iis HASTALIKLARI VE

MLERI UNIVERSITESI SUREYYAPASA GOG
cOGUS CERRAHISI EAH

iMMUNOLOJi VE ALERJi KLINIiGI




OLGU-1

44 YASINDA KADIN HASTA.
SIGARA KULLANIMI YOK.
2015'DEN BERI (38 YASINDAN BERI 7 YILDIR)

EFORLA iRRITANLARLA ARTAN DAHA COK SABAHA KARSI OLAN

HIRILTILI SOLUNUM,
NEFES DARLIGI,
OKSURUK VE
GOGUSTE BASKI

15 YASINDAN BERI 30 YILDIR, YILBOYU SUREN BAHAR
AYLARINDA ARTAN

BURUN AKINTISI

HAPSURMA

GOILERDE YASARMA KIZARMA KASINTI VAR




| Zoriu ¥ital Kapasite
; En ivi deneme

SFT

® FEV1:%92 :
® FVC:%112 ’
® FEV1/FVC:%70
® FEF25-75:%50
® FET:9 SN T .
® REV: VIZITLER ARASI B
FEV1 DEGISKENLIGI= B .
® 2,61-2,40=201 ot
* 201/2,40= %8,3 2




RERBERE KATILMIYORUM

FEV1 DE 200 MLIVE! %122
BAZAL FEV1 YUKSEKSE % DEGISIM ORANI DUSUK
200 ML V22NN 1 2



Degisken hava akimi kisitlanmasi

FEV1/FVC < %75-80

BronkodilatOr reversibilitesi: FEV1'de >200 ml ve %12 artis

Gunluk PEF degiskenligi >%10

4 haftalik antiinflamatuar tedavi sonrasi FEV1'’de >200 ml ve %12 artis
Egzersiz testi : FEV1 ‘de >%10 ve 200 ml diisme

Bronkoprovakasyon test pozitifligi: Metakolin veya histamin ile provakasyonda
FEV1’de %20; standart hiperventilasyon , hipertonik salin veya mannitol ile
provakasyonda FEV1'de % 15 diisme

Vizitler arasi degiskenlik: FEV1’de >200 ml ve %12 (sensitivite diisik, spesifitesi yiiksek)




® SEMPTOMLAR SPONTAN VEYA TEDAVIYLE DUZELEBILIR

® iLK TANI ONEMLI-TEDAVIYE BASLADIKTAN SONRA
ZORLASIYOR

GINA

20] 9 Z | gunlugu degi
amanla yogunlugu degisen

ASTlM DA v'Solunumsal semptomlar

| I_K TA N | Vizing (higilti), nefes darlgi,
O N EI\/\ |_| Goguste sikisma ve oksurik

+

Degisken
v'Hava akimi kisitlamasi




KONTROL EDICI ILAG KULLANAN
HASTADA ASTIMIN DOGRULANMASI

Degisken semptomlar(+)

Degisken AFL (+) + #
Degisken Semptom (+) SABA 4 saat, IKS-LABA 24-36 saat kesilip
Degisken AFL (-) tekrar SFT degisken AFL yoksa

FEV1>%70: BPT negatif ise

Basamak diis: semptomlar ve SFT l +
FEV1<%70:

Basamak cik semptomlar ve SFT I +

Degisken Semptom (-)

o Basamak diis: semptomlarve SFT | +
Degisken AFL (-)

Semptom ve SFT 4= en diisiik basamak
(kesmeyi diisiin; 1 yil takip et)

Persistan semptom(+) Basamak ¢ik (3 ay): Semptom ve SFT €=
Persistan AFL (+) Ust merkeze refere et (AKO?)




REHBERE KATILMIYORUM

SADECE FEV1 DUSUKLUGU DEGIL
FEF-25-75 DUSUKLUGU ONEMLI:%50
BASAMAK DUSULMEMEL]



A forced expiratory flow at 25-75% value <65% of predicted
should be considered abnormal: A real-world,
cross-sectional study

Giorgio Ciprandi, M.D.,' Michele Capasso, M.D.,* Mariangela Tosca, M.D.,?> Carmelo Salpietro, M.D.,*
Annamaria Salpietro, M.D.? Gianluigi Marseglia, M.D.,” and Mario La Rosa, M.D.®

Table 2 Sensitivity, specificity, AUC, and best cutoff values for different predictors of FEF,; ;5., < 65% for
asthmatic patients, obtained by ROC curve analysis (n = 700)

Predictors Sensitivity Specificity AUC (95% CI) Best Cutoff
Age (yr) 0.65 0.63 0.62 (0.54-0.79) =12
FVC % of predicted 0.81 0.41 0.59 (0.51-0.63) <93
FEV, % of predicted 0.81 0.83 0.77 (0.72-0.83) =86

AUC = area under the curve; FVC = forced vital capacity; FEV; = forced expiratory volume in the 1st second; FEF = forced
expiratory flow at the 25 and 75% of the pulmonary volume; ROC = receiver operating characteristic.




PERSISTAN HAVA
AKIMI KISITLANMASI

* BRONKODILATOR SONRASI FEV1/FVC <0.7, FEV,
<%80
* SIGARAICEN
® KORTIKOSTEROID YANITI AZ
® TH2 YANINDA NOTROFILIK
® KUCUK HAVAYOLU HASTALIGI %95

Kolay hirilti,
Derin nefes alamama,

BHR (bronsiyal asirn duyarlilik)

Egzersize bagh daha belirgin semptomlar
Alerjenlere  maruz kaldiktan sonra  daha sk
semptomlar

PUSORS S N



OZGECMIS

15 YASINDA BASLAYAN SOGUKLA PROVEKE OLAN KRONIK KURU
OKSURUK.

15 YASINDAN BERI RINOSINUZIT.
31 YASINDA HAVA AKIMI KISITLANMASI (SFT-FEF25-75:%60)

38-43 YAS ARALIGINDA FORMETEROL+BUDESONID LH
® AYDA 2- HAFTADA 3-4 GUNDUZ SEMPTOMU
¢ GECE SEMPTOMU YOK

43-45 YAS ORTA-YUKSEK DOZ FORMETEROL +BUDESONID (MART)




STARTING TREATMENT

in adults and adolescents with a diagnosis of asthma

Track 1 is preferred if the patient is likely to be poorly adherent with daily controller

ICS-containing therapy is recommended even if symptoms are infrequent, as it

reduces the risk of severe exacerbations and need for OCS.

