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INFLAMASYONDAN

BHR'ne...

Brons duvarinin
kalinhginin artmasi

Brongial inflamasyon
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Brons capinda
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Allerjen
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artma

Bronsial cevapta arti
( BHR)

Epitelial hasar
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Vagal refleksin
artmasi
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Havayolu-parankim
etkilegiminin bozulmasi
ve konstriiksiyonda artma

Norojenik inflamasyon
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Duyu sinirlerinin
hassasiyetinin artmasi
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» For Track 2, the previous description of patients suitable for Step 1 treatment (having asthma symptoms less than
twice a month and no risk factors for exacerbations) was introduced in GINA 2014 to limit the use of short-acting
betaz agonist (SABA)-only treatment, as its risks in asthma were already well known.12 This criterion for Step 1
treatment has now been replaced, since GINA has recommended against SABA-only treatment since 2019. Another
consideration for choosing between Step 1 and Step 2 treatment is that, although maintenance ICS almost halved
the risk of serious exacerbations in patients with symptoms <2 days/week in a clinical trial, such patients would be
very unlikely to take daily ICS if it was prescribed in clinical practice. Therefore, for patients with such infrequent
symptoms, taking ICS whenever SABA is taken (Track 2, Step 1) is preferred over daily ICS plus as-needed SABA
(Track 2, Step 2) to ensure that patients receive at least some ICS, rather than taking SABA alone.

SABA TARIHCE




AYDA 2‘DEN AZ SEMPTOM VE ATAK RISKI YOK
VE SON 1 YILDA ATAK YOKSA KONTROL EDICIH
YOK SADECE LH SABA

Presenting symptoms

Preferred initial controller

Asthma symptoms or need for SABA less than twice a month; no
waking due to asthma in last month; and no risk factors for
exacerbations (Box 2-2B, p17), including no exacerbations in the last
year

Infrequent asthma symptoms, but the patient has one or more risk
factors for exacerbations (Box 2-2B); e.g. low lung function, or
exacerbation requiring OCS in the last year, or has ever been in
intensive care for asthma

Asthma symptoms or need for SABA between twice a month and
twice a week, or patient wakes due to asthma once or more a month

Asthma symptoms or need for SABA more than twice a week

No controller (Evidence D)*

Low dose ICS** (Evidence D)*

Low dose ICS** (Evidence B)

Low dose ICS*<(Evidence A)
Other less effective options are LTRA or
theophvlline



Asthma stepwise management - GINA 2014

Treatment with regular daily low dose ICS is
highly effective in reducing asthma symptoms
and reducing the risk of asthma-related
exacerbations, hospitalization and death
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Global Initiative for Asthma (GINA) Guidelines 2014 - www.ginasthma.org




ARTMIS SABA KULLANIMINDA

RISKLER

* Tek basina 1 hafta SABA Kullanimi
 Artmis BHR, EIB
 Artmis inflamasyon

* Azalmis BD yanit
* Artmis atak (3 kutu)

* Artmis mortalite (12 kutu)

Eur RespirJ 2020; 55: 1901872
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3-5 canisters
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FIGURE 2 Associations between baseline short-acting B;-agonist [SABA] use and treatment step and
subsequent risk of asthma exacerbation. Adjusted for age at asthma diagnosis, sex, treatment step and
comorbidity. €2 canisters: patients collecting two or fewer SABA canisters during the baseline year; 23
canisters: patients collecting three or more SABA canisters during the baseline year; HR: hazard ratio.
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FIGURE 5 Association between baseline short-acting Bz-agonist [SABA] use and risk of mortality. 2] Overall
mortality; bl asthma-related mortality; c| respiratory-related mortality. Adjusted for treatment step, Charlson
Comorbidity Index, sex and age. =2 canisters: patients collecting two or fewer SABA canisters during the
baseline year; =3 canisters: patients collecting three or more SABA canisters during the baseline year; HR:

hazard ratio



1 Kutu SABA 200 puf
Yilda 3 Kutu SABA 600 puf

4 Yilda 365 gun: 600/365=1,64 puf
 Giinde 1°den fazla SABA ihtiyaci




GINA 2019

Box 3-5A
Adults & adolescents 12+ years

Personalized asthma management:
Assess, Adjust, Review response

Symptoms

S
Confirmation of diagnosis if necessary :‘S
Symptom control & modifiable
risk factors (including lung function) y
Comorbidities STy
Inhaler technique & adherence

Patient goals

Exacerbations

Side-effects

Lung function

Patient satisfaction Treatment of modifiable risk

factors & comorbidities
Non-pharmacological strategies
Asthma medication options: ig;‘,f,:gﬁ;;:gfngammg
Adjust treatment up and down for
individual patient needs STEP 3
STEP 2
PREFERRED STEP 1 Low dose
CONTROLLER Daily low dose inhaled corticosteroid (ICS), ICS-LABA
to prevent exacerbations § As-needed  lor as-needed low dose ICS-formoterol *
and control symptoms low dose
ICS-formoterol
Other § Low dose ICS [ Leukotriene receptor antagonist (LTRA), or Medium dose
controlleroptions } taken whenever | low dose ICS taken whenever SABA taken t ICS, or lowdose 0
SABA is takent ICS+LTRA # liotropium,
~add-onLTRA
PREFERRED As-needed low dose 1CS-formoterol * As-needed low dose ICS-formoterol t
RELIEVER & :
her & : :
relieveroption | As-needed short-acting B, -agonist (SABA)

* Off-label; data only with budesonide-formoterol (bud-form)
1 Off-label; separate or combination ICS and SABA inhalers

al Initiative for Asthma, www_ginasthma.org

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

# Consider adding HDM SLIT for sensitized patientswith
allergic rhinitis and FEV >70% predicted

wod

GINA 2021

Adults & adolescents
12+ years
Personalized asthmamanagement

Assess, Adjust, Review
for individual patient needs

Symptoms
Exacerbafions
Side-effects
Lung function

CONTROLLER and
PREFERRED RELIEVER
(Track 1). Using 1CS-formaterol
as reliaver reduces the risk of

