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Dogru Soru
Yol Ayriminin Ne kadar Farkindayiz?
Farkindaligimizi arttirmak I¢in Pusulamiz ne olmali?




Global initative for asthma (GINA)

YILDA IKI KERE ASTIM STRATEJISINE ENTEGRE EDILMIS
KANITLARI TUMUYLE GOZDEN GECIRIR

CALISMA DIZAYNINI, POPULASYONLARI VE
KLINIK ONEMINI DIKKATLICE DEGERLENDIRIR.

SADECE NE DEGIL, NASIL DEGISTI SORUSUNA
DA ODAKLANARAK REVIZYON ONERISINDE
BULUNUR
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AMAC

GINA, kanita dayali bir strateji raporudur

Astimda farkindaligi arttirmak

Tum diinya ¢capinda kapsamli isbirligiyle
astim gelisimini ve yonetimini iyilestirmek

200 ‘den fazla ulke tarafindan
indirilmektedir

Lokal saglik sistemleri ve ilaclarin
ulasilabilirligine gore uyarlanabilir
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Tedavi seciminde

E Populasyon Duzeyinde Yarar risk orani (kanita dayali; RKC, meteanaliz)
(@

Tedavi Secimi Basamak 5: tip 2-Non tip2

Hastanin karakteristik ozellikleri, fenotipi

e Atak riski veya diger olumsuz sonuclar
Diger hastalara kiyasla anlamli farkli yanit

} Hasta Dizeyinde e Multimorbidite

Tedavi Secimi e Hastanin hedefi, kaygi, inanc, tercihi
e Maliyet, ulasilabilirlik
e Yetenek, uyum
e {lacin cevreye etkisi



Tedavi Opsiyonlarinin seciminde

Populasyon dluizeyinde
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|, Et £ 74  Verimlilik
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Bireysel Kontrol edici secimi

Fenotipi FliEd
P degerlendirmeler

e Ulasilabilirlik

e inhaler teknik

e Uyum

e Hasta
memnuniyeti

e Maliyet

e Minimum cevre
zararl

Semptom
kontrolu
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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: giinde 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 (2024)
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GINA 2021
Populasyon
Duzeyinde

Kurtaricl Seciminde
ki yol ayrimi




Astimda Kurtarici Secimi

STEP 4
STEP 3
KONTROL Orta doz
epici STEP 1-2 Diisiik doz
iKS-Formeterol 53 -tounatsto)

KONTROL EDICi ve o dugtik dos

TERCIH EDILEN

KURTARICI TRRCw

(1 Yol) IKS-formoterolii KURTARICI Kurtarici: LH Diisiik doz IKS-Formeterol

kurtarici olarak kullanmak atak

riskini SABA'ya gore azaltir

STEP 4
STEP 3
SEERS Orta doz
s KONTROL Disiik doz

KONTROL EDICi ve eoici ke pasik || ikS-LABA IKS-LABA

ALTERNATIF KURTARICI saBArdisak| [ 902 1KS

( Yol 2). SABA ile bir rejime doz iKS

baglamadan hastanin glnltk

kontrol edici uyumunun iyi ook Kurtarici: SABA veya IKS+SABA

olduguna bakin

s LAMA ekle
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ASTHMA TREATMENT STEPS IN ADULTS AND ADOLESCENTS

Box 4-6. Personalized management for adults and adolescents to control symptoms and minimize future risk

L8]] Confirmation of diagnosis if necessary
GINA 2024 - Adults & adolescents Shiablytibar oo
12+ years risk factors (see Box 2-2)
Comorbidities
Personalized asthma management Inhaler technique & adherence
Assess, Adjust, Review Patient preferences and goals
for individual patient needs Sy
Exacerbations
Side-effects y )
Lung function Treatment of modifiable risk factors
it and comorbidities
Comorbidities Non-pharmacological strategies
Patient satisfaction Asthma medications including ICS (as befow)
Education & skills training