Symptoms most
days, or waking

Daily symptoms,

or waking with
asthma once a
week or more,

Symptoms less with asthma once anf(z]:?g;(itr:ng
FIRST START than 4-5 days aweek or more
Lo
ASSESS: HERE IF: a week STEP 5
STEP 4 Add-on LAMA : o
Low dose materarce st ankgt

» Confirm diagnosis PREFERRED RELIEVER i st o doda IC S Tomater) maintenance ICS-formoterol ety h' ahndo

S (Track 1). Using ICS-formoterol ICS-formoterol nsider high dose
+ Symptom control 2 2 ICS-formoterol

and modifiable risk as reliever reduces the risk of

exacerbations compared with

fachore, Ay = using a SABA reliever

lung function
+ Comorbidities

» Inhaler technique
and adherence

+ Patient preferences

RELIEVER: As-needed low-dose |CS-formoterol

Daily symptoms,

or waking with
asthma once a

Symptoms most week or more
and goals da ki .
Symptoms twice 1ays, or waking and low lung
START a %oﬁlh o mc;re with asthma once function
HERE IF: Symptoms less but less than 4-5 a week or more
";3:1;"{:'{;9 days a week STEP 5
STEP 4 Add-on LAMA
CONTROLLER and TEP 3 Medium/high Refer for phenotypic
ALTERNATIVE RELIEVER STEP 2 ow dose dose maintenance assessment £ anti-IgE,
(Track 2). Before considering STEP 1 s aintenance ICS-LABA gnh-l!.:lSi:: ahntl-IL4R :
a regimen with SABA reliever, Take ICS whenever A CS-LABA onsider high dose
check if the patient is ikely SABA Taken IEARG0ES 102 ICS-LABA
to be adherent with daily

controller therapy

RELIEVER!

s-needed short-acting B2-agonist

ICS: inhaled corticosteroid; LABA: long-acting beta,-agonist; LAMA: long-acting muscarinic antagonist; MART: maintenance and reliever therapy with ICS-formoterol; OCS: oral

corticosteroids; SABA: short-acting beta,-agonist




REHBERE KATILMIYORUM

ATAKLARI AZALTMA BASARISI DIKKATE ALINIYOR
NEDEN GECE-GUNDUZ SEMPTOMUNA DAYALI TEDAVI BASLANIYOR?

ATAK RISK INDEKSI OLUSTURULMALI (PNOMONI AGIRLIK INDEKSI GiBI)
KOMORBIDITELER
ALERJEN, MESLEKI MARUZIYET
EOZINOFIL
DAHA ONCE ATAK VARLIGI



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

As-Needed Budesonide—Formoterol versus

1
! According to Treatment Group.*

Maintenance Budesonide in Mild Asthma

Eric D. Bateman, M.D., Helen K. Reddel, M.B., B.S., Ph.D,, Budesonide—Formoterol Budesonide Maintenance
Paul M. O’Byrne, M.B., Peter ]. Barnes, M.D., Nanshan Zhong, Ph.D., as Needed Therapy

Christina Keen, M.D., Carin Jorup, M.D., Rosa Lamarca, Ph.D.,
’ N=2089 N =208
Agnieszka Siwek-Posluszna, M.D., and J. Mark FitzGerald, M.D. ( ) ( 7)

1998 19281

All severe exacerbations
Patients with =1 exacerbation — no. (24) 177 (8.5) 184 (8.8)
217 221

Total no. of exacerbations per patient-yr 0.11 0.11

Total no. of exacerbations

Severe exacerbation leading to systemic glucocorticoid use
for =3 days

Patients with =1 exacerbation — no. (26) 171 (8.2) 173 (8.3)
209 207

Total no. of exacerbations per patient-yr 0.10 0.10

Total no. of exacerbations

Severe exacerbation leading to emergency department visit
and systemic glucocorticoid use

Patients with =1 exacerbation — no. (24) 25 (1.2) 36 (1.7)
26 40

Total no. of exacerbations per patient-yr 0.01 0.02

Total no. of exacerbations

Severe exacerbation leading to hospitalization

Patients with =1 exacerbation — no. (26) 17 (0.8) 17 (0.8)

Total no. of exacerbations

20 17

Total no. of exacerbations per patient-yr 0.01 0.01

* Patient-years were assessed only during the trial peried (i.e., during exposure to the trial medications and placebo).




A Change in Prebronchodilator FEV, from Baseline

1B —
— 1 e
[er]
"é L= Budesonidie maintenance
E 129k
1Oel = I
_E E Budesonide—formoteral
E Bk a= eeced
= Gl Change from baseline in prebronchodilasor FEW,
Tﬁ Budezonide—farmotersl as nesded, 104.0 mil
= T Budeszonide maintenance, 1366 mil
_:5"‘ Difference, -3Z2.6 mil (259 C1, -53.7 to —11.4)
2o P=D. 03
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a g = 12 16 20 | 2= 3 35 40 4.4 42 52
Weelks
M. of Patients
Budesonide—formoteral as nesded 15E4 1932 1914
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Budesonide—formateral as needed
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Budesonide—forrmoteral as nesded
Budesonidies mainten amnoes
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Figure 7. Foroed Expirabory Wolume in 1 Second [FEV;) before Bronchodilator Use and Asthrma Control Question-

maire—5 [(ACO-5) Scores.

Panel A shows the least-squares mean FEW; before bronchodilator use ower timme. The approximate rmvimimal ddimical-

Iy important differemce is mot wel

established but is likely to be 100 to 200 il > 1 bars indicate 95% confidence in-

tervals in both panels. Panel B shows the least-sguares mean scores on the S003-5 ower time im the full analysis set
{the dashed lime at 0.0 indicares baseline). The ACD-5 consists of five guwestions abowur asthrma sympooms in the pre-
vious week, each of which is scored am a range from O {no impairment) to 6 Maxirmum impairrment); the minirmal
climically important difference is 0.5 umits." P valwes were not controalled for mubltiple comparisons.




YILLIK 30-50 ML KAYIP 10 YILDA 500 ML!

