (%) or the mean =+ standard error of the mean:

ok . . . .
P < 0.01 versus chronic obstructive pulmonary disease without asthma.



S

Balgam Eozinof

PMC full text: [ntJ Chron Obstruct Pulmon Dis. 2012; 7: 283289,
Published online Apr 12, 2012, doi: 10.2147/COPD . S30651
Copyright/l icense & Request permission to reuse

Table 3

Responses to Jr-agonist and inhaled corticosteroid. and cell analysis in induced sputum

COPD without asthma (n = 46) COPD with asthma (n=17)

Response to fr-agonist

AFEV{ (mL) 1237176 186.5=29.8

% change n FEVq (%) 114=20 172=38
Response to treatment with inhaled corticosteroid

AFEV{ (mL) 1202215 3724+ SS.E}E

% change in FEV{ (%) 128=22 3241622
Sputum cell differentiation

Total cell (<10°/g) 87.5+24.8 109.3 £254

Macrophage (%5) 116=138 99=22

Lymphocyte (%) 3805 38=07

Neutrophil (%) §26=21 T40=44

Eosinophil (%) 2005 1232332

Notes: Values are the number (%) or the mean + standard error of the mean:

ok . . . .
P < 0.01 versus chronic obstructive pulmonary disease without asthma.



Biyomarker

* Neutrophil gelatinase-associated lipocalin (NGAL)

* Balgam NGAL dizeyi, ACOS grubunda, KOAH grubuna goére anlamli
olarak yiiksek (p=0,00016)

* Artmis notrofilik havayolu enflamasyonu yansitir

Iwamoto H, et al. Eur Respir J 2014.



Hardin et al. Respiratory Research 2011, 12:127
httpy//respiratory-research.com/content/12/1/127
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Figure 1 Exacerbations: Percentage of frequent and severe exacerbations among subjects with COPD compared to subjects with
COPD and asthma. *p < 0.0001 for the difference between COPD and COPD with asthma.
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GOLD ACOS Tanisi

Baslangic yas
Semptom 6zellikleri

Solunum fonksiyonlari
Semptomsuz dénemlerde SFT

Ozgecmisi ve aile hikayesi

Hastalik gidisati

Akciger grafisi

Astim

KOAH

* <20 yas

* Dakikalar, saatler ve giinler icinde
semptomlarda degiskenlik

s Semptomlarin gece ve sabaha karsi
kotlilesmesi

» Tetikleyicilerle ortaya ¢ikan semptomlar

* Degisken hava yolu obstriiksiyonu
(SFT veya PEF ile)

* Normal
* Onceden doktor tanili astim

* Ailede astim, allerji 6ykdisi

* Zamanla semptomlarda kétiilesme yok,
mevsimsel veya yildan yila degiskenlik

* Spontan ya da tedavi ile diizelme, BD‘ye
hizli yanit ya da IKS'ye haftalar icinde yanit

* Radyoloji normal

* > 40 yas

* Tedaviye ragmen semptomlarin ortadan
kalkmamas

* lyi ve kétii gtinler olabilir ancak her zaman
giinlik semptom ve egzersiz dispnesi

» Kronik oksiriik ve balgam ¢ikarma,
tetikleyicilerle iliskisiz dispne

* Persistan hava akimi kisitlamasi (post BD
FEV,/FVC<0.7

* Anormal

* Doktor tanili KOAH, kronik bronsit veya
amfizem

* Tiitin veya biyomass mazuriyeti
* Zaman iginde yavas progresyon

* SABA kismi rahatlama saglar

* Siddetli hava hapsi




lleri Incelemeler

Asthma | COPD

| Lung function tests
DLCO Normal (or slightly elevated). Often reduced.
Arterial blood gases Normal between exacerbations May be chronically abnormal between

Airway hyperresponsiveness
(AHR)

Imaging

High resolution CT Scan

Inflammatory biomarkers

Test for atopy (specific IgE
and/or skin prick tests)

FENO

Blood eosinophilia

Sputum inflammatory cell
analysis

exacerbations in more severe forms of COPD

Not useful on its own in distinguishing asthma from COPD, but high levels of AHR
favor asthma

Usually normal but air trapping and Low attenuation areas denoting either air trapping

increased bronchial wall thickness or emphysematous change can be quantitated;

may be observed. bronchial wall thickening and features of pulmonary
hypertension may be seen.