TRACK 1: PREFERRED
CONTROLLER and RELIEVER
Using ICS-formoterol as the
rellever” reduces the risk of
exacerbations compared with

using a SABA rellever, and is a

See GINA
severe
asthma guide

TRACK 2: Alternative
CONTROLLER and RELIEVER
Before considering a regimen
with SABA reliever, check if the
" A . W o X
patientis ikely to achera to dally o RELIEVER: As-needed ICS-SABA®, or as-needed SABA
controller treatment o~
Other controlfer options (limited = Medium dose ICS, or Add LAMA or add LTRAT Add azithromycin (aduits) or
indications, or less evidence for wagymxgmgﬁ?’ g add LTRA', or add or add HDM SLIT, or switch m’&%
efficacy or safety — see texi) —{ @i S HDM SLIT to high dose ICS-onfy OCS bifkvonsider side-offects



T ATAKLARI AZALTMAK YUKSEK
ONCELIKLI

Hasta yuku,
persistan hava
akimi kisitlanmasi

gelisimi
J

Saglik sistemine

i OKS yan etki riski

J




Astimda Kurtarici Secimi

STEP 4
STEP 3
KONTROL Orta doz
epicl STEP 1-2 Dusiik doz
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STEP 4
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KONTROL EDICi ve epici STEP1 || pusak s iKS-LABA

ALTERNATIF KURTARICI saBa+dusak| | 9°% IKS

( Yol 2). SABA ile bir rejime doz iKS
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Kontrol edici ilagc uyumuna
dikkat (stk SABA maruziyeti
olmamali)

2. YOL
ALTERNATIF (gj Mevcut tedavi ile stabil ve
KURTARICIVYI hastanin tatmin olmast

SECERKEN

V Son1 yil atak olmamall




Patients/

exacerbations n/n HR [95% Cl)
Treatment step 1-4
2 canisters 245365/71128 ] 1.00
3-5 canisters 75381/27240 = 1.26 (1.24-1.28)
6-10 canisters 26384/11496 - 1.44 (1.41-1.46)
211 canisters 6768/3730 -~ 1.77 (1.72-1.83)
Treatment step 1
<2 canisters 55332/13153 1.00
23 canisters 29993/9297 - 1.18 (1.14-1.21)
ARTMIS SABA KULLANIMINDA
€2 canisters 62162/17215 . 1.00
M 3 canisters 26059/9832 - 1.28 (1.25-1.32)
I { I S K L E I { Treatment step 3
€2 canisters 88804/27 137 1.00
23 canisters 34282/14 469 - 1.41 (1.38-1.44)
Treatment step 4
2 canisters 39067/13623 1.00
23 canisters 18199/8868 - 1.46 (1.42-1.50)
0.5 1 1.5 2

FIGURE 2 Associations between baseline short-acting By-agonist [SABA] use and treatment step and
subsequent risk of asthma exacerbation. Adjusted for age at asthma diagnosis, sex, treatment step and

* Tek basina 1 hafta SABA Kullanimi
. comorbidity. <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.
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211 canisters 7140/18 - - 6,33 13.56-11.26)
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M . . FIGsUR » Association between baseline short-acting Mp-agonist (SABA) use and risk of mortality. «l Overall
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Comorbidity Index, sex and age «2 canisters: patients collecting two ar fewer SABA canisters during the

baseline ywar; =3 canistars: patients collacting three or more SABA canisters during the baseline year; HR
hazard ratio




ATAK RISKI VEYA OYKUSU VARSA
KURTARICI: AIR: IKS+ FORMETEROL/SABA

Box 3-5. Treating potentially modifiable risk factors to reduce exacerbations and minimize OCS use

Risk factor Treatment strategy Evidence
Any patient with one or Ensure patient is prescribed an ICS-containing treatment. A
;n;r:errlgzt:zims for Switch to a regimen with an anti-inflammatory reliever (ICS-formoterol or A
(including poor ICS-SABA) if available, as this reduces the risk of severe exacerbations
gp compared with if the reliever is SABA.
symptom control)

Ensure patient has a written action plan appropriate for their health literacy. A
Review patient more frequently than low-risk patients. A
Check inhaler technigque and adherence frequently; correct as needed. A
Identify and manage any modifiable risk factors (Box 2-2. p 37). D
=21 severe Switch to a regimen with an anti-inflammatory reliever (as-needed ICS- A
exacerbation in last formoterol or ICS-SABA) it available, as this reduces the risk of severe
year exacerbations compared with if the reliever is SABA.

Consider stepping up treatment if no modifiable risk factors.

Identify any avoidable triggers for exacerbations.