BRONSIAL HIPERREAKTIVITE (BHR) VE
KRONIK HAVAYOLU INFLAMASYONU
ILE ILISKILI AMA SART DEGIL

SEMPTOMLAR VEYA HAVA AKIMI KISITLAMASI OLMADIGINDA BILE

HAVAYOLU INFLAMASYONU VE BHR PERSISTE OLABILIR




STARTING TREATMENT

in adults and adolescents with a diagnosis of asthma

Track 1 is preferred if the patient is likely to be poorly adherent with daily controller
ICS-containing therapy is recommended even if symptoms are infrequent, as it
reduces the risk of severe exacerbations and need for OCS.

FIRST

ASSESS:

+ Confirm diagnosis

+ Symptom control
and modifiable risk
factors, including
lung function

+ Comorbidities

» Inhaler technique
and adherence

+ Patient preferences
and goals

START
HERE IF:

Symptoms less
than 4-5 days
a week

R and T2

ELIEVER

(Track 1). Using ICS-formoterol
as reliever reduces the risk of

AEVI]

As-needed low dose ICS-formoterol

exacerbations compared with
using a SABA reliever

START
HERE IF: Symptoms less
than twice
a month

CONTROLLER and
ALTERNATIVE RELIEVER
(Track 2). Before considering TEP 1
a regimen with SABA reliever, ‘?ake ICS whenever
check if the patient is likely SABA taken

to be adherent with daily
controller therapy

ICS: inhaled corticosteroid; LABA: long-acting beta,-agonist; LAMA: long-acting muscarinic a
corticosteroids; SABA: short-acting beta,-agonist

Symptoms most
days, or waking
with -asthma once
a week or more

STEP 3

Low dose
maintenance
ICS-formoterol

Daily symptoms,

or waking with
asthma once a
week or more,
and low lung
function

STEP 4
Medium dose
maintenance
ICS-formoterol

RELIEVER: As-needed low-dose |CS-formoterol

Symptoms twice

a month or more,

but less than 4-5
days a week

STEP 2
Low dose
maintenance ICS

Symptoms most
days, or waking
with asthma once
a week or more

STEP 3
Low dose
maintenance
ICS-LABA

RELIEVER: As-needed short-acting p2-agonist

Daily symptoms,

or waking with
asthma once a
week or more,
and low lung
function

STEP 4
Medium/high
dose maintenance
ICS-LABA

STEP S5

Add-on LAMA

Refer for phenotypic
assessment + anti-IgE,
anti-IL5/5R, anti-IL4R
Consider high dose
ICS-formoterol

Refer for phenotypic
assessment + anti-IgE,
anti-IL5/5R, anti-IL4R
Consider high dose
ICS-LABA

KURTARICI : SALBUTAMOL+IKS

: oral



DOSYA
OZET

Semtomlar astim igin tipik mi
Degisken hava akimi kisitlamasi

var mi (vizitler arasi degiskenlik)

OksurUk varyant Astim, baslangic yasi
Astim baslangic yasi (SFT: FEF25-75)
Nd baslama yasi

Semptomlarda kétllesme yasi

VKi:
Atak

Astim Kontrol Testi puan
GINA ‘ya gore

Komorbiditeler

GER,psikiyatrik hst ,Nazal Polip
Pereniyal rinit. SinUzit.
Anksiyete

OSA semptomu

Fizik Muayene

15
31 %
38 :
42

60 kg /1.652 =22 >

Son 1 yilda 2 kere
sistemik steroid 3 gUn
almis

6
Konftrol disi

Yok
Var
Var
Yok




KULLANDIGI
ILACLAR

Formeterol+budesonid
160/4,5 3*2 SMART (1200
mcg; yuksek doz)

Montelukast +
Desloratidin 1*1,

Flitukazon+azelastin nazal
steroid 2*2

* Nazal lavqgj




Adults & adolescents
12+ years

Personalized asthmamanagement
Assess, Adjust, Review
for individual patient needs

and STEPS1-2

As-needed low dose |Cs-tormoteral

(Track 1) Using IC5-formateral
as reliever reduces the risk of
exacerbations compared with
using a SABA relisver

and
ALTERNATIVE RELIEVER STEP 1
(Track 2). Before considering a gi(ﬁeﬁl(t:askgrenever

regimen with SABA reliever,
check if the pafient is likely 1o be
adherent with daily controller

Other controller options
for either frack

Confirmation of diagnosis if necessary
Symptom control & modifiable

nsk iactors (including lung function)
Comaorbidities

Inhaler technigue & adference
Patient preferences and goals

Symptoms
Exacerbations
Side-effects
Lung function
Patient satisfaction

Treatment of modifiable nsk factors
and comorbidities

Mon-pharmacological strategies

Asihma medications (adjust down/upvbetveen fracks)

Education & skils training

STEP4
STEP3 Medium dose
Low d maintenance
mc::;;nmc:]s;nm |CS-formoterol

|CS-formaoteral

STEPS

Add-on LAMA

Refer for phenotypic
assessment +anti-IgE,
anti-IL5/5K, anti-IL4R

Consider high dose
|CS-formoterol

RELIEVER: As-needed low-dose | CS-formoterol

STEP4
STEP 3 Medium/fhigh
STEP2 Low dose dose maintenance
Low dose maintenance IC5-LABA
ICS-LABA

maintenance ICS

RELIEVER: As-needed short-acting 32-agonist

Low dose ICS wheneuver
SABA faken, oraaly LTRA,
or add HDM SLIT

Add LAMA or LTRA or
HDM SLIT, or switch 1o
high dose IG5

Medum dose ICS, or
add LTRA, or add
HDM SLIT

STEPS

Add-on LAMA

Refer for phenotypic
assessment + anti-IgE,
anti-IL5/5R, anti-IL4R
Consider high dose
|CS-LABA

Add azithromyein (aduits) or
LTRA, add low dose OGS
but consider side-effects

HDM: house dust mite; ICS: inhaled corticosteroid; LABA: long-acting beta;-agonist, LAMA: long-acting muscarinic antagonist; LTRA: leukotriene receptor antagonist; OCS: oral
corticosteroids; SABA: short-acting betaz-agonist; SLIT- sublingual immunotherapy. For recommendations about initial asthma treatment in adults and adolescents, see Box 3-4A (p 53)

and 3-4B (p.54).

3. Treating to control symptoms and minimize future risk

59




TETKIKLER

Serum Total IgE

Eozinofil

Alternia
“Aspergillus fum.