Modestly increases probability of  Conforms to background prevalence; does not rule
asthma; not essential for diagnosis . out COPD

A high level (>50 ppb) in non- Usually normal.
smokers supports a diagnosis of Low in current smokers.
eosinophilic airway inflammation

Supports asthma diagnosis May be present during exacerbations

Role in differential diagnosis is not established in large populations




Astmatiform Bronsitten ACOS’a

L

(R
TEMEL | TANI VE AYIRICI TANI
GOGUS BN
HASTALIKLARI * KOAH tanisinda spirometri altin standarttir. Oykiisiinde risk faktorleri
. fasiyan (beraberinde KOAH ile ilgili gikayeti olsun veya olmasin) ve
Tani-Tedavi - ' solunum fonksiyon testlerinde irreversibil hava yolu darigi saptanan

olguiarda tani kolaylikla konabilir. KOAH solunum fonksiyonlarindaki
obstriikdif patolojinin ieversibil olmasi yaninda eozinofili ve atopi
olmayisi, ileri yas ve sigara anamnezi varigi ile astmadan kolayca ayirt
edilebiimekiedir. Yine KOAH'ta dzellikle erken amfizemin tanisi icin
yiksek rezolisyonlu bilgisayarli tomografi (YRBT) yapilabilir. YRBT,
uuw aynmmda da yararlldu Erken yaglarda (45 yas altmda) ve

'J_L.'AL -1, \‘i.%l.

. KOAH' hastalann yakla§|k %15-20 kadar bur klsmmda

hava yolu obstriksiyonu reversiil olabiimekedir. Bu tiir olgular igin
astmatiform bronsit terimi kulanimakiadr

| Dog. Dr. Teviik Ozli
* Yrd. Dog. Dr. Yilmaz Bilbul




Neden ACOS? The Dutch Hypothesis*

N. G. M. Orie, MD
(CHEST 2000; 117:2998)
Astim,

KOAH’ M r. Chairman, ladies, and gentlemen. First of all, my

thanks to Professor Petty and the organizing commit-

kronik bronsit, tee for the kind invitation to participate in the Aspen

Conference, and also Tom, for your warm welcome and
an ]flze[ N : the support I got in those disturbing days when my wife
became ill. I am very glad to be able to give a short survey

tek havayOIU of the Dutch hypothesis (dubbed by Fletcher); there are

too many descriptions that are incomplete and often

haStallglnln confusing.
farkl
yan5|ma|ar|d|r. 4 ToeE DurcaH HYPOTHESIS )

William Wordsworth said, “The child is father of the
man,” and this is, in essence, what the Dutch hypothesis is
about. The asthmatic child becomes the father of the

\COPD marn. Y,




Asthma, Chronic Obstructive Pulmonary Disease
(COPD), and the Overlap Syndrome

Mobammad Obadab Nakawab, MD, Clarve Hawkins, MD, and Farowk Barbandi, MD

(At present there is no randomized clinical trial )
data to help guide therapeutic interventions in
__asthma-COPD overlap syndrome. In fact, patients
with overlapping asthma and COPD are frequently
excluded from treatment trials for either condition,
which limits the generalizability of these trials in
this neglected patient population. However, prac-
tical treatment principles are similar to those for
asthma or COPD and involve a comprehensive

therapy directed toward airway inflammation, AQO,
and AHR.

JABFM  July—August 2013 Vol 26 No, (4



Fiziksel Zayiflik

* ileri yas

* Asil belirleyici olan fiziksel ve cognitif rezervin dustklagudur
* Geriatrik bir sorundur daha ¢cok

* Halsizlik

* Yavaslik (4 metre mesafe icin hiz<0,8 m/saniye)

* Hareket azligi

* Yorgunluk hissi

* Istem disi zayiflama

* Evde bakim ve pulmoner rehabilitasyon



Emosyonel zayiflik

* Anksiyete * Tutarhhk

S * Esneklik
* Nefessizlik hissi

* Artmis morbidite ve mortalite * Hastaligin kabul
- Hospitalizasyonun uzamasi * Sosyal destek varlig
 Tekrar hastane basvurulari

B R * Depresyon ve anksiyete testleri
« Kot yasam kalitesi
» Kotu hastalik 6zyonetimi

