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Goguis Hastaliklar1 Uzmani
Kag¢ Hasta Bakiyor?

Solunum 2013, Ozdemir ve Ark.

 EAH olmayan tim gogus
hastaliklari hastaneleri

e >4 gbgus hastaliklar
uzmaninin c¢alistigl devlet
hastanesi

 36ilde gorevyapan 130
gogus hastaliklari uzmani

e 85 Dr ankete katilmis

Tablo 1. GHH ve DH polikliniklerinde, yaz ve kig aylarinda hekim

bagina diigen hasta sayisi

GHH'nde  DH’nde n*
Kis doneminde 40 ve Uzeri %909 %811 0,198
poliklinik yapan hekim
Yaz doneminde 40 ve Gzeri %44 4 %23,7 0,048
poliklinik yapan hekim
Kig donemi 15 ve iizeri yatan %76,1 %605 0,125
hasta takip eden hekim
Yaz doneminde 15 ve Gzeri %478 %13,2 0,001

yatan hasta takip eden hekim

*- p dederi Pearson ki-kare testi ile hesaplandi

DH: Devlet Hastanesi, GHH: Gogus Hastaliklar Hastanes



Tablo 2. Gogus Hastaliklari ile ilgili ulagilamayan ekipmanlar ve bu
ekipmanlara ulagsamayan gogus hastaliklari uzmanlarinin GHH ve
DH'nde caligmalarina gore yuzde dagilimlarinin kargilagtiriimasi

GHH (%) DH (%) p*
Kan gazi cihazi %28,3 %18.4 0,292
Spirometri %2.,2 %5,3 | 0,447
Bronkoskopi %2.,2 %23.,7 0,002
Mekanik ventilator %380.,4 %18.,4 0,000
MNoninvaziv mekanik ventilator %86,7 %36.8 0,001
Polisomnografi %43.5 %921 0,000
Plevra biyopsi seti %4,3 %36.8 0,000
Deri prick testi %30.,4 %39,5 0,127
Ultrasonografi %58.,7 %39.5 0,095

*- p degeri Pearson ki-kare testi ile hesaplandi
DH: Devlet Hastanesi, GHH: Gogus Hastaliklan Hastanesi



Unterschiedliche Haufigkeiten pneumologischer Krankheitsbilder

in der ambulanten und stationaren Medizin

Different Prevalences of Pneumological Disease Patterns in

Outpatient and Inpatient Care
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Chronische Sinusitis

Bronchial- [Lungenkar zinom

Vorhaofflimmenm

Lipidimien
Mate Bronchitis

I Freumolog. Kiinik

Depression

Sarkoidose

Interstitielle Lungenerkrankung

Tuberkukose

Schrittmacher ICD/HKE Bypass/ Stent

= Abb.1 Die 30 haufigsten Diagnosen in der pneumologischen Praxis und deren relative Haufigkeiten in der pneumologischen Fachklinik.
OO PD: chronisch obstruktive Lungenerkrankung, GERD: gastrogsophageale Refluxkrankheit, 1CD: implantierbarer Kardiowverter| Defibrillator,

HEKE: Herzklappenerkrankung.

Pneumologie 2019; 73: 219-224



ASTIM TANIM

GENETIK
FAKT

REMODELING

CEVRESEL FAK

Allerier HETEROJEN BIR HASTALIK SEMPTOMU

Hava kirliligi Nefes darlig
Sigara Hirilti

infeksiyon oksurik

ATAK RiSKi

Sigara
Allerjen
Meslek

Hava kirliligi
infeksiyon
Egzersiz
Psikososyal faktorler



A

Tipik semptomlar

e Vizing, nefes darligi, hirilti, dksiruik \
e Cogunlukla bu semptomlardan birden fazlasi

e Zamanla ve glin icinde degiskenlik gosterir

e Gece ya da sabaha dogru kotlilesme

e Egzersiz, gilme, alerjen ve soguk havaile
tetiklenme

e Viral infeksiyonla olur veya kétiilesir /

N

Degisken Hava Akimi
Kisitlanmasi

e FEV1/FVC < %75-80
¢ Bronkodilator reversibilitesi: FEV1'de >200 ml ve %12
e GUnlik PEF degiskenligi >%10

¢ 4 haftalik antiinflamatuar tedavi sonrasi FEV1’'de >200 ml ve
%12

e Egzersiz testi : FEV1 ‘de >%10 ve 200 ml diisme
e Vizitler arasi degiskenlik: FEV1'de >200 ml ve %12

/

e Teshisi
dogrulandi

A




Underdiagnosed=Tani alamamis

Overdiagnosed=Fazladan Tani Almisg

%20-73 hasta underdiagnosed (YALANCI NEGATIF)
 Semptomlarin ifade edilmemesi

e Spirometrenin zayif sensitivitesi

Sensitivite : %29-49, PPV:%77-85, NPV:%29-53

e Dusuk sosyoekonomik dizey

Yasl hastalar, gelir diizeyi < S 40.000

%30-35 hasta overdiagnosed (YALANCI POZITIF)

* Cocuk

* Obez hastalar

* Aile hekimliginde tedavi baslanmis

AJRCCM Articles in Press. Published on 14-May-2018 as 10.1164/rccm.201804-0682Cl



HAVA AKIMI KISITLLANMASI
TANIMINDAKI FARKLILIKLAR

* American Thoracic Society/European Respiratory Society
(ATS/ERS)

e Australian Asthma Handbook (AAH)