GINA HAFIF ASTIMDA NEDEN 1. YOLAGI TERCIH
EDIYOR?

e Gerektigine Budesonid-
) Formeterol etkinlik ve guvenilirlik
: kanit degeri (n~10.000)

SEEEINMELCER | Gorektiginde IKS-SABA 1 RKC
(n=455 Papi et al, NEJMed 2007)




KONTROL EDICI TEDAVI SECIMINDE

HAFIF ASTIM ORTA PERSISTAN BASAMAK 3-4
BASMAK 1-2 AGIR PERSISTAN ASTIM BASMAK 5



KONTROL
EDICI

TEDAVIYE
BASLAMA

These recommendations are based on evidence, where available, and on consensus.

Presenting symptoms

Infrequent asthma symptoms,
e.g., 1-2 days/week or less

Asthma symptoms less than
3-5 days/week, with normal or
mildly reduced lung function

Asthma symptoms most days
(e.g., 4-5 days/week or more);
or waking due to asthma once a
week or more, or low lung
function. See p.80 for additional
considerations for starting at
Step 3.

Daily asthma symptoms, waking
at night with asthma once a
week or more, with low lung
function

Initial asthma presentation is
during an acute exacerbation

Preferred INITIAL treatment Alternative INITIAL treatment
(Track 1) (Track 2)

Low-dose ICS taken whenever SABA is
taken, in combination or separate inhalers
(Evidence B). Such patients are highly unlikely
to be adherent with daily ICS.

As-needed low-dose ICS-
formoterol (Evidence A)

Low-dose ICS plus as-needed SABA
(Evidence A). Before choosing this option,
consider likely adherence with daily ICS.

Low-dose ICS-formoterol Low-dose ICS-LABA plus as-needed SABA

maintenance-and-reliever (Evidence A) or plus as-needed

therapy (MART) (Evidence A) IC5-SABA (Evidence B), OR
Medium-dose ICS plus as-needed SABA
(Evidence A) or plus as-needed ICS-SABA
(Evidence B). Consider likely adherence with
daily maintenance treatment.

Medium-dose ICS-formoterol ' Medium- or high-dose ICS-LABA

maintenance-and-reliever (Evidence D) plus as-needed SABA or plus as-

therapy (MART) (Evidence D). needed ICS-SABA. Consider likely adherence
with daily maintenance treatment.

High-dose ICS plus as-needed SABA Is
another option (Evidence A) but adherence is
worse than with combination |[CS-LABA.

Treat as for exacerbation (Box 9- | Treat as for exacerbation (Box 9-4, p.167 and
4 p 167 and Box 9-6, p171), Box 9-6, p.171), including short course of OCS
including short course of OCS if | if severe; commence medium- or high-dose

| severe; commence medium- ICS-LABA plus as-needed SABA (Evidence D).
. dose MART (Evidence D).



Tepetam FM. Glndiz nefes darhg Akciger fonksiyonu
Algoritmalarla Astim ve |

Immunoloji Hastalarinin
Yonetiminide Poliklinik El
Kitabl l

Haftada 1- 2 veya daha Haftada 3-5 gunden

HAFIF ASTIMDA ” N
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1. BASMAK mﬁm‘: e
2. SECENEK LH KS+SABA LHSABA
Alternant {izum halinde ikisi birlikte :
GUnluK idame tedavi uyum olasihdin dederdendie Ganlik (‘;ts uyumsuzluk orant yuksek olan )hastalu | 8 opsiyondan W uyum ciasihgin




TRACK 2’ DE NEDEN FARKLI 2 SECENEK
VAR?

* 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 2 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.
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KULLANMA
SEKLi -DOZ

Adults 18 years and older

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

These doses ONLY for pMDis with 3 [2.25] meg formoterol

Step 12 (AlR-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

Budesonide-formoterol DPI or pMDI 200/6 [160/4 5]
{maximum total 12 inhalations in any day™)

Budesonide-formoterol pMDI 100/3 [80/2_25]
(maximum total 24 inhalations in any day™)
These doses ONLY for pMDis with 3 [2.25] mecg formoterol

Step 12 (AlR-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

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

For abbreviations, see p.11. *Maximum total inhalations in any day = as-needed doses plus maintenance doses, if used.

tBeclometasone (BDP)-formoterol has not been studied for as-needed-only use (Steps 1-2), but it may be suitable
given its efficacy for MART in moderate-severe asthma.Z£ GINA suggests that the maximum total dose of

BDP-formoterol in any day should be 12 inhalations, based on extensive safety data with budesonide-formoterol.22
For more details, see p.82.