* Hasta egitimi

* Kisilik tipi * Psikososyal destek
" Physdralizeca * Davranisci tedaviler
* Basa ¢ikma tarzi
* Psikososyal destek
. Stres faktérler * Medikal depresyon ve anksiyete
« KOAH’in agirhgi ve gériinimii tedavileri
* Diger komorbiditeler * Pulmoner rehabilitasyon

« Oz-y6netim teknikleri



Amfizem-Hiperinflasyon Fenotipi

* Dispne, egzersiz intoleransi, hiperinflasyon, disik BMI,
YRBT’de amfizem, diisiik DLCO/VA adj., genetik komponent
belirgin

* Amfizem ve hiperinflasyon, bagimsiz yuksek morbidite ve
mortalite prediktorleri (1IC/TLC <0,25)

* Fonksiyonel kapsitede ciddi sinirlanma ve dispne asil
semptom, sik alevlenme grubu degil

* FEV1 bu hastalar icin iyi bir kriter degil. BT’de amfizemin
yayginhgi ile FEV1 arasinda korelasyon kotu

* DLCO ile BT'deki amfizemin yayginhigl arasindaki iliski iyi
* BMI ile amfizemin derecesi de oldukca iyi korelere



Bronkodilatorlu Reversibilite Testi-1

e Hafif KOAH’lilarda bronkodilatator sonrasi FEV1'de
klcuk degisiklikler KOAH tanisini zorlayabilir

* Bronkodilator sonrasi FEV1'deki mutlak degisiklik, test
gunune, test icin kullanilan ilaclarin sayisina ve
dozuna bagh olarak degisir

* Bronkodilatdr sonrasi FEV1'deki mutlak artis, orta
dereceli KOAH'lilarda ve saglikli sigara icenlerde
benzerdir

* FEV1 sonrasi bronkodilatatorde mutlak artis, bazal
FEV1 azaldiginda azalir ve bu nedenle reversibl olarak
siniflandirilma sansi da azalir

Peter M A Calverley, Paul Albert, Paul P Walker. Lancet Respir Med 2013; 1: 564-73



Bronko

dilatorlu Reversibilite Testi-2

* Bir KOAH'lI nifustaki ortalama reversibl hasta sayisi

zamanla

istikrarsiz olup, bireyler tekrar testlerle

reversibilite durumlarini degistirirler

* Reversibilite, farkli klinik seyir veya tedaviye yanit
veren hastalari tanimlamaz ve daha hizl hastalik

ilerlemesi olan hastalarin tahmininde baslangictaki
FEV1'e katkida bulunmaz.

e Klinik ve
reversibi
Bununla

spirometrik KOAH bulgusu olan hastalarda,
ite testi, tedaviye cok az katkida bulunur.
birlikte, atipik klinik 6zelliklere sahip

hastalarda, reversibilite testi hala gereklidir

Peter M A Calverley, Paul Albert, Paul P Walker. Lancet Respir Med 2013; 1: 564-73



Hiperinflasyon

e Statik hiperinflasyon, elastik recoil kaybina bagl,
FEV1 dustikce daha sik ve yogun

* Dinamik hiperinflasyon: ekspiryum bitmeden
inspiryumun baslamasina bagh olusur. Havayolu
obstruksiyonu, kolinerjik tonds artisi, inflamasyon ve
mukus tikaclara sekonder

* Bu hastalarda inspirasyon pulmoner bosalma
tamamlanmadan baslar ve inspiryum kaslari ilkin
halen ekspiryumda kalan akcigerlerin elastik
retraksiyon basincini (otoPEEP, intrensek PEEP)
yenmek zorunda



LVR (Lung volume reduction)

* Maksimal tibbi tedaviye ragmen ciddi semptom
varhigi

* Ust loplarda dominent amfizem

* Hava hapsi

* FEV1<%45, DLCO< %20

* Sigarayi birakma

* Operabilite

* Cerrahi Oncesi ve sonrasi pulmoner rehabilitasyon



LVR

* Ol boslukta azalma

* Elastic recoil artisi

* Solunum kas etkinliginde artma
* Hiperinflasyonda azalma

* Egzersiz kapasitesinde duzelme

* Semptomlarda iyilesme
*Ventilasyon/perfiizyon dengesinde diizelme
* Kardiyopulmoner dinamiklerde iyilesme



Ne zaman ACO dusunelim?