FEV1/FVC

< the lower limit of the normal range (< LLN),

[ 5th percentile, or 1.64 standard deviations (SD) ]

e Global Initiative for Obstructive Lung Disease (GOLD)

* Australian and New Zealand management guidelines for
COPD

FEV1/FVC<0.70
 The Global Initiative for Asthma (GINA)
FEV1/FVC <0.75-0.80



LLN (Lower Limit of Normal)
Sabit Oranin Diisiik Limiti

LLN and Z-SCORE: Normal Distribution and Percentile

When the data tend to be around a central 53; °f90|9_5 = 51%,
value we have a NORMAL DISTRIBU TION, fonaion g mpaol Tt area
with a bell-shaped curve. . 2 O

Relationship between
STANDARD DEVIATION (SD)
and percentage of data under the

curve in the case of a normal g
distribution. §
s
; 16 % 84%
'™
Sth percentile 95th percentile
5% 95%
0.1% v 99.9%
Th tral li is th iti
of ﬁlge.aéi,q'cg,[; i -4 -3 -2 -1 0 +1 +2 +3 Z-score

= 50% of population is above this value
- 50% is below this value -1.64xSD=LLN +1.64xSD=ULN




Infern Med J. 2019 Jan;43{1:41-47_ doi: 10.1111imj. 14047

Substantial variation exists in spirometry interpretation practices for airflow
obstruction in accredited lung function laboratories across Australia and New
Zealand.

Holt MR, Thompson BR, Miller B?, Borg BM ™.

* 36 merkez: FEV1/FVC< %70, 75, 80, LLN, FEF25-
75 < %60

Hava akimi kisitlanmasinda fix cut off kullanilirsa
* Genclerde taninin kagmasina

* Yaslilarda oldugundan fazla tani alinmasina
neden
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GERGEK YASAM SFT
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POST Bronkodilatasyonla Salbuta
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Tim egrilerin en iyi degerleri
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FEV1/VC

Parametreler 3eklenen PRE % Bekle POST % Degis
FVC L 5,03 3,06 61 3,44 12
FEV1 L 4.09 2,42 59 3.00 24
FEVIFVC % 795 79410 100 8720 10 -1p _Beklenen - ERS (ECC
5 [ | 2 3 3
PEF L/s 9,48 3,93 41 597 52 i H&A:I‘l‘l'l i
l PRE Test tarihi 04.04.2018 08:45:30 POST Bronkodilatasyonla Salb
PS 1,068 '
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FVC L 5,03 3,06 61 ‘ 3,44 68 12
FEVA L 4,09 2!42 59 3.00 VA! 24 '
FEVIFVC % 79,5 , i 10 10
PEF Lis 9,48 3,93 i 597 63 52
ELA Yillar 43 101 235 | “ 81 188 -20
FEF2575 L/s 4,38 2,27 52| 350 80 54
FET 3 6,00 5,68 95 ) 3,75 63 -34
EVol mL 50 ‘ 70 40
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Kontrol temelli astim tedavi déngusu

e Semptomlar

* Ataklar

« {lag yan etkileri

» Hasta memnuniyeti
 SFT

e Tani
* Semptom kontrolii & risk

faktorleri
[nhaler teknik, uyum
Hasta tercihleri

e [lac tedavisi

« Nonfarmakolojik
 Degistirilebilen risk
faktorlerinin diizeltilmesi




Semptom kontrolu Semptom kontrol diizeyi

Kontrol Kismen Kontrol
Son 4 haftada: Evet Hayir kontrol ..
altinda altinda degil
altinda

Haftada ikiden fazla glindiiz

semptomlari?

Astim nedeniyle gece uyanma? - B ENCEeT
Hicbiri 1-2'si 3-4'i
Semptomlar icin haftada ikiden fazla

kurtariciilag gereksinimi?

Astim nedeniyle aktivite kisitlamasi?



Astim Kontrol Testi™ ™ (AKT)

Son 4 haftada astiminiz sizin iste, okulda veya evde yapmak
istediklerinizi ne kadar etkiledi?

1

4
D -

Son 4 hafta suresince rahatlatici inhaler cihazinizi veya Salbutamol
tura nebulizer cihazinizi ka¢ kez kullandiniz?

Puan

Hasta Toplam Puani




Atak riskini arttiran durumlar

Yuksek doz SABA

Yetersiz IKS (recete edilmemis, hasta uyumsuzlugu, yanlis inhaler teknik)
Disik FEV1 (<%60)

Artmis bronkodilator reversibilitesi

Psikososyal /sosyoekonomik problemler

Sigara icme, allerjen maruziyeti

Komorbiditeler ;0besite, GER, Rinosinlzit, besin alerjisi

Balgam/kan eozinofilisi

FeNO T Semptomlari az olan hastada bile
Gebelik bunlardan biri olmasi

Astim nedeniyle entlibasyon/YB yatisi atak riskini T

Son 1 yilda >1 ciddi astim atagi



Hic¢ tedavi almamas ilk kez tedavi
baslanacak hastada tedavi

* Diusik doz IKS (Basamak 2) ayda -
ayda >2 astim semptomu son 1 ay yanma
ayda >1 gece uyanma varsa } Kanit B risk K
haftada > 2 astim semptomu__—— Kanit A 2o B s

semptom az ama atak icin risk faktori varsa----kanit 0

e Asagidakilerden biri varsa tedaviye Ust basamaktan_basla (Basamak 3)
Cogu giin semptom olmasi
Haftada >1 gece uyanma
Ozellikle atak icin risk faktori varsa

Orta/yiksek doz IKS-- Kanit A
Diistik doz IKS/LABA--Kanit A

 ilk basvuruda kontrolsiiz astim ya da astim atagi varsa
Kisa sireli oral steroidle birlikte diizenli kontrol edici basla
yiksek doz IKS----Kanit A
orta doz iKS/LABA----Kanit D



GINA 2019 Major revizyon

LH SABA

 Semptom giderici; havayolu inflamasyonu?