Confirmation of diagnosis if necessary
Symptom control & modifiable

1i5k factors (including lung function)
Comorbidities

Inhaler techiique & adherence
Patient preferences and goals

Tieatment of modifiable risk factors

exacerbations compared with
using a SABA relisver

CONTROLLER and
ALTERNATIVE RELIEVER
(Track 2). Before considering a
regimen with SABA reliever.
check if the pafient is likely to be
adherent with daily controller

Other controller options
for either frack

B C N A and comorbidities
Patient satisfaction w’ﬁe Mon-pharmacalogical sirategies
Asthma medicailons (adjust dovn/up/betveen tracks)
Education & skills training
STEPS
STEP4 Add-on LAMA
STEP3 Medium dose Refer for phenotypic
_ lom maintenance assessment + anti-IgE,
STEPS1-2 mainterance 1C3-formoterol anti-IL5/5R, anti-IL4R
As-needed low dose |CS-formotercl A :
1CS-formaterol Consider high dose
i
RELIEVER: As-needed low-dose ICS-formoterol
STEPS
STEP4 Add-on LAMA
STEP 3 Medium/high Refer for phenotypic
Low d dose mail +anti-Igk,
STEP1 Ls;?;f e ICS-LABA anti-IL5/5R, anti-IL4R
Take ICS whenaver mainierarce 1CS ICS-LABA UETELTTE 3D
SABA taken

RELIEVER: As-needed short-acting B2-agenist

Low dosz ICS whenever

SABA laKen, or daily LTRA,

oradd HDM SLIT

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

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

Addl azithiomycin (aduks) or
LTRA; addiow dose OCS
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 betax-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).



12+ years

Personalized asthma management
Assess, Adjust, Review
for individual patient needs

TRACK 1: PREFERRED
CONTROLLER and RELIEVER
Using ICS-formoterol as the
reliever* reduces the risk of
exacerbations compared with
using a SABA reliever, and is a
simpler regimen

TRACK 2: Alternative
CONTROLLER and RELIEVER
Before considering a regimen

with SABA reliever, check if the
patient is likely to adhere to daily
controller treatment

Other controller options (limited
indications, or less evidence for
efficacy or safety — see text)

Side-effects
Lung function
c biditi
Patient satisfaction

Treatment of modifiable risk factors

and comorbidities

Non-pharmacological strategies

Asthma medications including ICS (as below)
Education & skills training

— Confirmation of is if necessa
GINA 2024 - Adults & adolescents o of chagnoass ¥ neveseely
risk (see Box 2-2)
- biditi
Inhaler technique & adherence
Patient preferences and goals
Symptoms
Exacerbations

RELIEVER: As-needed ICS-SABA*, gr as-needed SABA

Add LAMA or add LTRA? Add azithromyecin (aduits) or

Medium dose ICS, or
Low dose ICS whenever SABA taken®, 7 add LTRA!. As last resort
or daily LTRA', or add HDM SLIT RULTN. o el oo TeLorswteh | consider adding low dose

OCS but consider side-effects
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severe
asthma guide



TEDAVI-TERMINOLOJI @

e Semptom kontroliinii saglamak ve atak risikini azaltmak icin siklikla iKS iceren tedavi (kurtarici olarak da kullanildigindan)
kafa karisikligi) ‘IKS iceren idame tedavi ‘daha uygun tanim

* Siklik; duzenli planlanan, orn: guinde 2 kere IKS, IKS-LABA,IKS-LABA-LAMA, LTRA, Biyolojik

Kurtarici (Reliever) SABA, SABA+IKS, Formeterol+IKS

e Egzersiz veya alerjen maruziyeti 6ncesi semptomlari rahatlatmak icin

Anti-inflammatory reliever (AIR); orn: IKS-Formeterol, IKS-SABA

* Gerektiginde tek basina IKS-Formeterol
(AIR only) basamak 1-2

Maintenance and reliever treatment (MART); idame ve kurtarici tedavi basmak 3-5 Formeterol+IKS

Global Initiative for Asthma (GINA). Global Strategy for Asthma Management and Prevention. www.ginasthma.org (2023
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GINA 2024 AIR HAKKINDA...

Anti-
inflammatory
reliever

Reliever inhaler that
contains both a low-dose
ICS and a rapid-acting
bronchodilator

asthma symptoms (except before exercise).

Includes budesonide-formoterol, beclometasone-formoterol and
|CS-salbutamol combinations. Patients can also use AIRs as needed

- before exercise or allergen exposure to prevent asthma symptoms

and bronchoconstriction. Non-formoterol LABAs in combination with
ICS cannot be used as relievers. ICS-formoterol should not be used
as the reliever with maintenance ICS-non-formoterol LABAs (p.69).1%

The anti-inflammatory effect of as-needed |CS-formoterol was
demonstrated by reduction in FeNO in several studies.187.188.294

Some anti-inflammatory relievers can be used as-needed at Steps
1-2 as the person’s sole asthma treatment, without a maintenance
treatment (° v’ treatment). Almost all evidence for this is with
|(CS-formoterol. Some ICS-formoterol combinations can be used as
both maintenance treatment and reliever treatment at Steps 3-5 (see
MART, below). For medications and doses, see Box 4-8 (p.84).