* KOAH ve asagidakilerden biri
* Yeni veya daha 6nceden astim tanisi
* Astimin klinik bulgular
* Epizodik semptomlar
* Alerjik tetikleyiciler veyakomorbid alerjik hastaliklar
* Yuksek IgE, spesifik IgE duyarlilig
* Degisken havayolu obstriksiyonu
* Anlamli akut bronkodilator yanit
* Diurnal PEFR degiskenligi >%10
* Havayolu asiri duyarliligi
* Eozinofilik havayolu inflamasyonuyla iliskili kanitlar
* Yiksek eNO, kan veya balgam eozinofilisi
* Gec baslangicli ve parsiyel reversibl obstriksiyonlu astim

 Halen sigara kullanan veya gecmiste agir sigara icmis astim

Stephen Bujarski et al. Curr Allergy Asthma Rep 2015.



Ta Nni (Expert panel)

MAJOR KRITERLER

* Yiiksek pozitif bronkodilator
reversibilite testi (AFEV12%15
ve 2400 ml)

* Balgam eozinofilisi
* Astim oykusu

MINOR KRITERLER

* T IgE yliksek

* Kisisel atopi Oykusu

* Pozitif bronkodilator test

(AFEV12%12 ve 2200 ml) en az
iki 6lcumle teyit edilmis

2 Major ya da 1 Major ve 2 minor kriter

Soler-Cataluna JJ, et al. Arch Bronchopneumol 2012.



ACO — GINA/GOLD Tani
Astimlehine | KOAHlehine

O Baslangic 20 yasindan dnce

L Semptomlar dakikalar, saatler veya
glnler icinde degisebiliyor

L Semptomlar gece ve sabah daha koti

O Semptomlar egzersizle, giilme dahil
duygulanmalarla, tozla veya
alerjenlere maruziyetle tetikleniyor

U Kaydedilmis degisken hava akimi
kisitlamasi(spirometri, zirve akim)

L Semptomsuz dénemlerde akciger
fonksiyonu normal

40 yasindan sonra

1 Semptomlar tedaviye ragmen stiriyor

Q lyi ve kétii giinler var ama
semptomlar ve egzersiz dispnesi hep
var

O Dispne baslangicindan dnce
tetikleyicilerden bagimsiz kronik
oksurlik ve balgam var

1 Kaydedilmis persistan hava akimi
kisitlanmasi (bronkodilator sonrasi
FEV1/FVC< 0.7)

 Semptomsuz dénemlerde akciger
fonksiyonu anormal



ACO - GINA/GOLD Tani

O Gegmiste hekim tarafindan astim tanisi 1 Gegmiste hekim tarafindan KOAH,
konulmis kronik bronsit veya amfizem tanisi
O Aile 6ykisiinde astim ve diger alerjik konulmus
durumlar (alerjik rinit veya egzama) var [ Sigara dumani, biyomas yakit gibi bir
risk faktoriine yogun maruziyet

O Zaman icinde semptomlarda O Semptomlar zaman icinde yavas yavas
siddetlenme yok. Semptomlar siddetleniyor (yillar icinde ilerleme
mevsimlere gore veya yildan yila seyri gosteriyor)
degisiyor O Hizl etkili bronkodilator tedavisi

O Kendiliginden iyilesme veya BD’ye yalnizca sinirl bir rahatlama sagliyor
derhal veya iKS’ye birkac hafta icinde
yanit verme

Q normal radyogram O Siddetli hiperinflasyon

Her iki gruptan 3 veya daha puan kesin tani; her iki gruptan esit puan ise ACO dusln



lleri Incelemeler

Asthma | COPD

| Lung function tests
DLCO Normal (or slightly elevated). Often reduced.
Arterial blood gases Normal between exacerbations May be chronically abnormal between

Airway hyperresponsiveness
(AHR)

Imaging

High resolution CT Scan

Inflammatory biomarkers

Test for atopy (specific IgE
and/or skin prick tests)

FENO

Blood eosinophilia

Sputum inflammatory cell
analysis

exacerbations in more severe forms of COPD

Not useful on its own in distinguishing asthma from COPD, but high levels of AHR
favor asthma

Usually normal but air trapping and Low attenuation areas denoting either air trapping

increased bronchial wall thickness or emphysematous change can be quantitated;

may be observed. bronchial wall thickening and features of pulmonary
hypertension may be seen.