* Yilda 3 kutu kullanimi ciddi atak riski

* Yilda 12 kutu ve Gzeri kullanimi mortalite riski
Hafif astimda

* LH Diisuk doz IKS+Formeterol 1. tercih

*Tek basina IKS +LH SABA onerilmiyor (ayda 2’den az
semptom varsa IKS uyumu zor, sadece SABA )

 LH Dustk doz IKS+SABA 2.tercih



BASAMAK 2

Gunluk dusuk doz IKS + LH SABA ilac uyumu?
LH IKS+Formeterol

%64 atak

ciddi ataklari dnlemede IKS kadar etkili

SFT ve semptom kontrolunde 6nemsenmiyecek farklar
LH IKS+SABA

Atak daha az

Ciddi ataklar onleniyor

Semptom kontrolinde 6nemsiz farkliliklar

Iki inhaler kullanimi sorun
LTRA Antagonisti: ataklari dnlemede az etkili
Gunlik IKS+LABA: etkili maliyeti yuksek



BASAMAK 3

* Disuk doz IKS+LABA idame olarak ve kurtarici olarak SABA
Son 1 yilda > 1 atak geciren hastalarda

 Duslk doz IKS/formoterol (budesonide/formoterol
beklometazon/formoterol)

Idame ve kurtarici tedavi olarak kullanilmasi
astim alevlenmelerini anlamli olarak azaltir ve daha diisiik IKS
dozlarinda benzer astim kontroli saglar. (Kanit A)
*Orta doz IKS
*Disuk doz IKS+LTRA
*Sublingual allerjen immunoterapi (SLIT) distn
Allerjik rinit ve ev tozu akar allerjisi
IKS ye ragmen ataklari olan
FEV1>%70



BASAMAK 4

Idame ve kurtarici dusik doz IKS/formoterol (Kanit A)
Orta doz IKS/LABA +LH SABA (Kanit B)

Atak oykusu olanlarda 6 yas < tiotroprium EKLE

LTRA EKLE

Yiksek doz IKS+LABA ya gec

SLIT EKLE



Box 7. The GINA asthma treatment strategy

Adults & adolescents 12+ years

Personalized asthma management:
Assess, Adjust, Reviewresponse

Confirrnation of diagnosis if necessary
Symptom control & modifiable

risk factors (including lung function)
Comorbidities

inhaler technique & adherence

Patient gosals

Symptoms
Exacerbalions \S\Q/
Side-effects @
Lung function Ve N
~
Pt satraecoon Trea of modifiable risk factors
& bidities
rmacological stralegles
tron & skills traimng
Asthma medication options: > i
Adjust treatment up and down for OOQ Avdine i
individual patient needs A i
T ———————| STEP 2 §\U -
PREFERRED I STEP1
CONTROLLER : Daiy bwdonuindodcorhcoﬁud(lOS).
to prevent exacerbations As-needed g ,
and control symptoms low dose

Other : Low dose ICS
: SABA is takent

PREFERRED g : o
RELIEVER o kjn?edgﬁw dose lCS-fcrmoterol ~ As-needed ow dose ICS-f
Other :
reliever option  : C)O As nseded shod—actmgﬂ;-agomst (SABA)

" Off-abel; data only with budesonide-formoterol (bud-form)
+ Off-label, separate or combination ICS and SABA inhalers

For children 6-11 years, the preferred Step 3 treatment is low dose ICS-LABA or medium dose ICS.

For more details about treatment recommendations including in children, supporting evidence, and clinical advice about implementation in different populations see the full
GINA 2019 report (www_ginasthma.org). For more details about Step 5 add-on therapies, see GINA 2019 Pocket Guide on Difficult to Treat and Severe Asthma, and check

eligibility criteria with local payers.

T Low-dose ICS-form is the reliever for patients prescnbed
bud-form or BDP-form maintenance and reliever therapy

# Consider adding HDM SLIT for sensitized patients with
allergic rhinitis and FEV1 >70% predicted

18



Adults and adolescents (12 years and older)

Drug Daily dose (meg)
Low Medium High m

Beclometasone dipropionate (CFC)* 200-500 >500-1000 >1000 7000
Beclometasone dipropionate (HFA) @—EGD >200-400 =400 g00
Budesonide (DPI) 200400 >400-800 2800 = 1600
Ciclesonide (HFA) 80160 >160-320 >320 320
Fluticasone furoate (DP!) 19[] na. 200 200
Fluticasone propionate(DPI) 1004250 >250-500 >500 1000
Fluticasone propionate (HFA) 00-250 »2a0-500 =500
Mometasone furoate 110-220 220440 440

Triamcinolone acetonide 400-1000 >1000-2000 =2000




Inhaled Corticosteroid Therapy in Adult Asthma
Time for a New Therapeutic Dose Terminology
Richard Beasley'**, James Harper', Grace Bird', Ingrid Maijers’, Mark Weatherall®*, and lan D. Pavord™

Relationship of Fluticasona Propionate dose, clinical effect.
and risk of sy=stemic side effects
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Thoracic Society Originally Published in Press as DOI: 10.1164/rccm.201810-1868Cl on January 15, 2019