Dermatophagoides p
Dermatophagoides f

40-127 IU/ml
0-100/ulL-400
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®* PA GRAFIi: NORMAL
®* TORAKS BT: NORMAL

® SINUS BT: SAG MAKSILLER SINUS
VE BILATERAL FRONTAL
SINUSLERDE SUBTOTAL

OBLITERASYONA NEDEN OLAN
INFLAMATUAR YUMUSAK DOKU
YOGUNLUKLARI




DEGERLENDIRME

‘/ASTII\/\ TANISININ DOGRULANMASI
(VIZITLER ARASI DEGISKENLIK)

** SEMPTOM KONTROLU VE

‘:‘DEGBT]RILEBiLiR RISK FAKTORLERININ ‘

TEDAVISI ‘
v KOMORBIDITELER
v/ INHALER TEKNIK ILAC UYUMU -

‘/HASTANIN TERCIHI VE HEDEFLER




im Kantrol

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

Semptom kontroil

ol 2 3 & £
H I'.. r'II " | {'-ll i 'I Il Il.. | Tamamen Cogunlukia Bazen Nadiren Hicbir zaman

&on 4 haftada Byt Hisif Kontral
" odmi . albndadell 2
altwda

Son 4 hafta stiresince ne kadar siklikta nefes darhig hissettiniz?

A 2 3 & k2
Glnde bir Gonde Haftada Haftada Hicbir zaman
kezden fazia bir kez 3-6 kez 1-2kez —
HI]HI]':I] “: d:'.| h!'ﬂ |',I]|'||:||.'." 3 Son 4 hafta stresince astim sikayetleriniz ka¢ gece veya sabah sizi
l'.l normal kalkis saatinden 6nce uyandirdi?
|ari
g temtomla SG & a &
Haftada en az Haftada Haftada bir Bir veya Hicbir zaman
dort gece 2-3gece kez ki kez
ﬁstlm nEdEnl |E EEI'_" u ﬂnn'l] ;I wmnln Son 4 hafta siresince rahatlatic Inhaler clhazinzi veya
III H III h' . H|||I||:|| |I!|:||I E"J'Illu'l 'li'l II| 4 salbutamol tiir(l nebalizer cthazimzi kag kez kullandiniz?
gl i .
, Lozl 3afll 3. 2 3 4 3
5‘! mﬂ M| h H d 'HH{ | Gunde 3 kez Gunde 1 Haftada2  Haftadabirkez  Higbir zaman
ITIF{ ﬂf |i||'| l I HI III veyadahasik  veya 2 kez veya 3 kez veya daha az

Hur[ﬂlﬂ "ag: Eﬂr?wim” 5 Son 4 haftada astim kontrol(ntizil nasil degerlendirdiniz?

ki M S 4 -4
Kstim nedenivle aktivite kisitiamas ! —— e

SEMPTOM KONTROL
ALTINDA DEGIL, AKT: 10



Yetersiz IKS

(recete edilmemis, hasta uyumsuzlugu, yanhs
inhaler teknik)

RISK FAKTORLERININ
DEGERLENDIRILMESI

ATAK iCIN .
KOMORBIDITELER; GER Rinosinuzit ,OSA,
Obesite, anksiyete-depresyon

REMISYON:
HASTALIGIN AKTIF
OLMA IHTIMALINE

KARSIN AKTIF
OLMAMA DURUMU

Dogrulanmis besin/ilag alerjisi NSAi ile ashm
alevlieniyor mu? (kanit A)

Maruziyet: sigara, alerjen, kirli hava
Psikososyal /sosyoekonomik problemler
Dusuk FEV1 (<%60), artmis bronkodilator RV
Balgam/kan eozinofilisi ,FeNO 1

Astim nedeniyle atak, entUbasyon/YB yatsi




GINAYA EKLENMELI

APPEREANT CALISMASI ATAK RISKI ICIN SKORLAMA

HEKIMLER SEMPTOM KONTROLUNE (PNOMONI EMPOLI VB GIBI)
YONELIK TAKIP EDIYOR



REMISYON:
HASTALIGIN AKTIF
OLMA iHTIMALINE

KARSIN AKTIF
OLMAMA DURUMU

Erken dogum, diisiik dogum agirhgi

Bebekte fazla kilo alimi, mukus
sekresyont

Tedavide IKS yoklugu
Balgam/kan eozinofilisi

Tedavi yan etkisi icin risk faktoérleri

Sistemik: Sik OKS, uzun siireli yiiksek doz
ve/veya gliglii IKS,

ayni zamanda p450 inh

Lokal: Yiiksek doz veya giiglii IKS, Kotii
inhaler teknik




KONTROL DISI ASTIM

> SIERSERARI2021 ORTA-YUKSEK DOZ IKS-LABA -

> TEDAVIYE RAGMEN
> EN AZ 1 TANESI

v ACQ>1,5 VEYA AKT<20 VEYA GINA/NAEPP KONTROLDISI
v 2> ATAK (3 GUN< SISTEMIK STEROID KULLANIMI)
v/1 2 CiDDI ATAK: YATIS, YBU. MEKANIK VENTILASYON

v FEV1<%80 , FEV1/FVC <LLN: (ATS/ERS 2014




TEDAVISI ZOR ASTIM/
AGIR ASTIM

Orta —yUksek

dloz ”,<S' Taniyl dogrula
LABAYE inhaler
ragmen teknik/uyum
Kontrolsuz veya L Tetikleyiciler
Semptom ' TEDAVISI ZOR Comorbiditeler
kontrolUnu ASTIM

Nonfarmakolojik

saglamak/atak e -

.ri.skini"ozolmok Biyolojik olmayan
icin YUKSEK doz llaclar

AGIR
N —gerek =y (LTRA,LAMA)

\ (%3.6) YUksek doz ks

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

(%17,4)




Adults & adolescents
12+ years
Personalized asthmama nagement

Assess, Adjust, Review
for individual patient needs

Sympfoms

Confirmation of diagnoesis if necessary
Symptam contral & modifiable

nsk lactars (including lung funchaon)
Comorbidities

Inhaier technigues & adherence
Patient preferences and goals

Exacerbations
Side-effects
Lung function

Pailent satisfactan

Treatment of modifiable sk factors
and comarhidities

and STEPS1-2

As-neaded low dose |CS5-formoterol

(Track 1) Using IC5-formateral
as reliaver reduces the risk of
exacerbations compared with
using a SABA relisver

and
ALTERNATIVE RELIEVER STEP1
(Track 2). Before considering a gﬁgﬁ:?ﬁi:ﬁ"ene“’er

regimen with SABA reliever,
check if the patient is likely 1o be
adherent with daily controller