AIR-AIR only
tanimlari

IKS-Rapid acting
bronchodilator

icerikleri

Dozlari

KAFA KARISIKLIGINI GIDERMEK ICIN

MDI-DPI
preperatlarina gore

dozlar

Metered doz

(6lculen doz),
delivered doz
(akcigere ulasan doz)

J

Maksimum dozlari




AIR/AIR ONLY

ANTI-INFLAMMATORY ANTI-INFLAMMATORY
RELIEVER (AIR) RELIEVER ONLY (AIR ONLY)
KURTARICI OLARAK TRACK 1, BASAMAK 1-2 iDAME

IKS-FORMETEROL, IKS-SABA IKS-FORMETEROL




AIR-AIR ONLY

KONTROL EDICi ve
TERCiH EDIiLEN
KURTARICI

(1 Yol). IKSformoteroli
kurtarici olarak kullanmak atak
riskini SABA'ya gore azaltir

KONTROL EDICi ve
ALTERNATIF KURTARICI

( Yol 2). SABA fle bir rejime
baslamadan hastanin glinlik
kontrol edici uyumunun iyi
olduguna bakin

Tepetam FM. Algoritmalarla Astim ve
Immunoloji Hastalarinin Yonetiminide
Poliklinik El Kitabi

KONTROL
EDICi

TERCIH
EDILEN
KURTARICI

KONTROL
EDICI

ALTERNATIF
KURTARICI

STEP 1-2

LH dusuk doz
iKS-Formeterol

STEP 3

Dusuk doz
IKS-Formeterol

STEP 4

Orta doz
iKS-Formeterol

ST
S BT,

Gy

T

Kurtarici: LH Dusiik doz IKS-Formeterol “

STEP 2
STEP 1 Dusuk
LH Lo doz IKS
SABA+dusuk
doz IKS

STEP 3

Dusuk doz
IKS-LABA

STEP 4

Orta doz
iKS-LABA

Kurtarici: SABA veya IKS+SABA

DIGER KONTROL
EDICI
SEGCENEKLERI

LH
SABA+Diisuk
doz IKS
veya LTRA
veya
HDM SLIT ekle

Orta dok IKS veye
LTRA ekle veya
HDM SLIT ekle

LAMA ekle veye
LTRA ekle veya
HDM SLIT ekle
veya
Yiiksek doz IKS'ye ge¢

Azitromisin ekle veye
LTRA ekle veya

Yan etkileri gozeterek OKS ekle

(dusuk oneri)

k]



AIR ICERIKLERI

DUSUK DOZ IKS RAPID ACTING BRONCHODILATOR
(HIZLI ETKILI BD)




AIR/AIR ONLY IKS ICERIKLERI

Budesonid

e *AIR only (Basamak 1-2 idame) icin calismasi yok
ama

e MART (Basamak 3-5) kanitlarindan dolayi uygun
olabilir

Beklometazon*




AIR/AIR ONLY RAPID ACTING BETA AGONIST ICERIKLERI

FO rm ete rO l e Etki baslangic hizi 4 dk, salmeterol: 15 dk

e Kombinasyon
SABA e |[KS-SABA kombinasyonu ulkemizde yok
e Ayriolarak kullanilirken

e ‘Low dose IKS taken, whenever SABA is taken °




Tepetam FM.
Algoritmalarla Astim ve
Immunoloji Hastalarinin
Yonetiminide Poliklinik ELl
Kitabl

AIR ONLY ADAYI
OLAN

HASTALAR

1. SECENEK
Oncelikli

2, SEGENEK

Alternatif
Giinliik idame tedavi uyum olasiligini degerl

en>

Giindiiz nefes darhig

Akciger fonksiyonu

Normal

fonksiyonu

Haftada 1- 2 veya daha Haftada 3-5 giinden
az dahaaz e
1.ve 2. BASAMAK
LH formeterol igeren dilsiik doz iKS (AIR ONLY)
2. BASAMAK
Diisiik doz iKS ve
LH SABA

N

Bu opsiyondan dnce giinliik IKS uyum olasiligini

degerlendir.




DOZLAR-MAKSIMUM DOZ

Age

6-11
years

12-17
years

218
years

Inhalers: mcg/inhalation metered dose
[delivered dose] and maximum in any day

Budesonide-formoterol 100/6 DPI [80/4.5]
(maximum total 8 inhalations in any day)

Budesonide-formoterol 200/6 [160/4.5] mcg
DPI or pMDI
(maximum total 12 inhalations in any day)

Budesonide-formoterol 200/6 [160/4.5] or
BDP-formoterol 100/6 mcg, or
(maximum total 12 inhalations in any day?)

Dosing frequency by age group and treatment step
(see next page for additional inhaler options and doses)

Step 1-2 AlR-only: no evidence to date

Step 3 MART: 1 inhalation once daily plus 1 as needed

Step 4 MART: 1 inhalation twice daily plus 1 as needed

Step 5 MART: not recommended

Step 1-2 (AIR-only): 1 inhalation as needed

Step 3 MART: 1 inhalation twice (or once) daily plus 1 as needed
Step 4 MART: 2 inhalations twice daily plus 1 as needed

Step 5 MART: 2 inhalations twice daily plus 1 as needed

Step 1-2 (AIR-only): 1 inhalation as neededt

Step 3 MART: 1 inhalation twice (or once) daily plus 1 as needed
Step 4 MART: 2 inhalations twice daily plus 1 as needed

Step 5 MART: 2 inhalations twice daily plus 1 as needed

tFor beclometasone (BDP)-formoterol, GINA suggests that the maximum total dose in anv day should be 12 inhalations, based on
extensive safety data with budesonide-formoterol; it has
delivered dose for BDP-formoterol 100/6 mcg is 84.6/5 mcg for pMDI and 81.9/5 mcg for DFPI. See next page for more inhaler doses.

Jul may be suitable (see p.82. The



DOZLAR

Metered doz (olculen doz)
Budesonid/Formeterol :200/6
Beklometazon (BDP)/Formeterol 100/6

Delivered doz (akcigere ulasan doz)
Budesonid/Formeterol: 160/4,5

Maksimum doz

e 12 puf
e Budesonid/Formeterol :
e oOlculen doz 72 mcg, (12X6 mcg)
e akcigere ulasan doz 54 mcg (12x4,5 mcg)
e Beklometazon (BDP) /formeterol
* budesonid-formeterolun kanitina dayanarak maximum doz 12 puf



KULLANILAN PREPERATLAR VE DOZLAR

Adults 18 years and older

Budesonide-formoterol DPI or pMDI 200/6 [160/4.5]
(maximum total 12 inhalations in any day®)

Budesonide-formoterol 100/3 [80/2.25]
(maximum total 24 inhalations in any day™)
These doses ONLY for pMDlIs with 3 [2.25] mcg formoterol

Beclometasone-formoterol or 100/6
(GINA suggests maximum total 12 inhalations
in any day*?)