Internet address: www.atsjournals.org



DAVi PLANI

Kontrole ulagsmak igin
basamak ¢ik

KONTROL DUZEYi

Kismi kontrol

(ontrol saglanincaya kadar basamak

ak o

Kontrol altinda degil

TEDAVI BASAMAKLARI
Basamak Basamak Basamak Basamak Basamak



YAZILI EYLEM PLANI

Aktivite kisitlanmasi var

PEF ‘de %20’den fazla disme
varsa

*Formeterol iceren
kombiasyonda

(72 mcg’ye kadar)

*Tek basina IKS veya IKS+LABA
kombinasyonuda mevcut IKS'y1 4
katina kadar cikilabilir

(2000 mcg beklamatozon CFC es
degeri)

Effoctve asthma sef-management education requirs:

+ Seffmontoring of symptoms andlor lung functon

+ Wi athmaacion pln
+Regular medical evig
s |
s rlever
el
conloler & below |
e |
|
EARLY OR MILD

LATE OR SEVERE




OLGU-1

* 31 vasinda, erkek.

e Sikayet: Nonproduktif okstruk.

« Oyku: Yaklasik 3 aydir, 6zellikle irritanlarla,
gece ve sabaha dogru artan haftada 1 den
fazla kuru 6kstridk. Nd, hirilti vb yok.

*FM: N

* PA: N

* WBC:N eos:%7,1



Diagnosis and Management of Cough
Executive Summary

ACCP Evidence-Based Clinical Practice Guidelines

( Chronic Cough )

1

A cause of
E— cough is
suggested

History.
examination,
Chest X-ray

-

king
CE-l

h

r Alrway Cough Syndrome (UACS)

empdnc treatment

Asthma

>

ideally evaluate (Spirometry, bronchodilator
reversibility, bronchial provocation challenge)
or empirnic treatment

Non-asthmatic eosinophilic bronchitis [NAEB)

ideally evaluate for sputum easinophilia

g

Far nfnial reatr»en s see box below

Empiric treatment

troesophageal Reflux Disease (GE




time
medicament
parameter
FVCex
FEV1
FEV1/IVC
FEV1/FVC
PEF
MEF75

SPIROMETRE

Spirometry: Flow-Volume Pre/Post

unit

pred.
5.31
4.42

82
9.97
8.54
5.58
2.60
4.92

LS
pre
3.74

74
6.49
5.75
3.26
1.66
3.02

16.16

11:26

post
5.32
4.65

87
8.18
7.84
5.30
2.74
4.87

25.39

%%opred.

100
105

post%pre

e GmbH Germany

Tel: +49 9736 8181-0

Test :
BTPS :

11.02.2014/11:26

24/1016/50 [*C/mbar/%]



Prick Test

* Prick:Mite ve hamam bocegi (+)



_ BRONKOPROVOKASYON

SOREYYAPASA GOGUS HASTALIKLARI
3ASTANESI

aERM UNITESH sSOLUMUO -

FEWV1 ceva

risi Metakolin

SRONKOPPROVOKASYON TESTI

PC20= 0.17 mga/mL
==

—
= =
Vizit tarihi 11.02.2014 —l g.
D WSP4141153693 =
= e
Soyad = AYAZ Yas _ 29
Ad SEDAT Cinsiyet Bay o
Dogum tanhi 06.04.1984 Boy . cm 181
% Kafkas (Beyaz) Kilo. kg 81 S A
Sigara = Paket-Yilda —50 v - - —
- o.oc1 o.1 3 10 100
= = —_— = Miktar mg/mL
Sonuc / Tibbi rapor ‘ )
t E/NCPRE F/V Bronc Ch F/Vv FPOST BT
Medical repo 3 T —214
y TS, - s 2
10 1ic ic
= e \ s -
& e 4 | &
-~ ‘. 2 \ ‘l 2 \
- o \."’J =5 : I 4\ = 7
= -4 - ——— - a \_kq_J'
-5 -€ -3
10 4+ T .3 T - AC 4+ — 1O
< b § = 3 4 S € Ed < : = 3 - S € x < 1 ~ 2 4 =
PRE Test tarihi 11.02.2014 13:53:36 Artan dozaj ifade etmek mg/mL
saatvdakikas Faz Doza) l| FEVA % Chg FVC %Chg PEF %Chg FEF_. .. %% CYr
~ 1
[Zoriu vital kapasite
= =t = \l a.05 s5.a1 8.68 3 64
: e - \
00.01. 08 Dilosyon — § = 4.12 2 5. 49 1 8. 66 o 3.43
00 05 27 Metakolin (0.0625 mg/mL) 0.063 \ 3.58 -12 5.35 -1 7 .68 -12 2.40 -
00 .08 30 Metakolin (0.25 mg/mL) 0.313 | 3.10 -23 5.04 -7 7 .00 -19 1.86 -
00.28 47 Salbutamol (400 mcg 4. 28 S S5 60 a 870 o 3 64
- - -—T -— ;',_“g —_—— - = - - —~ ‘ >
= = = Z 5 \ ll



e %4 eozinofil

BAL

Sigara icmeyen

Sigara icen

\

Makrofaj 9.5-10.5 (%85-95) 25-42 (%90-95)
Lenfosit 0.7-1.5 (%7.5-12.5) 0.8-18 (%3.5-7.5)
Notrofil 0.05-0.25 (%1.0-2.0) 0.25-0.95 (%1.0-2.5)
Eozinofil 0702-0.08 (%0.2-0.5)

0.10-0.35 (%0.3-0.8

Plazma hiicresi

—

0

—

0

Alveoler makrofaj

0.01-0.02 (%0.02-0.09)

0.1-0.35(%0.02-1)

CD4/CD8

22-28

0.7-1.8




TANI?