Other controller options
for either frack

Mon-pharmacological strategies

Asihma medications (adjust down/up/hetveen tracks)

Education & skills training

STEP4
STEP3 Medium dose
Low d maintenance
mt:'iunmc:f;enm |CS-formoteral

ICS-formoterol

RELIEVER: As-needed low-dose |CS-formaoterol

STEP4
STEP3 Medium/high
STEP2 Low dose dose maintenance
Low dose maintenance ICS-LABA
ICS-LABA

maintenance ICS

RELIEVER: As-needed short-acting B2-agonist

STEPS
Add-on LAMA

Refer far phenatypic
assessment +anti-IgE,
anti-IL5/5R . anti-IL4R

Consider high dose
|ICS-formoterol

Low dose ICS wheneuer Meaium dose ICS, or
SABA [aken, ordaily LTRA, addLTRA oradd
oradd HODM SLIT HOM SLIT

Add LAMA or LTRAor
HDM SLIT, or swilch 1o
high dese ICS

STEPS
Add-on LAMA

Refer for phenotypic
assessment * anti-IgE,
anti-IL5/5R, anti-ILAR
Consider high dose
ICS-LABA

Add azithromycin (adulis) or
LTRA, add low dose OGS
but consider side-effects

HDM: house dust mite; ICS: inhaled corticosteroid; LABA: long-acting betaz-agonist; LAMA: long-acting muscarinic antagonist; LTRA: leukotriene receptor antagonist; OCS: oral
corticosteroids; SABA- short-acting betaz-agonist; SLIT- sublingual immunotherapy. For recommendations about /nitial asthma treatment in adults and adolescents, see Box 3-4A (p 53)

and 3-4B (p.54).

3. Treating to control symptoms and minimize future risk
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Inhaled Corticosteroid Therapy in Adult Asthma
Time for a New Therapeutic Dose Terminology
Richard Beasley'*~, James Harper', Grace Bird', Ingrid Maijers’, Mark Weatheral®*, and lan D. Pavord®

Relationship of Fluticasone Propionate dose,. clinical effect.
and risk of systemic side effects

— Low chose Medium dooe High dose

L=

% of maximum clnical afec!
L] T T L T
- 4] -
s B 8 &8 8 &
% Increase in risk of syshemic side eflect

[+]
(4] 250 SD0D 750 1000
Daily dosze of Fluticasone Propionate (ug)
Efficacy cuwulcormes Systemic side affect
- FEWV1 = Uso Of reSous meaa-olioation 4 Agronal INSUtTecl-oncy

=— hidcaning FEF - hapor exacorbatons = - Catararis
s Ewening PEF

Pl S b Mibrges = - Pl al fracturs

= - Dinbetes

for efficacy and adverse offects

N jagid, derfrad from Tablas 2 and S

Am J Respir Crit Care Med Vol 189, Iss 12, pp 14711477, Jun 15, 2019 Copyright © 2019 by the American
Theracic Society Originally Published in Press as DOL: 10. 1184/rcem 201 810-1888C1 on January 15, 2018
Internet address: weanatsjoumals.org




BEKLAMATOZON (100)+ C i
FORMETEROL (6)
+GLIKOPRONYUM (12.5) . _
2%2 FINE PARTUKUL _ .
SONRASI KLINiK SPIROMETRIK A
DEGiSiM I8 -
.-
SEMPTOM g
®  GINA: KISMi KONTROL &
*  AKT:6-218 -“*j |
ATAK YOK s R o =
SFT DEGISIM ” s %?:?ﬁ, :UM ngé p] :
® FEV1:2,61-2,78 (170 ML+) Wm% ', ?E
®  FEVI/FVC:%70-73 %ﬁ :? 233 H B
®  FEF25-75:%50 -%60 (%10+) f10e . 678




NEDEN LAMA®?

GECMISTEK]
TEDAVI
HEDEFLERINE
KRONOLOJIK
YOLCULUK

O

Bronkokonstruksiyon

Brons hiperreaktivitesi
Hava yolu inflamasyonu
Remodeling

e Brons duz kas kalinlasmasi
e Goblet hUcre metaplazisi
e EkstraselUler matriks artisi




ASTIM PATOFIZYOLOVJISIN
ASETILKOLININ ROLU

Downstream effects:
Goblet cell metaplasia and increased mucus secretion

Airway lumen

Epithelium Muscarinic receptor

Acetylcholine —e

nerve

: P arseypninat
Submucosal gland ”%@@Q " b

Eosinoph@ @ Neutrophil

Macrophage

Downstream effect: Lymphocyte . T
Inflasmmation

e

Airway smooth muscle

Downstream effects:

Bronchoconstriction, airway hyperreactivity, airway smooth
muscle thickening and extracellular matrix deposition

RE A summary of the role of acetylcholine in asthma pathophysiology. Acetylcholine is the predominant
parasympathetic neurotransmitter in the airways. It is released from airway neurons and non-neuronal cells,
such as airway epithelial cells, and binds to muscarinic My, M,

and M3 receptors. These receptors are found
on airway epithelial cells, smooth muscle cells

and submucosal glands. Binding of acetylcholine to the

muscarinic receptors triggers a host of downstream effects associated with the pathophysiology of asthma.




AGIR ASTIM/ENDOTIP

® TiP-2 INFLAMASYON ENDOTIP
v KAN EOZ 2 150
v/ FENO > 20
v/ INDUKTE BALGAM EOZ = %2 -
v/ ASTIM KLINIK OLARAK ALERJEN KAYNAKLI

TH2 BASKIN




HANGI
ASTIM

FENOTIP

¥

Klinik-fizyolojik fenotip

* Agrr astim

* Sik atak gegiren astim

* Tedaviye direngli astim

* Obez astim

* Fiks hava yolu obst. seyreden astim

e Baslangi¢ yasina gore tanimlanmis astim;
* Erigskin baslangi¢, erken baslangi¢

Tetikleyicilere gore fenotip

e AERD

* Cevresel dllerjenler

* Mesleki allerjen-irritan
* Egzersiz

* Menstruasyon

* Hormanal

* Kirli hava

Inflamasyona gore fenotip
* Eozinofilik
* Notrofilik
* Pauci-granulositik
* Mix Granulositik




>

targeted freatments

_-, * Consider add-on Type
2-targeted biologic for i

patients with exacerbations |

or poor symptom control |

on high dose ICS-LABA, |

who:©

- have eosinophilic or
allergic biomarkers, or

- need maintenance OCS

« Consider local payer
eligibility criteria, ®
comorbidities and
predictors of response
when choosing between |
available therapies |

« Also consider cost, dosing ‘
frequency, route (SC or
IV), patient preference | |

L

| |'I -3
."ll -"II "/
- - . l.l ¢
Which biolagic Y Jy
is appropnate to
start first?