Step 1-2 (AlIR-only): 1 inhalation as needed

Step 3 MART: 1 inhalation twice (or once) daily plus 1 as needed
Step 4 MART: 2 inhalations twice daily plus 1 as needed

Step 5 MART: 2 inhalations twice daily plus 1 as needed

These doses ONLY for pMDIs with 3 [2.25] mcg formoterol

Step 1-2 (AIR-only): 2 inhalations as needed

Step 3 MART: 2 inhalations twice (or once) daily plus 2 as needed
Step 4 MART: 4 inhalations twice daily plus 2 as needed

Step 5 MART: 4 inhalations twice daily plus 2 as needed

Step 1-2 (AIR-only): 1 inhalation as needed

Step 3 MART: 1 inhalation twice (or once) daily plus 1 as needed
Step 4 MART: 2 inhalations twice daily plus 1 as needed

Step 5 MART: 2 inhalations twice daily plus 1 as needed

WiTke,
T



BUDESONID ICEREN AIR PREPERATLARI DPI/MDI

B U D ESO N I D- e Olciilen doz (200/6) , akcigere ulasan doz (160/4,5)
SO BIEE 2 @I | s AIR/AIR only: ihtiyag halinde 1 puf

DPI Veya MDI e Maximum 12 puf

BUDESONID- e Olgiilen doz (100/3) , akcigere ulasan doz (80/2,25)
ulkemizde yok
FORM ETEROL e AIR/AIR only: ihtiyac halinde 2 puf

MDI e Maximum 24 puf




AIR-MART ICIN UYGUN PREPERATLAR

* SYMBICORT TURBUHALER 160/4,5 MCG DOZ INHALASYON ICIN
120 DOZ hkt

* FIXCORT 4,5/160 MCG CAPSAIR INHALASYON
* FORNIT 4,5/160 MCG INHALASYON ICIN TOZ ICEREN 60 KAPSUL

- FORPACK 6 MCG / 200 MCG AEROSOL INHALASYONU ,
SUSPANSIYON (120 DOZ) hkt —

 RESPIDAY DISCAIR 4,5/160 MCG INHALASYON ICIN TOZ (60 DOZ)

* ROLASTYM AEROSOL 160 MCG/4,5 MCG SUSPANSIYON ICEREN
OLCULU DOZ INHALER (120 DOZ) h




AIR OLARAK

KULLANILMAYAN
BUDESONID/FORMETEROL

PREPERATLARI

.JeS0,

olculen doz 100/6,
akcigere ulasan doz 80/4,5




AIR-MART UYGUN OLMAYAN
PREPERATLARA ORNEK

* ROLASTYM AEROSOL 320 MCG/9 MCG SUSPANSIYON ICEREN
OLCULU DOZ INHALER (60 DOZ)

* ROLASTYM AEROSOL 80 MCG/4,5 MCG SUSPANSIYON ICEREN
OLCULU DOZ INHALER

* FORPACK 6 MCG /400 MCG AEROSOL INHALASYONU
* FORPACK6 MCG /100 MCG AEROSOL INHALASYONU
* FORPACK 12/200 MCG DISCAIR INHALASYON ICIN TOZ




BEKLOMETAZON ICEREN AIR ®
PREPERATLARI

e Olciilen doz (100/6), akcigere ulasan
BEKLOMETAZON-
:84,6/5; DPI1:81,9/
FORMETEROL doz (MDI:84,6/5 81,9/5)

e AIR/AIR only: ihtiyac halinde 1 puf
e Maximum 12 puf

DPI veya MDI




BEKLAMETAZON ICEREN AIR-MART

* B-AIR 100 MCG / 6 MCG INHALASYON TOZU, SERT KAPSUL (120 KAPSUL)

« FASTAIR 100 MCG/6 MCG INHALASYON TOZU, SERT KAPSUL (120 KAPSUL)

« FORBEFIX 6/100 MCG INHALASYON COZELTISI

« FOREBEC 100 MCG/ 6 MCG INHALASYON TOZU, SERT KAPSUL (120 KAPSUL)
« FOREBEC 200 MCG/6 MCG INHALASYON TOZU, SERT KAPSUL (120 KAPSUL)
« FOSTER AEROSOL INHALASYON COZELTISI 100 MCG/ 6 MCG 120 DOZ hkt -
« FOSTER NEXTHALER 100/6 MCG KURU TOZ INHALER

« FOTEROL-B 6 MCG/100 MCG INHALASYON COZELTISI ICEREN AEROSOL
(120 DOZ)

* FRONTAIR 100 MCG/6 MCG INHALASYON TOZU, SERT KAPSUL(120 KAPSUL)
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TRACK 1, Steps 1-4: PREFERRED CONTROLLER and RELIEVER for adults and adolescents.

Using ICS-formoterol as an anti-inflammatory reliever (AIR), with or without maintenance ICS-formoterol,
reduces the risk of exacerbations compared with using a SABA reliever, and is a simpler regimen, with a
single medication across treatment steps.

IsTand

For budesonide-formoterol 200/6 mcg [160/4.5] DPI or pMDI*, or
beclometasone-formoterol 100/6 mcg DPI or pMDI

STEP 4 STEP 5
Medium dose Refer for expert
STEP 3 maintenance and reliever assessment,
Low dose maintenance therapy (MART) using =  bh i
— g »phenotyping,
STEPS 1 -2 and reliever therapy (MART)  jow.dose ICS-formoterol P il add:onn

As-needed-only low dose with ICS-formoterol

treatment for
ICS-formoterol reliever

severe asthma

Luzum halinde (LH) 1X1 veya 2x1 2x2

1x1 (max:12 puf) LH 1x1 (max:12 puf) LH 1x1 (max:12 puf)

*In some countries, a budesonide-formoterol pMDI with 100/3 [80/2.25] mcg per actuation is available for AIR-only or MART. For this pMDI, the
recommended number of inhalations is double those shown above above.