Oksurik varyant astim
Oksuriik predominat astim
NAEB

Atopik dksuruk



TABLE Il: COUGH CAUSED BY EOSINOPHILIC AIRWAY DISEASES

Asthma Cough variant Atopic Easinaphilic
asthma cough bronchitis
Symptoms Cough, breathlessness, Cough anly Cough only Cough and sputum
wheeze
Atopy Comman Common Common As in general population

Variable airflow obstruction +
Airway hyper-responsiveness +
+

Capsaicin cough hyper-responsivenass 4 +
Bronchodilator response + t

Corticosteroid response + t t +
Response to H; antagonist % : t MK
Progression to asthma nfa 0% rare 10%

Submucosal eosinophils t f f

BAL eosinaphilia t ! l Cb
Mast cells in ASM t } NE b
Basement membrane thickness t ! K

Lancet 2008;371:1364-1374.



Cough variant asthma
The diagnosis of cough variant asthma was made according to

the following criteria proposed by the Japanese Cough
Research Society:

(1) Isolated chronic non-productive cough lasting more than 8
weeks.

(2) Absence of a history of wheeze or dyspnoea, and no
adventitious lung sounds on physical examination.

(3) Absence of postnasal drip to account for the cough.
(4) FEV,, FVC, and FEV/FVC ratio within normal limits.

(5) Presence of bronchial hyperresponsiveness (PC_, <10 mg/
ml).

(6) Relief of EDUE]] with bronchodilator thcragz.

(7) No abnormal findings indicative of cough aetiology on
chest radiograph.



Cough variant and cough-predominant asthma are major causes of
persistent cough: a multicenter study in Japan
Akio Miimi, MD, PhD,"* Hiroyuki Ohbayashi, MD, PhD,” Hironori Sagara, MD, PhD,” Kohei Yamauchi, MD, PhD,* Kazuo

Akiyama, MD,” Kiyoshi Takahashi, MD, PhD,® Hideki Inoue, mp,' Tomoshige Wakayama, mp,” Hitoshi Kobayashi, MD,
phD,* Maki Hasegawa, MD, PhD,” Goro Kimura, MD, PhD,® Takuya Yokoe, MD, PhD,” and Mitsuru Adachi, MD, PhD”

"Kyoto University, Kyoto, Japan, “Tohno Kosei Hospital, Mizunami, Gifu, Japan, *Dokkyo Medical University, Mibu, Tochigi, Japan,
hwate Medical University, Morioka, lwate, Japan, “National Hospital Crganization, Sagamihara National Hospital, Sagamihara,

Kanagawa, Japan, “National Hospital Organization, Minami-Ckayama Medical Center, Okayama, fapan, and Tehowa University
School of Medicine, Tokyo, Japan

J Asthma, 2013; SO(9): 932937

1.3% 1?‘* 1.3%

Tanl |Q|n B Cough variant asthma
transdermal ™ Cough-predominant asthma

B Atopic cough
tulobuterol NG
1-2 hafta sonra i
-n am an - GERD
oksurukte rahatlama B Sino-bronchial syndrome

W Pertussis

Two diseases
I Others

Figure 1. Causecs of combined prolonged and chronic cough.

J Asthma, 2013; 50(9): 932-937



The Prevalence of B2 Agonist Response in Patients
with Non-asthmatic Eosinophilic Bronchitis (NAEB)
and Spirometric Differences among Eosinophilic
Airway Disorders Associated with Corticosteroid
Responsive Chronic Cough

Journal Authors:

FM Tepetam, D Duman, N
_ N an
Colakoglu CVA :> %30 -40 Astim

NAEB i> %15 KOAH, %10 ASTIM

Ayri hastaliklar mi?
Yoksa astimin farkl fenotiplerinin onculeri mi?

West Indian Medical Journal



Table 3: Comparison of spirometric changes after reversibility test and
bronchoprovocation test
NAEB CVA NHBRC AC
(11) (17) (8) )
After Bronchoprovocation Test *
FEV1% mean decline = SD 9.6 6.3 25.4=11.6* 11.5=25 6.5=4.7
PEF% mean decline = SD 14.1+13.2 . =] 20 4.7 14.5+ 8.2
FE25-75% mean decline = SD 23.0£13.6 @ * 2394 24.2+10.8
A Change After Reversibility Test
FEV1 % mean = SD 2319 12109 7.0=4.8 5.5+ 4.3
PEF % mean = 5D 3.22+6 10.2+ 9.1 148=8.5 5.3=4.5
FEF25-75 % mean = SD 7.8+6.6 13.8 8.7 @ * 6.3x3.5




TANI: OVA
TEDAVI?