Wanine

Is the patient eligible for anti-IgE
for severe allergic asthma?

= Sensitization on skin prick testing or sEt_:ﬁ C IgEE
« Total serum IgE and weight within dosage range ©
- Exacerbations in last year O

e Anti-IL5 / Anti-IL5R

Is the patient eligible for anti-IL5 /anti-IL5R
for severe eosinophilic asthma?

« Exacerbations in last year O
+ Blood eosinophils, © e.q. 2150/ul or 2300/l

na
no

Is the patient eligible for anti-IL4R
... for severe eosinophilic/Type 2 asthma?

= Exacerbations in last yecara

- Blood eosinophils 2150/ or FeNO 225 ppb®
... or because of need for maintenance 0CSC 2

|
|
__/ Eligible for none?

0 Check local eligibility criteria for specific biologic

Return fo section ha

What factors may predict good N\
asthma response to anti-lgE?

+ Blood eosinophils =260/pl ++
+ FeNO 220 ppb +

* Allergen-driven symptoms +
+ Childhood-onset asthma +

What factors may predict good
asthma response to anti-ILS/5R?

+ Higher blood eosinophils +++

» More exacerbations in
previous year +++

« Adult-onset of asthma ++

« Nasal polyposis ++

J

What factors may predict good
asthma response fo anti-IL4R?

* Higher blood eosinophils +++
+ Higher FeNO +++

Consider add-on bfolgg;’g Type 2 —

rd ™,

I|lll l‘|

| Extendtrial to

‘ 6-12 months

| unclear
Choose one \
if eligible; \ Good  yes
tral for at least —= asthma -
4 months and response? Good response
assess response (L to T2-targeted

I
o therapy

STOP add-on

Consider switching
to a different Type
2-targeted therapy,
if eligible

|J".ID

Littlie/no response
to T2-targeted
therapy



AGIR ALERJIK PERSISTAN
ASTIMDA OMALIZUMAB

Alerjik reaksiyonun tim asamalarinda caligsmak

Kalici SAA'li hasta *
SPT (+) ve/veya IgE (+)*

Pulmoner fonksiyonu (PF)
azaltin (FEV, <%80 )*

Agir alevienmeler*

* Orta ila yuksek doz inhale
kortikosteroidler arti
LABA'ya ragmen *

Gece ve giundiz
semptomlar*

. =0

Agir alerjik astimi olan hastalar

Alerjik astim fenotipli
hastanin tedavisinin

amaclan

- Semptomiar kontrold

- QoL iyilestirme

- | Hastaneye yatislar ve
uzman vizitleri

- Tedavinin yan etkilerinden
kacinma

- Alevlenmelerin 6nlenmesi

- PF progresif
bozuklugunun azaltiimasi

- Yeniden yapilanmanin
onlenmesi




OLGU-2

28 YASINDA KADIN HASTA.
SIGARA KULLANIMI YOK.
5 YILDIR PERENIYAL (YIL BOYU SUREN)

HAPSURMA ,
GOZ VE BURUNDA AKINTI,

BURUNDA TIKANIKLIK,

ND YOK?




TETIKLEYICILER

EFORLA, KONUSURKEN, GULME ILE

IRRITANLAR
SOGUK HAVA D

- - - TETIKLEYICILER ILE ND,
MEVSIM GECISLERI KURU OKSURUK
ALERJENLER QLUTCR
INFEKISYONLAR

ESLIK EDEN KURU OKSURUK
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SPIROMETRI ATS-ERS 2019

Expiratuvar platoya ulasma >

»
»

(son 1 sn. de <25 ml akim) ?

N

| Hayir l

Expirasyon siresi = 15 s? > FVC, EOFE
kriterini Karsilar

N

FVC, onceki en buyuk FVC'nin
tekrarlanabilirlik toleransi iginde veya >
buyuk olmasi?

Hayir {

Agizigin mekanik olarak hava akim gegisine
engellenmesi (1sirma, dil ile kapatma vb...)
FVC, EOFE kriteri
olarak “U" kriterini Ekspirasyon sonu IVC’nin FVC’den 100 ml ya da %5
karsilar buyUk olmamasi (hangisi daha buyukse)




Uyarilar

Uyariyi tetikleyen (Sebep Uyarimesaj _______________|Hastayaverilecek talimat

BEV sinir1 agiyor Duraklama siiresi uzun

Yiikselis zamani > 150 ms Yavas baslangig

Platoya ulagilamadi ve expirasyon < 15 s Plato olusmadi
Duraklamasiiresi > 2 s Zorlu ekspirasyona duraklayarak baglama

FVC, onceki manevralardaki en iyi FVC’den daha Distik FVC
diigiik

FIVC > FVC FVC'den 6nce distik inspirasyon

FIVC < 90%FVC Ekspirasyon sonunda disiik inspirasyon

Zorunlu ekspirasyon 6ncesi inspirasyonun akisi 2L/  REVeRl gyt
s'den az

Erken glottis kapanmasi Aniden durma

Ekspirasyonun birinci saniyesinde oksiiriik Ekspirasyonun birinci saniyesinde 6ksiirtik
T T G BT T G EN R E B EL LS T G [ ETR I Bronkodilator bekleme siiresi karsilanmadi
manevrasina kadar gegen siire bekleme siiresinden az

TG G BT S AR e BELEH G G EN-E BT Manevralar arasi fazla bekleme siiresi fazla
tanimli bekleme siiresini agiyor

o v e ae

LELIT LT TH ST EN T T E B CTT ET ERRES S LITR Kalibrasyon bugtin yapilmadi
yapilmamigtir

Derin inspirasyon sonrasi hemen Ufleyin

Derin inspirasyon sonrasi patlatircasina bir gligte
ufleyin

Tamamen akcigerleriniz bosalana kadar tiflemeye
devam edin

Derin inspirasyon sonrasi duraksamadan hemen Ufleyin

mimkiin olan en derin nefesi alin ve tamamen
bosalana kadar devam edin

Uflemeden 6nce cigerlerinizi tamamen doldurun -
mimkiin olan en derin nefesi alin