GINA 2024 Box 4-7 © Global Initiative for Asthma, www.ginasthma.org
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Maksimum
recetelenen doz

4x2 8 puf

Tepetam FM. Algoritmalarla Astim ve immunoloji
Hastalarinin Yonetiminide Poliklinik El Kitabi

AIR (Anti-inflammatory reliever
=anti-enflamatuar rahatlatici)

Formoterol

Akcigere ulasan doz 1 pufda: 4,5 mcg
(Onerilen gunluk maksimum akcigere ulasan doz
54 mcg
=12 puf
Olculen doz 1 pufda 6 mcg
(Onerilen gunluk maksimum olgulen doz: 72 mcg)
=12 puf

Budesonid

Akcigere ulasan doz 1 pufda: 160 mcg
Olculen doz 1 pufda: 200 mcg
Maksimum gunluk olculen doz 1600 mcg=8 puf

*Formoterol icin gunluk 12 pufa kadar izin olsa da
maksimum budesonid dozu 1600 mcg'yi
astigindan
( 200x12=2400 mcg )

Formoterol+Budesonid gunluk 8 pufa kadar
*Ulkemizde henuiz AIR icin geri 6deme yoktur.

**Beklometazon iceren formeteroliun AIR tedavisinde
kullanimi icin yeterli kanit yok




Yetiskin veya adolesan (12 yas ve lizeri)

inhale Kortikosteroid Toplam giinliik IKS dozu (mcg)

BUD:200x12=2400 1600°den buyuk

. Diisiik Orta Yiiksek Maksj
BDP:100X12=1200;800’den biiyiik ? e
Beklometazon dipropibracprronscamraorcparorasrrrg 200-500 >500-1000 >1000 2000
Beklometazon dipropionat (DPI veya pMDI, ekstra ince partikiil, HFA) 100-200 >200-400 >400 800
Budesonid (DPI veya pMD], standart partikiil, HFA) 200-400 >400-800 >800 1600
Siklesonid (pMD], ekstra ince partikiil, HFA) 80-160 >160-320 >320 640
Flutikazon furoat (DPI) 100 200
Flutikazon propiyonat (DPI) 100-250 >250-500 >500 1000
Flutikazon p >250-500 >500 1000
Mometazon f BUDESONID: 200 DEN BASLA x2 MAX:x8 1600 agh
BEKLOMETAZON 100’le basla, x2 MAX:x8 800
LML FLUTIKAZON PROPIYANAT 100-250;x2 max:x4 (250) 1000 >400

FLUTIKAZON FUROAT 100 diisiik, 200 orta-yiiksek doz

Global Initiat 5 (2023)
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TRACK 2’DE DIGER AIR; IKS-SABA NASIL KULLANILIR?




TRACK 2 STEP 1 TEDAVI: LH IKS-SABA @

Track 2 (alternative) Step 1 treatment options for adults and adolescents: low-dose ICS taken
whenever SABA is taken, using separate inhalers or combination ICS-SABA

Low-dose ICS taken whenever SABA is used (in combination or separate ICS and SABA inhalers) is an option if as-
needed ICS-formoterol is not available, and the patient is unlikely to take regular ICS. This regimen avoids SABA-only
treatment, and may also be useful in regions where the cost of ICS-formoterol is currently prohibitive.

Populations studied

All the evidence for taking ICS whenever SABA is taken is from studies in patients whose asthma was controlled or partly
controlled on daily low-dose ICS, i.e., it has been evaluated as a step-down treatment option.

Evidence

The evidence for taking ICS whenever SABA is taken is from two small studies in adults and two small studies in children
and adolescents, with separate or combination ICS and SABA inhalers.22432Z These studies showed no difference in
exacerbations compared with daily ICS, but in the two studies that included a SABA-only arm, SABA alone was the worst
option for treatment failure.

All four studies used beclometasone dipropionate (BDP). One study of as-needed combination ICS-SABA used a
moderate dose (250 mcg BDP+100 mcg albuterol), and the three studies with separate inhalers used 2 inhalations of BDP
50 mcg [40 mcg delivered dose] for each 2 inhalations of 100 mcg albuterol.
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Track 2, Steps 1-2: As-needed-only ICS-SABA

AsTMS

Combination as-needed ICS-SABA

BEST study, combination BDP-albuterol (Papi et al, NEJMed 2007, n=445, 6 months)

= Mean number of exacerbations per patient per year lower with as-needed combination (0.74) and regular BDP (0.71)
compared with as-needed albuterol (1.63, P<0.001) and regular combination BDP-albuterol (1.76, P<0.001)

Taking ICS whenever SABA taken with separate inhalers

TREXA study, BDP and albuterol, children and adolescents (Martinez et al, Lancet 2011, n=288, 9 months)

» Frequency of exacerbations highest with albuterol alone (49%); lower with daily BDP (28%, p=0.03), daily plus as-
needed BDP and SABA (31%, p=0.07) and as-needed BDP+SABA (35%, p=0.07)

= Growth 1.1cm less in daily and combined groups but not as-needed-only group

BASALT study, BDP and albuterol, adults (Calhoun et al, JAMA 2012, n=342, 9 months)
» Similar exacerbations with as-needed BDP+SABA as with 6-weekly physician-adjusted or FeNO-adjusted ICS

ASIST study, BDP and albuterol, African-American children and adolescents (Sumino et al, Annals ATS
2020, n=206, 12 months)

= Similar symptoms control and exacerbations compared with physician-adjusted ICS

BDP: beclometasone dipropionate; ICS: inhaled corticosteroids; SABA: short-acting beta2-agonists

© Global Initiative for Asthma, www.ginasthma.org



1-2. basamakta iIKS-SABA RCK: NEJM

2007, BEST; FiX KOMBINASYON

n:455; 6 ay paralel grup

As-needed combination therapy

As-needed albuterol therapy

Beclomethasone Regular beclomethasone therapy

(500 pg/day)