Inhale bronkodilatdr (B agonist)

. B
Inhale kortikosteroid (ort: 400mcg, 200-800 mcg)

beklamatozon+formeterol (100mcg/6mcg)

_ Dicpinigaitis PV, Thorax 2004
Suplatast tosilate Dicpinigaitis PV, Chest 2006



1 AY SONRA KONTROL

e Oksiiriikte artma

e SFT'de

. 2

-

Spirometry: Flow-Volume

FEV1-Ref

parameter unit
FVCex 1
FEV1 1
FEV1/IVC %
FEV1/FVC %
PEF I/s
- MEF75 I/s
/s

I/s

MEF25-75 I/s
1*1/s

ermany Tel: +49 9736 8181-0

s

pred
531

4.42

82
9.97
8.54
5.58
2.60
4.92

act.
4.48
3.36

75
5.20
4.70
3.16
1.61
2.86

1307

24/1016/50 [°C/mbar/%]



Akcigerin uygun bolgesine ulasim
Orofaringeal birikim

* Uygun cihaz
* Etkin molekil / yardimci maddeler/ iticigaz
* Hasta uyumu



B il
-
-

oD ve ODlveVH | ODiveVH

ara parga elektrostatik  non-elektrostatik

240
4T
70
{1
40
M Verilen nedecte
¥30
B Chaz iinde
o
M Orofarinkste
Zin
B Akcigederde
o I - i . .
Gl EHH ETI

Sekil 2. Mevcut inhalasyon cthazlaninda ilag birtkimleri. Akcigerlere ulasan,
orofarinkste ve cihaz iginde tutulan ve verilen nefesle kaybedilen ilag yiizdelerindeki
deqgisiklikler renklerle gosterilmistir.

ODI = dlgiilii doz inhaler; VH = valfli hazne; KHN = kiiciik hacimli nebiilizer;

KTI = kuru toz inhaler

(Kaynak 1 ve 7'den izinle yeniden dizenlenmistir)

Solunum Tedavileri Uygulayanlar icin Aerosol Tedavi Cihazlari
Rehberi, 2. Baski American Association for Respiratory Care



PARTIKUL BOYUTU

* Astimda heterojen
ventilasyon.

»>10 mikron burunda tutulur
>15 mikron afzda tutulur °

i Farkli partikil boyutlar:
(IKS,LABA)
| 550 mikon

genis hava yollanna nlagi ° N on h om Oj en d a gl I Im

= * Bifurkasyonlarda birikim
iy * Oksuruk reseptérlerif

akcifier periferine ulagir

ekl 1. Hava yollanndaki birtkime aerosol partikil biyukliigimiin etkisi



ODI-KATKILAR

Tablo 17.6 Tedavide kullanilan ODI sistemler ve icerikleri®

Tﬁ'rapﬁﬂk - Etkin Madde Yiizey etkin madde/ ticd gaz -Fnrmﬁlasynn' |
Etki yardimeci madde tipi

BronkodilatGrier
Maxair Pirbuterol asetat Sorbitan trioleat | CFC 1 1,CFC12 Sﬂlﬁpansly{;n
Praventil Albuterol sulfat Oleik asit CFC1,CRC12 | Sispansiyon
Praventil HFA Albuterol sulfat Oleik asit HFA 143a, etanol | SUspansiyon
Kortikosteroitler
Beclovent Reklametazon Ol asit CFC11,CFC12 | Suspansiyon
Flovent 44 Flutikason proplonat CFC11,CFC12 | Suspansiyon
QVAR 50,100 Beklametazon "HFA 143a, etanal [ézelti
Antienflamatuvar - < |
Intal Kromaolin sodyum Sorﬁitan trioleat CFC11,CFC12 | SUspansiyon
Tilade Nedokromil sodyum | Sorbitan trioleat CFC1,CFC12 | Suspansiyon




Tablo 11. Kloroflorokarbon (CFC) ve hidrofloroalkan (HFA) dlculii doz inhalerler arasindaki

farkhihklar (Kaynak 1'den izinle)

CFC HFA
Salinan dozlar
Bitmeye yakin tupten Degisken utarh
Degisik ortam 1silarinda Degisken utarh (-20°C~ kadar)
Sprey
Glg Yiksek sitkasma 3 kat daha dusik
Sicaklik Daha soguk Daha sicak
Hacim Daha yiksek Daha duguk
Tat HFA'dan farkh CFC'den farkh
Nefes tutma Daha az oneml Daha ¢ok oneml
Kullanima hazirlama Cihaz kisa surell Priming'e gerek
(Priming) kullamimadiginda bil{  olmaksizin daha uzun
onemli sure bekleyebilme




KTI-KATKILAR

Farmasotik Formulasyonlar

Klasik homojen kangim Ko-sferonize

Laktoz tasiyici
50/150 pm

Laktoz miktari / Akcider ulasan ilac miktar
Turbuhaler <1000 pg / %38

Diskus 12500 pg / %14 2-4 pm
Aerolizer 25000 pg / %10

AstraZenccaé

S0LUNUN
PR R T



HASTA UYUMU

Table 2
powder inhalers.

Summary of the optimal inhalation manoeuvre and key points regarding metered dose inhalers and dry

Metered dose inhalers (MDIs)

Dry powder inhalers (DPIs)

Inhalation technigue:
1. exhale gently as fully as possible,
Z. begin to inhale and

3. act =
<. Continue with slow (<60 er@
i jon over 2 s (child) to 4—5 =
5. hold breath for 105, or as long as possible.

» |deal co-ordination calls for dose release
jactuation) at start of inhalation.

» Good co-ordination is less critical if the
inhalation is slow, but the dose has to be
released after the start of the inhalation.

= Too fast an inhalation increases the likelihood
of oropharyneeal deposition.

» Patients with poor coordination of actuation

and inhalation can be switched to a breath-actuated MDI.
» MDIs can be used with spacers, large or small, although

spacers score low in patient preference.