Cigerlerinizi tamamen bosalttiktan sonra, tekrar derin
nefes almayl unutmayin

Uflemeden 6nce daha hizli bir derin nefes alin

Bogazinizin kapandigini hissediyorsaniz, rahatlayin, ama
nefesinizi itmeye devam edin

Bir sonraki manevraya gegmeden bir miktar su igin
Bronkodilatoriin verildigini onaylayin ve uygun zamani
bekleyin

Gegerli manevranin bronkodilatdr sonrasi olup
olmadigini onaylayin

Hastalari test etmeden dnce kalibrasyon dogrulamasi
yapin




BRONKOPROVOKASYON
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Brons Provakasyon raporu
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Serum Total IgE 540 1U/mI

Eozinofil | %5; 400/ul

?\Ierji deri testi

T ET K | K I_ E R éDermatophagoides p
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HANGI| BASAMAKTA TEDAVI .&

STARTING TREATMENT

in adults and adolescents with a diagnosis of asthma

Track 1 is preferred if the patient is likely fo be poorly adherent with daily controller
ICS-containing therapy is recommended even if symptoms are infrequent, as it
reduces the risk of severe exacerbations and need for OCS.

FIRST
ASSESS:

Confirm diagnosis

Symptom control
and modifiable risk
factors, including
lung function

Comorbidities

Inhaler technique
and adherence

Patient preferences
and goals

START
HERE IF:

(Track 1). Using
as reliever reduces the risk of
exacerbations compared with
using a SABA reliever

START
HERE IF:

CON 4
ALTERNATIVE RELIEVER
(Track 2). Before considering
a regimen with SABA reliever,
check if the patient is likely

to be adherent with daily
controller therapy

ER and

Symptoms less
than 4-5 days
a week

STEPS 1-2

As-needed low dose ICS-formoterol

Symptoms less
than twice
a month

STEP 1
Take ICS whenever
SABA taken

RELIEVER

Symptoms twice

a month or more,

but less than 4-5
days a week

STEP 2
Low dose
maintenance ICS

Symptoms most
days, or waking
with asthma once
a week or more

STEP 3
Low dose
maintenance
ICS-formoterol

or waking with
asthma once a
week or more,
and low lung
function

STEP 4
Medium dose
maintenance
ICS-formoterol

As-needed low-dose |ICE-formoterol

Symptoms most
days, or waking
with asthma once
a week or more

STEP 3
Low dose
maintenance
ICS-LABA

or waking with
asthma once a
week or more,
and low lung
function

STEP 4
Medium/high
dose maintenance
ICS-LABA

RELIEVER: As-needed short-acting B2-agonist

Daily symptoms,

Daily symptoms,

STEP 5

Add-on LAMA

Refer for phenotypic
assessment + anti-IgE,
anti-IL5/5R, anti-IL4R
Consider high dose
ICS-formoterol

STEP 5

Add-on LAMA

Refer for phenotypic
assessment + anti-IgE,
anti-IL5/5R, anti-IL4R
Consider high dose
ICS-LABA

ICS: inhaled corticosteroid; LABA: long-acting beta,-agonist; LAMA: long-acting muscarinic antagonist; MART: maintenance and reliever therapy with ICS-formoterol; OCS: oral
corticosteroids; SABA: short-acting beta-agonist
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TEK HAVAYOLU HASTALIGIN
BIYOPATOLJIK KANITLAR

Rhinitis Asthma
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“IGURE 2 | Histological appearance.
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* BAZAL MEMBRAN FARKLILIKLAR

* LAMINA PROPRIA ® EPITEL HASARI BURUNDA AZ

® CILYALI EPITEL ® REMODELING BRONSLARDA FAZLA
® GLANDLAR ®* DU7Z KAS HUCRELERINDEN SALINAN SITOKINLER

® GOBLET HUCRELERI ® BURUNDA TIKANIKLIK: ODEM, PERMABILITE ARTIS,
** BAZALMEMBRANDA VAZODILATASYON

KALINLASMA ®* BRONSLARDA OBST: DUZ KAS KASILMASI




Adults & adolescents
12+ years
Personalized asthmama nagement

Assess, Adjust, Review
for individual patient needs

STEPS1-2

and

As-needed low dose |Cs-tormoteral

(Track 1). Using 1C5-formaoterol
as reliever reduces the risk of
exacerbations compared with
using a SABA relisver

and
ALTERNATIVE RELIEVER STEP 1
(Track 2). Before considering a gi(ﬁeﬁl(t:askgrenever

regimen with SABA reliever,
check it the patient is likely 1o be
adherent with daily controlier

Confirmation of diagnosis if necessary
Symptom control & modifiable

rsk tactors (including lung function)
Comorbidities

Inhaler technigue & adference
Patient preferences and goals

Symptoms
Exacerbations
Side-effects
Lung function
Patient satisfaction

Treatment of modifiable nsk factors
and comorbidities

Mon-pharmacological strategies
Asthma medications (adjust down/p/hetveen tracks)
Education & skils training

STEPS
STEP4 Add-on LAMA
STEP3 Medium dose Refer for phenotypic
Lo e maintenance assessment + anti-IgE,
maintenance IC3-formoterol anti-1L5/5R, anti-IL4R

Consider high dose
|CS-formoterol

|CS-formaoteral

RELIEVER: As-needed low-dose | CS-formoterol

STEPS
STEP4 Add-on LAMA
STEP 3 Medium/high Refer for phenotypic
STEP 2 Low dose dose maintenance assessment + anti-IgE,
maintenance ICS-LABA anti-IL5/5R, anti-IL4R
Lo Sose ICS-LABA Consider high dose

maintenance ICS ICS-LABA

RELIEVER: As-needed short-acting 32-agonist

Other controller options
for either frack

Low dose ICS wheneuver
SABA faken, oraaly LTRA,
or add HDM SLIT

Medum dose ICS, or
add LTRA, or add
HDM SLIT

Add LAMA or LTRA or
HDM SLIT, or switch 1o
high dose IG5

Add azithromyein (aduits] or
LTRA, add low dose OGS
but consider side-effecty

HDM: house dust mite; ICS: inhaled corticosteroid; LABA: long-acting beta;-agonist, LAMA: long-acting muscarinic antagonist; LTRA: leukotriene receptor antagonist; OCS: oral
corticosteroids; SABA: short-acting betaz-agonist; SLIT- sublingual immunotherapy. For recommendations about initial asthma treatment in adults and adolescents, see Box 3-4A (p 53)

and 3-4B (p.54).