Regular combination therapy

f T T T \
Visit 1 Visit 2 Visit 3 Visit 4 Visit 5

T
Visit 6

\ 1
Visit 7 Visit 8

(screening)  (randomization) (end of
treatment)
4-Week Run-In Period
L |
6-Month Treatment Period
AL B al® RR:0
BDP 0 0]0 ALDB ROL: RR:0.74
0 BDDP+ALB al® ALB al® ala o
Al B R () DD a

Rescue Use of Beclomethasone and Albuterol
in a Single Inhaler for Mild Asthma

Alberto Papi, M.D., Giorgio W. Canonica, M.D., Piero Maestrelli, M.D.,
Pierluigi Paggiaro, M.D., Dario Olivieri, M.D., Ernesto Pozzi, M.D.,
Nunzio Crimi, M.D., Antonio M. Vignola, M.D.* Paolo Morelli, Ph.D.,
Gabriele Nicolini, Pharm.D., and Leonardo M. Fabbri, M.D.,
for the BEST Study GroupT

3 100~ As-needed combination therapy
O
.g o "'I.l . '|“:|_, Regular beclomethasone therapy
g 90- e ——
= egular combination therapy
g b “, g
b | M .1
E 80 As-needed albuterol therapy
=
I
<
L
- 70-
=
x
3
3
§ 604 P=0.003 by the log-rank test
2
s 1
0 1 I I I I |
0 50 100 150 200 250

Days after Randomization

Figure 4. Kaplan—Meier Estimates of the Time to First Asthma Exacerbation
in the Modified Intention-to-Treat Population.
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Hafif persistan astim

(Haftada 2’den fazla gunduz
ayda 2’den fazla gece semptomu)

Duzenli IKS ustiun
5-18 yas, n: 843,

RCK Placebo kontrol

44 hafta

rublished 1n final eqited form as:
Lancet. 2011 February 19; 377(9766): 650-657. doi:10.1016/S0140-6736(10)62145-9.

Use of beclomethasone dipropionate as rescue treatment for
children with mild persistent asthma (TREXA): a randomised,
double-blind, placebo-controlled trial

Fernando D Martinez, Vernon M Chinchilli, Wayne J Morgan, Susan J Boehmer, Robert F

04

—— Combined
----- Daily
024 —— Rescue
————— Placebo
0 T T T T T T T
0 50 100 150 200 250 300 350
Days
Number at risk
Combined 71 66 60 56 52 49 43
Daily 72 65 62 58 56 54 48
Rescue 71 66 56 49 48 47 39
Placebo 74 59 52 43 40 38 35

1
400

Figure 2. Kaplan-Meier curves showing the time to first exacerbation

BDP 2*1 LH BDP (40 MCG)+ALBUTEROL (90 MCG)
BDP 2*1 LH PL+ALBUTEROL (2 PUF)

PL2*1 LH BDP+ALBUTEROL (2 PUF)
PL2*1 LH PL+ALBUTEROL (2 PUF)




Tum calismalarda dahil edilen hastalar hafif persistan astim

A Pragmatic Trial of Symptom-Based Inhaled
Corticosteroid Use in African-American Children
With Mild Asthma LI'UI' 1£= 1D l.-'r-:rLdI-Ulﬂﬁ,l, L.},l pl’L[H’Ul’lLIlDﬂlldtUl’ lE.‘k| value or

greater than or tqu:jl to 80% prcdictcdf and (4) asthma symptoms
Rescue Use of Beclomethasone and Albuterol up to 4 times a week (defined by Modified Asthma Evaluation
in a Single Inhaler for Mild Asthma

Questionnaire score'~ of up to 2 in 2 of 3 questions, with total score

Use of beclomethasone dipropionate as rescue treatment for

Alberto Papi, M.D., Giorgio W. Canonica, M.D., Piero Maestrelli, M.D ) . . . )
Pierluigi Paggiaro, M.D., Dario Olivieri, M.D., Emesto Pozzi, M.D. children with mild persistent asthma (TREXA): a randomised,
Nunzio Crimi. M.D.. Antonio M. Vienola. M.D.* Paocla Marelli. Ph.D

double-blind, placebo-controlled trial
Classification of Asthma Severity

Components of (Youths >12 years of age and adults) Participants were defined as having mild persistent asthma 1f they had, on average, more
Severity T than 2 days per week with symptoms (eg, wheezing), more than 2 days a week on which
Intermittent Mild Modaate Saere they had to use albuterol to control symptoms, or more than two awakenings at mght per
PP <2 days/wook | >2 daysiweek Daily Throughout month when not using controller medication, or if they had to use daily controller treatment
St oy Ny tr lrann thair dicardar wall aonteallad |
Nighttime L2x/month 3-4x/month > 1x/week but Often 7x/week
awakenings not nightly . . - -
[ Shortadng  <2dasiwesk | 52 depfueck Daily Seveal s Comparison of Physician-, Biomarker-, and Symptom-Based
y-agonist use
Impairment  for symptom control > 1x/day . . i ] .
(Rt proverion Strategies for Adjustment of Inhaled Corticosteroid Therapy in
Normal FEV,/FVC: = — .
iay B mfemcouth | M| Mok | s ks Adults With Asthma:
40-59yr 75%
S e o cimakigg The BASALT Randomized Controlled Trial
exacerbations
Wnghadtin | “Ciad” | emkd’ | pmdde | pebced _ _ L
Ao TR B EER The Best Adjustment Strategy for Asthma in the Long Term (BASALT) randomized trial
normal normal reduced 5% reduced »5% included 342 participants with mild to moderate persistent asthma; these imndividuals were

Dick




Tepetam FM.
Algoritmalarla Astim ve
Immunoloji Hastalarinin

Yonetiminide Poliklinik El
Kitabi

Track 2 Basamak 1

(hafif intermittan)
adayi olan hastalar

1. SECENEK
Oncelikli

2, SEGENEK

Alternatif
Giinliik idame tedavi uyum olasiligini degerlendir

Giindiiz nefes darhig

Akciger fonksiyonu

Haftada 1- 2 veya daha

az

1. BASMAK
LH iKS+SABA
(Liizum halinde ikisi birlikte)
Giinliik iKS uyumsuzluk orani yiiksek olan hastalar

Normal

fonksiyonu

Haftada 3-5 giinden
daha az e
1.ve 2. BASAMAK
LH formeterol ieren diigfik doz iKS (AIR ONLY)
2. BASAMAK
Diisiik doz iKS ve
LH SABA

Bu opsiyondan dnce giinliik IKS uyum olasiligini

degerlendir.