Inhalation technigue:
1. exhale gentl
~nhale sharply: as fast and as deeply as possible;

3. ho

¥

s DPls are breath-actuated and require adequate acceleration

on i
at t
e If £t
Ot
o F
r

e If £t
req
=« DPI
insg
the
« DPI:

Imhalation flow

Do @mission

. an

bister bype DF Ideal inhalation profils

More Lsusal
—_—
= N inakalinn profile
Fa
\ s
1\‘I.-""

Diods: @rnigsion
Trern cagsule type DPI

Tirs

and avoid exhaling through the inhaler.

Respiratory Medicine (2010) 104, 1237-1245



TEDAVI SONRASI

Spirometry: Flow-Volume

e KTi (laktoz orani diisuk)
« Oksurikte azalma

e Spirometrede duzelme

s

Pl I Y
ST R N SR

parameter unit
FVCex I
FEVI 1
%
%
I/s
I/s
I/s
I/s
I/s

1*I/s

lis

pred
531
4.42

82

82
9.97
8.54
5.58
2.60
4.92

act.
5.06
443

88
652
592
448
328
448

20.99

Yopred
100
107

65
69

126
91



Basamak inme

 |KS/LABA kombinasyonu kullanan hastalarda
* |KS dozu %50 azaltma (Kanit B)
* |KS/LABA giinde tek doza diisme (Kanit D)
e LABA yi tamamen kesmek astimin kotliilesmesine yol acabilir (Kanit A)

® Dusilik doz IKS kullanan hastada

 Giinde tek toz IKS
 LTRA eklemek iKS yi kesmeye izin verebilir

* 6-12 boyunca semptom yok, risk faktorii yoksa kontrol edici tedaviyi
kesmeyi distinebilirsin
* Atak riski olan hastada IKS yi kesmek tavsiye edilmiyor (Kanit A)

* Teshis disinda IKS’nin tamamen kesilmesi onerilmiyor, IKS+formeterol LH
ye gecilmeli (GINA 2019).



VAKA-2

44 yasinda, erkek hasta

35 yildir astim ve A. rinit

10 yasindan itibaren 4 yil SCIT (mite+alternia)
Ergenlik ve askerlik donemi rahat.

30 yasindan itibaren sik atak.

Bize basvurdugunda son 1 ayda 3-4 kez acil
basvurusu. Yilda 2-3 kez en az 1 hafta sistemik
steroid.

Yatis yok.






Tetkikler

Total IgE:661I1U/ml
Eos:%4,1; 300/ul
Tekrar prick: Derp, derf (+) Un: (-)

Toraks BT: Sol ac alt lob posterobazalde fokal buzlu
cam 1lyil sonra tekrarlanan BT:N

Paranasal Sinus BT: Sintzit,polip
PANCA, cANCA, sedim, crp RF vb: N

Norolojik, kardiak nefrolojik muayene ve tetkiker:
Normal.

VKI:27,17



Risk faktoleri

Sigara oykusu yok.

Pastanede calisiyor, rutubetli ortam astimini
tetikledigi icin isten ayrilmis.

Sinuzit ve bel fitigi var; operasyon planlaniyor.

5 yil 6nce parasetemol aldiktan 10 dk sonra
rinit ve astim tetiklenmis.

Naprosyn, Arveles ve Majezik ile benzer sik.



Zor Astim- Agir Astim Tanim

%30 Yanlis tani

Zor astim ™) Uzmana %5-12
BD Reversibilite:sensistivite %50
PEF takibi?

BPT: Sensitivite %96
Havayolu inflamasyonu

ve hastalik aktivitesi ile ilsikili

, leflcutastnma

Uncontrolled asthma (any of the following)
+ Poor symptom control: ACQ » 1.5, ACT < 20
+ Frequent severe exacerbations, 2 2 courses
of systemic corticosteroids in the previous year
+ Serious exacerbations: | hospitalisation or
ICU stay
o Ao imitation: FEV <80%and FEV/FVC <LLN

+ Asthma diagnosis confirmed

+ Contributory factors optimised

Theseincluds
» Adherence
'|nhﬂlel'tECh %30 dogru
vTiggers | %87; 5 den fazlal
LOMODAY 4480 <.

ilacin %30

Highintensity treatment (any of the following)
*Higndose|CS +LABA

+ Systemic corticosteroids for 2 50% of the previous year

Tunn R ve ark .Diagnosis of severe asthma. The Medical journal of Australia 2018



Hangi Astim fenotipi

« Kilinik-fizyolojik fenotip
Agir astim
Sik atak geciren astim
Tedaviye direncli astim
Fiks hava yolu obst. seyreden astim
Baslangic yasina gore tanimlanmis astim

* Tetikleyicilere gore fenotip
AERD
Cevresel allerjenler
Mesleki allerjen-irritan
Egzersiz
Menstriasyon

* Inflamasyona gore fenotip
Eozinofilik
Notrofilik
Pauci-granulositik

Wenzel S. Lancet 2006;368 (26):804-11



. Brons . .
"q.ul"izlng. Atak ‘ hiperrreaktivitesi | FEV1 . Atopi ‘ inflamasyon

* Baslangic yasi

' s Genetik

* _evre

Th2 iliskisi Th2 iliskisi
minimum minimum

! Erken . Geg baglangich Egzersizle N&trofilik
aglangicll eozinofilik indiklenen

atopik

Th2 iliskili Th2 iliskili Th2 iliskili

ADMA o .
Kortikosteroid

IL-5
(Asimetrik vamit az; Th-17

IL-4/IL-13 Lokotrien

Mast hilicreleri
IL-G
-::Iirnetilargin} IL-8

Lékotrien

eotaxind

Sekil 2: Astimda tanimlanan 5 tip kiime ve dzellikleri.