3. Treating to control symptoms and minimize future risk
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Allergen immunotherapy for allergic asthma: A systematic
review and meta-analysis

Alerjik astimda alerjen immuneterapi (AIT)
Semptom skorunu azaltir. ilag skorunu azaltir
= ] SMbErHA
* Yas:lB <we 18> yararh 18 = dogrulanmis, 18=hsklensn
> SCIT=SLIT SCIT dogrulanmus, SLIT. beklenan,
= Iyl = wes 3yl wvararl, +
=  Hafif forta astum s heklensn varar [dogrulanmamisg) Yararh
> DrtafzEir astim: olas yarar Beklenen yarar [dogrulanmamisg)
3  Ewtozu akan, gayir poleni, kedi kipesk ;.
kamitlanmus yarar Ev tozu akan, 2E=c poleni: kanitlanms
> AFac poleni: olas yarar, Mantar: yvarar yok Cayir poleni, mantar olas) yarar
¥ Mongsensitize.: kanitlanms yasrar Ionossnsitizs: olas yarar
* Polisensitize ;glas yarar ([dogrulanmamisg) Paolisensitize: olas yarar
¥ Uzun soreli yarar: calisma yok +
Astim kontrolo: kamit yok Yazam kalitesi: SCIT arttirr. -
Atak: FCIT: kamit yok, SLIT azaltir PEFE:Acik bir fayda yok
FEWL1:kanmt yvok FEF25-7 5:Faydal
Alerjen Spesifik bronkoprovakasoon: Maonspesifik Bronkoprovakesyon,
=  SCIT BHR yi azaltir Ietakolinle BPT: etkilid=Eil
= SLIT: Degisiklik yok Histaminle BET ;AT lehine




*ALLERJEN IMMUNOTERAPI

> SLIT

FARMAKOLOJIK TEDAVIYLE KARSILASTIRMALI AZ
SAYIDA CALISMA

SLIT (EV TOZU AKARI) IKS DOZUNDA HAFIF
DUSME

YAN ETKi AZ (ORAL, GIS)

ONERI: Disuik-orta doz IKS tedavisine ragmen ev tozu akari duyarh a. rinitin eslik
ettigi persistan astimi olan FEV1>%70 Uizerinde olan hastalarda verilebilir (Kanit B)
Potansiyel yarara karsilik yan etki riski ve maliyet gozetilmeli




® ALLERJEN IMMUNOTERAPI

ALLERJENIN ROL OYNADIGI ASTIM+ A. RINOKOJUKTIVIT

> SCIT
AVRUPA: TEK ALERJEN: KUZEY AMERIKA COKLU ALERJEN
SEMPTOM SKOR

ILAC iHTIYACI

ALLERJEN SPESIFIK VE

NON SPESiFIK BHR (BRON§iAL HIPERREAKTIVIT

ONERI:Farmakolojik ve kagcinma secenekleri ile karsilastirildiginda potansiyel yarara
karsi yan etki riski, her enjeksiyondan sonra yarim saat bekletilme kosulunu iceren
zahmet ve uzun siireli maliyet gozetilerek verilebilir (Kanit D)




TEDAVI YANITINI DEGERLENDIR

*TEDAVI BASLADIKTAN
1-3 AY SONRA

®*HER 3 AYDA BIR
DEGERLENDIR

® ALEVLENME SONRASI
1 HAFTA SONRA




Current  Current medication

step and dose Options for stepping down Evidence

Step5  High dose ICS-LABA plus Continue high dose ICS-LABA and reduce OCS dose

BASAMAK

DUSME

oral corticosteroids (OCS)

Use sputum-guided approach to reducing OCS
Alternate-day OCS treatment
Replace OCS with high dose ICS

" High dose ICS-LABA plus

other add-on agents

Moderate to high dose ICS-
LABA maintenance treatment

Refer for expert advice

Continue combination ICS-LABA with 50% reduction in ICS component, by
using available formulations

Discontinuing LABA may lead to deterioration®”!

 Medium dose ICS-formoterol*

as maintenance and reliever

Reduce maintenance ICS-formoterol* to low dose, and continue as-needed
low dose ICS-formoterol* reliever

| High dose ICS plus second

controller

Low dose ICS-LABA
maintenance

Reduce ICS dose by 50% and continue second controller®®

Reduce ICS-LABA fo once daily

Discontinuing LABA may lead to deterioration®”!

 Low dose ICS-formoterol* as

maintenance and reliever

Reduce maintenance ICS-formoterol* dose to once daily and continue
as-needed low dose ICS-formoterol® reliever

* Medium or high dose ICS

Low dose ICS

Reduce ICS dose by 50%®
Adding LTRAT may allow ICS dose fo be stepped down®2

Once-daily dosing (budesonide, ciclesonide, mometasone)**3%
Switch to as-needed low dose ICS-formoterol'68.162.171
Switch to taking ICS whenever SABA is taken!%197.1%

Low dose ICS or LTRA

Switch to as-needed low dose ICS formoterol 18171

Complete cessation of ICS in adults and adolescents is not advised as the
risk of exacerbations is increased with SABA-only treatment’*®

BDP: beclometasone dipropionate; ICS: inhaled corticosteroids; LABA: long-acting betas-agonist; LTRA: leukotriene receptor antagonist; OCS: oral
corticosteroids. *ICS-formoterol maintenance and reliever treatment can be prescribed with low dose budesonide-formoterol or BDP-formoterol. tNote
FDA warning on neuropsychiatric effects with montelukast ***
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_ ASTIM TESHISINDE KLINIK COK ONEMLI -
HAFIF ASTIMDA DUZENLI TEDAVI2REMODELING RISKINi AZALTABILIR
. ) SCIT ONLEYICI TEDAVIZ | .
REMISYON OLASILIGI YOKSA (AKTIVE OLMA IHTIMALI YUKSEKSE ) ERKEN BIYOLOJIK?2
EN DUSUK BASAMAK GEREKTINDE FOMETEROL+IKS
IKS TAMAMEN KESILMEZ

SONUC
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