1-2. BASAMAKTA IKS-FORMETEROL; AIR (n:9565

SEVERE EXACERBATIONS

ICS- SAB Odds Ratio Odds Ratio
Study or Subgroup formoterol A Weight M-H, Random, 95% CI M-H, Random, 95% CI
Novel START 9 220 23 223 12.3% 0.37 [0.17, 0.82] —
SYGMA 1(1) 70 1277 141 1277 87.7% 0.47 [0.35, 0.63] m
Total (95% CI) 1497 1500 100.0% [0_45 [0-34 5 0_60] ] .
Total events: 79 164
Heterogeneity: Tau® = 0.00; Chi? = 0.28, df = 1 (P = 0.59); * = 0% 0.01 0.1 10 100
Test for overall effect: Z = 5.55 (P < 0.00001) Favours PRN FABAJ/ICS Favours PRN FABA
Test for subgroup differences: Not applicable
ICS- ICS Odds Ratio Odds Ratio
g i 2 o 3 o
Study or Subgroup formoterol o e Weight M-H, Random, 95% CI M-H, Random, 95% CI
Novel START 9 220 21 225 10.8% 0.41 [0.19, 0.93]) —_———
PRACTICAL 37 437 59 448 23.5% 0.61[0.40, 0.94] —gpuo L
SYGMA 1 70 1277 74 1282 29.1% 0.95 [0.68 , 1.33] S
SYGMA 2 171 2089 173 2087 36.7% 0.99[0.79, 1.23]
Total (95% C) s023 w2 1000%  [0.79 [0.59 , 1.07]|
Total events: 287 327
Heterogeneity: Tau? = 0.05; Chi? = 7.32, df = 3 (P = 0.06); I = 59% 0.2 0.5 1 2

Test for overall effect: Z = 1.51 (P = 0.13) Favours PRN FABA/ICS Favours regular ICS

Test for subgroup differences: Not applicable

ICS: inhaled corticosteroid; SABA: short-acting betaj,-agonist

Crossingham, Cochrane 2021

ED VISITS AND HOSPITALISATIONS

ICS- SAB Odds Ratio Odds Ratio
Swudy or Subgroup formoterol A right  M-H, Random, 95% CI1 M-H, Random, 95% CI
Novel START (1) 13 220 36 23 67.2% 0.33[0.17, 0.63] -
SYGMA 1 6 1277 15 1277 32.8% 0.40 [0.15, 1.03] ]
Total (95% CI) 1497 1500 100.0% [0,35 [0.20, 0,60]] <&
Total events: 19 51
Heterogeneity: Tau? = 0.00; Chi? = 0.11, df = 1 (P = 0.74); I* = 0% 0.01 01 10 100

Test for overall effect: Z = 3.80 (P = 0.0001) Favours PRN FABA/ICS Favours PRN FABA

Test for subgroup differences: Not applicable

ICS- IC Odds Ratio Odds Ratio
Study or Subgroup formoterol S Weight M-H, Random, 95% CI M-H, Random, 95% CI
Novel START 13 220 24 225  27.4% 0.53[0.26 , 1.06) ——
PRACTICAL 4 437 8 448 93% 0.51[0.15, 1.70) — ==
SYGMA 1 6 1277 8 1282 12.0% 0.75[0.26 , 2.17] S
SYGMA 2 25 2089 36 2087 51.3% 0.69 [0.41[}1.15) =
Total (95% CI) 4023 4042 100.0% [0,63 [0.44, 0,91]] <>
Total events: 48 76
Heterogeneity: Tau? = 0.00; Chi? = 0.60, df = 3 (P = 0.90); I = 0% o1 02 05 — %

Test for overall effect: Z = 2.47 (P = 0.01) Favours PRN FABA/ICS

Test for subgroup differences: Not applicable

Favours regular ICS

ICS: inhaled corticosteroid; SABA: short-acting beta,-agonist



FORMETEROL-IKS; SABA-IKS’YE GORE KANIT DEGERI DAHA@
YUKSEK

» Gerektigine Budesonid-
Formeterol etkinlik ve guvenilirlik
1-2. kanit degeri (n~10.000)

=EEEE D ¢ Gerektiginde IKS-SABA 1 RKC
(n=455 Papi et al, NEJMed
2007)

© Global Initiative for Asthma, www.ginasthma.org



BASAMAK 3-5

2. SECENEK KURTARICI

IKS-SABA
NASIL EKLENDI?
MANDALA
RKC:N:3132 24 HAFTA

—— Albuterol (180 pg)-budesonide (160 ug)

(N=1013)

(N=1054)

—— Albuterol (180 pg)-budesonide (80 ug)

Albuterol (180 ng)
(N=1056)

The NEW ENGLAND

A Intention-to-Treat Analysis

No. at Risk

Albuterol (180 pg)—-budesonide (160 ug)
Albuterol (180 pg)-budesonide (80 pg)
Albuterol (180 ug)

Cumulative Probability of Severe Exacerbation

1.00+

0.90+

0.80+

0.70

0.60

0.504

0.40

0.30+

0.20+

0.10+

0.00—

0.50+

0.40+

0.30

0.20

0.10

Albuterol (180 pg)-budesonide (160 ug) vs. albuterol (180 pg):
hazard ratio, 0.74 (95% Cl, 0.62-0.89); P=0.001

Albuterol (180 pig)—budesonide (80 pg) vs. albuterol (180 ug):
hazard ratio, 0.84 (95% Cl, 0.71-1.00); P=0.052

—_—

0.00

T T T T T T T T T T T T 1
0 8 16 24 32 40 48 56 64 72 80 88 96 104112

T
32 40 48 56 64 72 80 38 9% 104

0 8 16 24
Weeks since Randomization
1013 941 866 827 561 454 429 245 92 70 39 12 7 0