Modestly increases probability of  Conforms to background prevalence; does not rule
asthma; not essential for diagnosis . out COPD

A high level (>50 ppb) in non- Usually normal.
smokers supports a diagnosis of Low in current smokers.
eosinophilic airway inflammation

Supports asthma diagnosis May be present during exacerbations

Role in differential diagnosis is not established in large populations




Life-style

Pollution Infections
H' > Temperature Modifiable factors
Smoking

Integrated care

Environmental
network

Allergens
Metab Syn. Clinical phenotypesl
o Cancer Osteoporosis New taxonomy of diseases
Clinical network Clinical Decision Support
CVD Systems (CDSS)

Precision medicine
Guidelines network

Endotypes
Diagnostic biomarkers
Therapeutic targets

| Genetic network | Genetic markers

Risk assessment

FIGURE 3 A holistic and integrated view of disease from the standpoint of multilevel networks. The figure illustrates the different levels of
complexity of chronic obstructive pulmonary disease (COPD), although these are, by and large, applicable to many other chronic diseases. The
outcomes of potential clinical relevance are shown in the right-hand column. At each level, only some of the potential components are shown to
illustrate the concept (the figure is not intended to be comprehensive). Likewise, links between the different elements of the network are drawn for
illustrative purposes only and do not necessarily reflect evidence-based relationships. Metab Syn.: metabolic syndrome; CVD: cardiovascular
disease; GWAS: genome-wide association studies; miDNA: mitochondrial DNA; miRNA: micro-RNA; ncRNA: noncoding RNA. Reproduced and
modified from [32] with permission.

Agusti A. Eur RéspirJ 2017.



Asthma, Chronic Obstructive Pulmonary Disease
(COPD), and the Overlap Syndrome

Mobammad Obadab Nakawab, MD, Clarve Hawkins, MD, and Farowk Barbandi, MD

(At present there is no randomized clinical trial )
data to help guide therapeutic interventions in
__asthma-COPD overlap syndrome. In fact, patients
with overlapping asthma and COPD are frequently
excluded from treatment trials for either condition,
which limits the generalizability of these trials in
this neglected patient population. However, prac-
tical treatment principles are similar to those for
asthma or COPD and involve a comprehensive

therapy directed toward airway inflammation, AQO,
and AHR.

JABFM  July—August 2013 Vol 26 No, (4
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Figure | Prevalence of comorbidities in 412 outpatients with COPD.
Abbreviations: ADS, anxious depressive syndrome; com, comorbidities; COPD,
chronic obstructive pulmonary disease; D, diabetes; HF, heart failure; IAH, idiopathic
arterial hypertension; IHD, ischemic heart disease; O, osteoporosis; PVD, peripheral
vascular disease.



Biyomarker

* Neutrophil gelatinase-associated lipocalin (NGAL)

* Balgam NGAL dizeyi, ACOS grubunda, KOAH grubuna goére anlamli
olarak yiiksek (p=0,00016)

* Artmis notrofilik havayolu enflamasyonu yansitir

Iwamoto H, et al. Eur Respir J 2014.



lleri Incelemeler

SFT
DLCO
AKG

BHR

Gorintileme
YRBT

Normal (hafif artmig) Siklikla azalmis
Alevlenmeler arasinda Agir formlarinda alevlenmeler arasinda
normal da siirekli anormal olabilir

Astim ve KOAH’tan ayrim igin yeterli degildir, ancak ytliksek duyarhlik
astima daha ¢ok uyar

Genellikle normal, fakathava Amfizem veya hava hapsini gosteren

hapsi ve bronsiyal duvar diistik attentiasyon alanlan kantitatif

kalinlasmasi izlenebilir olarak taranabilir; brongiyal duvar
kalinlagsmasi ve pH izlenebilir

inflamatuar biyobelirtecler

Atopi testleri
(spesifik IgE
ve/veya deri prick
tesleri)

FENO

(Fraksiyonel ekshale
nitrik oksit)

Kan eozinofilisi

Balgamda
enflamatuar hiicre
analizi

Astimda orta derecede artar  KOAH'1n ayirici tansinda yetersiz
ama tani i¢in gerekli degil

Sigara icmeyenlerde diisiik ~ Genellikle normal

diizey (>50 ppb) eozinofilik  Sigara iciyor olanlarda diisiik
havayolu enflamasyonunu

destekler

Astimi destekler Alevlenmeler sirasinda olabilir

Ayiric tanida rolii yok