Tepetam ve ark. Giincel Gogiis Hastaliklari Serisi 2015; 3 (2): 173-185



TEDAVI

LABA+IKS+Monteluksat+tiotroprium+OMB
tedavisine ragmen acil basvurusu devam
ediyor (yilda 2 atak ; sistemik steroid sadece

acilde)

Hastada SMART tedavisine gecildi.
Alternatif NSAl ilac testi icin cagrildi.
Aspirin desensitizasyonu planlandi.



M S

<V Check and try to improve comorbidities; exposure; adherence and proper treatment (Step 4 GINA guidelines] ~T>

v

v Consider changing treatment strategy (.. single formoterol/ICS inhaler use] or device [MDI to DPI or vice versal
————

v

Assess phenotype (clinical features) and endotype (biomarkers)

— .

'

T2-high asthma
[Atopy, IgE >100 1U-mL"", Feno >30 ppb, blood EQS >300 L', sputum EQS >2

T2-low asthma ‘\

[Atopy-, IgE <100 IU-mL"", Feno <30 ppb, blood EOS <300 L', sputum EQS <2%!:

Macrolides? (| CXCR2?

Blood eosinophils >300400 collul

N Blood £QS <200 uL =" ===
. ] ' B Neutrophilic asthma
S
Clnial history Prednisone requremen ,:;’dmzmmmml High FeNO, SRR 2 Smoking :
severe dlergls 0 mylday low $putum o ﬂ

.....................................

sputum eosinophils

Omizunat Asthma associated with ABHR? T l
J :  remadelling changes ............. , ......... ronchial thermoplasty
. | . ..... —
) hgsihtor ' mj._.‘ : obstruction
' Fessssscasesnseansansnsasanses LAMA
i e
FIGURE 2| Generd scheme o choose e appropriate monockonel antoody basedonsiple okl eatues. | | e
e <:m)esny related asthma i-ssssssesssssssasaneens P Weight loss || Bariatric surg

SR s S R —>{ OCS | | Antifungals | | Omalizumab?

: hi :

! chiectasis, blood eos:n:o]phllna ! ———— . .

' markeaty etevated-as . Paucigranulocytic asthma

.................................................... —p- (sputum NEU <40%, EOS <2%)

Eleftherios Zervas ve ark. An algorithmic approach for the treatment of severe uncontrolled asthmaERJ Open Res 2018; 4: 00125-2017.



Isit asthma?

ASSESS the PATIENT = Risk factors for asthma-related death?

Sewverity of exacsesrbation =

MILD or MODERATE SEVERE

Talks Iin phwrases, prefers Talks 1in words, sits hunched LIFE-THREATINING
sitting to lying, not agitated forwards, agitated Drowsy. coniused
Respiratosy rate increased Respiratory rate =30/rmin or silent chast
Accessory muscles not used Accessory muscles in use

Pulse rate 100120 bpm Pulse rate =120 bpmn

O saturation {(on aitr) SO—95% O saturanon {on air} <=90%e

PEF >509% predicted or best PEF =50% predicted or best = = g

A/

START TREATMIENT —_5',-
SABA <10 puffs by oDl = space=r, , “TRANSFER TOACUTE
repest every 20 minutss for 1 hour CARE FACILITY
Prednisclone: sdults<0-50 mg. y
ohildran 1 -2 sngdcg . mmiox. 40 ong

Controlled oxygen (if svsilabil=s) target

saturstion S3—23596 (SNiliagren:. S<S-9599) J

e - s

CONTINUL TRLCATMENT wilh SAB&\Q;QS’ neoded

2N
ASSESS RESPONSE AT HOQS/%“:’orearlier)

iprasopium bromiide.
Tz, systemic corticosteroid

i”

IMFROVING

ASSESS FOR DAISCHARGE ARRAMNGE st DISCHARGE
Symptoms improved not nesding SASA Reliever continuse 3s nesdsd

PEF improving. and =80-280%96 of personal Controllier: start, or step up.
best or predicted CTheck inhalertechnigus, adhasence

Oxygen saturation =S94%96 rocom Sir Prednisclone: continuese, usually for5—7 cays
{25 day= for children)

Resources at home sdequate

Follovww up: within 2—7 days {(1-2 days for childran)

FOLLOW UuUpP
Rewview symptoms and signs: Is the exscerbation resolving® Should prednscne= be continusd™
Relieves: roeduce to oss necedad. Contrellaer: contirua highear dosa forsheort tarmm {1 -2 woaks) or long tarrmm
2 months) dependingon badckground to exascerbation
Risk factors. Checx and covec Mmodifiaplerisk fsClors thial may have cCconNtribtuled o exacerbation,
including inhalertechniue and sdbherence. Referif>=1-Z exacerbations in s year.

Action plan: Is it undarsicod ™ Was it used sppropriately” Does it ne=ed modification ™

While waiting: give SABA

DALV




Poliklinige goturultcek Notlar

Klinigi olan hastada SFT normalse astim ekarte edilemez.
Tekrarlayan dlctimler, IKS yanitina bakilmali.

Ayda 2 den fazla giindiz semptomu olan hastaya IKS baslanmali
Haftada 1 den fazla Gece semptomu olan hastaya IKS + LABA
Atak riski olan hastaya IKS+ formeterol idame ve kurtarici olarak

Eriskinde tedavi tamamen kesilmez en diisik basamak
IKS +Formeterol LH