1054 966 902 2343
1056 944 844 782

564 453 419 239 104 83 35 & 3 1
534 415 381 220 97 74 33 4 4 2

JOURNAL of MEDICINE

ESTABLISHED IN 1812 JUNE 2, 2022

VOL. 386 NO. 22

Albuterol-Budesonide Fixed-Dose Combination Rescue Inhaler

for Asthma

Alberto Papi, M.D., Bradley E. Chipps, M.D., Richard Beasley, D.Sc., Reynold A. Panettieri, Jr., M.D.,

Elliot Israel, M.D., Mark Cooper, M.Sc., Lynn Dunsire, M.Sc., Allison Jeynes-Ellis, M.D., Eva Johnsson, M.D.,

Robert Rees, Ph.D., Christy Cappelletti, Pharm.D., and Frank C. Albers, M.D.

ALBUTEROL-BUDESONID FiX KOMBINASYON
AKCIGER ULASAN (DELIVERED DOSE): 90/80

2 PUF 180/160

OLGULEN DOZ (METERED DOSE):100/100
2 PUF 200/200
HR:0.74 ATAK RiSKi %26 DAHA AZ




\WNITI l]-//_
7

Gl
Z
wod

TRACK 2, Steps 1-4: Alternative CONTROLLER and RELIEVER for aduilts
and adolescents, with ICS-SABA reliever

lsl“\\i

If maintenance and reliever medications are in different types of inhaler device, or if changing steps
requires a change in device, train patient in correct inhaler technique. Make sure the patient knows
which inhaler should be taken regularly, and which one as needed.

STEP 4
Medium/high dose STEP 5
STEP 3 MaNtORAGS Refer for expert
Low dose ICS-LABA assessment,
STEP 2 maintenance * phenotyping,
Low dose ICS-LABA and add-on
STEP 1 maintenance treatment for
Take ICS whenever ICS severe asthma

SABA taken*

RELIEVER: as-needed ICS-SABA*, or as-needed SABA

=n : Practice points
Combination ICS-SABA Add a new inhaler for
inhaler, taken regular use, continue Amaximum number of 6 as-needed doses (each 2 puffs of 100/100 meg budesonide-salbutamol [80/90 meg delivered

as needed as-needed inhaler dose]) can be takenn a day. It s essentilfo educate pafients aboutthe diferent purpose of their maintenance and

s I ? IS
KULLAN" | “ANIT YOK

GINA 2024 Box 4-9 with ICS-SABA © Global Initiative for Asthma, www.ginasthma.org
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SABA ve IKS-SABA KULLANIM SEKLI

Fj”]\\;‘

LH 1-2 inhalasyon

24 saatte maksimum 8 inhalasyon
Ataklarda

ilk 1 saat icinde, 20 dakika aralarla 4-10 puf
1 saatten sonra, 3-4 saatte 4-10 puf veya 1-2 saatte 6-10 puf SABA

IKS-SABA BASAMAK 3-5 AIR

Budesonid- albuterol Olglilen doz: 100/100, akcigere ulasan doz (80/90)
Her ihtiya¢ halinde 2 puf=200/200 mcg
Maximum 6 kere

© Global Initiative for Asthma, www.ginasthma.org



BASAMAK 3-5'de
NEDEN 1. SECENEK iKS-Formeterol (n:30.000)
1 RCS iKS-SABA; (N:3132 Papi et. NEJMed 2022

Favors | Favors Favors | Favors 1 57 oe. Asneededterbutalie
SMART : Control SMART : Control g As-needed formoterol =
- ' | | g 204 — Asneeded budesonide-formoterol e JP' 0
_.._ —r._ i i o p<0.00
3 ol — |
E ] R —I-
% < >
T ™ IlTTli T ™1 0‘5 g B lllo 2'0 W i_g_
0.2 10 50 ’ : 2 ' Favours SIT Favours CBP
Risk Ratio (95% Cl) Risk Ratio (95% CI) T T T T T 1
0 60 120 180 240 300 360
0.68 (058 to 080) ‘ 0.77 (0.60 to 098) OR0.83 (0'70 to 0'98) v ‘ Time since randomisation (days)
Compared with same Compared with higher Compared with Compared with formoterol
dose ICS-LABA +SABA dose ICS-LABA + SABA  conventional best practice or SABA reliever
Sobieraj et al, Cates et al, Rabe, Lancet 2006
JAMA 2018 Cochrane 2013 N=3,395, all taking maintenance

(n=22,748) (n=4,433) budesonide-formoterol

NTIq 7,
o 1 ?"'f).
Y -
3 =
F.s'[u\\{




GINA KURTARICI 1. YOLAK (AIR) KANIT DEGERI @

* MART etkinlik ve guvenilirlik
3.5 kanit degeri (n ~30.000)

. Gerektiginde IKS-SABA,
“CEEIELLER ' RKC (n=3132 Papi et 4l
NEJMed 2022)

© Global Initiative for Asthma, www.ginasthma.org



GINA KURTARICI 1. YOLAK AIR
AVANTAJLARI

SABA gibi tekrar
kullanabilmek igin saatler

Hastalar ve Klinisyenler Semptomlari rahatlatmak

icin Basit olmasi icin boyunca beklemek
durumunda degiller
- idame kurtarici olarak tek * egzersiz-alerjen * 1-3 sn sonra tekrar
preperat maruziyetinden once bir alabilir
- Basamak ¢cikmak veya inhalasyon alabilirler - Tek seferde maksimum 6
inmek i¢cin doz sayisini puf
degistirmek kafi

« Yazili eylem planinda IKS
ve Formeterol doz artisi
beraber yapiliyor

© Global Initiative for Asthma, www.ginasthma.org



BASIT VE ETKILI OLAN TERCIH EDILMELI @
ULKEMIZDE SAYILI PREPERAT AIR ICIN UYGUN

© Global Initiative for Asthma, www.ginasthma.org
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