#Budesonide-formoterol 400/12 [320/4.5] mcg should not be used as an anti-inflammatory reliever. For adults/
adolescents, GINA does not suggest use of budesonide-formoterol 100/6 [80/4.5] as an anti-inflammatory reliever,

since most evidence is with budesonide-formoterol 200/6 [160/4.5] mcg. 85

TFor beclometasone (BDP)-formoterol, GINA suggests that the maximum total dose in any day should be 12 inhalations, based on
extensive safety data with budesonide-formoterol; it has not been studied as-needed only but may be suitable (see p.82. The
delivered dose for BDP-formoterol 100/6 mcg is 84 .6/5 mcg for pMDI and 81.9/5 mcg for DPI. See next page for more inhaler doses.



AIR
Maksimum doz

Tepetam FM. Algoritmalarla Astim ve immunoloji
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Yetiskin veya adolesan (12 yas ve lizeri)

inhale Kortikosteroid

Toplam giinliik IKS dozu (mcg)

Diistik Orta Yiiksek Maksimum
Beklometazon dipropionat (pMD], standart partikiil, HFA) 200-500 >500-1000 >1000 2000
Beklometazon dipropionat (DPI veya pMD], 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 propiyonat (pMDI, standart partikiil, HFA) 100-250 >250-500 >500 1000
Mometazon furoat (DPI) DPI cihazina bagh
Mometazon furoat (pMD], standart partikiil, HFA) 200-400 >400

Global Initiative for Asthma (GINA). Global Strategy for Asthma Management and Prevention. www.ginasthma.org (2023)
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BASAMAK 3-5 MART ADAYLARI

- For Track 1, as-needed-only low-dose IC5-formoterol has been the preferred treatment option for both Step 1 and
Step 2 since 2021, so together they are called "Steps 1-2'. Accordingly, the descriptions of evidence and other
considerations are now also presented for Steps 1-2 together. A common question 1s which patients should instead
start treatment at Step 3, 1L.e., with low-dose ICS-formoterol being taken as maintenance-and-reliever therapy
(MART) rather than as-needed-only. There is no specific evidence to guide this choice, but clinical factors that are
suggested for consideration of starting with MART (if permitted by local regulators) include symptoms every day,
current smoking, low lung function, a recent severe exacerbation or a history of life-threatening exacerbation,
impaired perception of bronchoconstriction (e_g. low initial lung function but few symptoms), severe airway
hyperresponsiveness, or current exposure to a seasonal allergic trigger (p.78).



ASTHMA TREATMENT STEPS IN ADULTS AND ADOLESCENTS

Box 4-6. Personalized management for adults and adolescents to control symptoms and minimize future risk

L8]] Confirmation of diagnosis if necessary
GINA 2024 - Adults & adolescents Shiablytibar oo
12+ years risk factors (see Box 2-2)
Comorbidities
Personalized asthma management Inhaler technique & adherence
Assess, Adjust, Review Patient preferences and goals
for individual patient needs Sy
Exacerbations
Side-effects y )
Lung function Treatment of modifiable risk factors
it and comorbidities
Comorbidities Non-pharmacological strategies
Patient satisfaction Asthma medications including ICS (as befow)
Education & skills training

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

See GINA
simpler regimen severe
asthma guide
TRACK 2: Alternative
CONTROLLER and RELIEVER
Before considering a regimen
with SABA reliever, check if the
patisntis likely;to adhera o cally o RELIEVER: As-needed ICS-SABA®, or as-needed SABA
coniroller treatment ~
™ T TR v
) 5 : ‘ . Add azithromycin (adults) or
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indications, or less evidence for or daily LTRAY. or add HDM SLIT add LTRA', or add or add HDM SLIT, or switch Coviokia odding tow dose
efficacy or safety — see texi) —{ @i S HDM SLIT to high dose ICS-onfy OCS bifkvonsider side-offects



Orta-Agir Astimda
Basamak 3-5
Kurtarict Secimi e
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ATAK RISKI VEYA OYKUSU VARSA
KURTARICI: IKS+ FORMETEROL/SABA

Box 3-5. Treating potentially modifiable risk factors to reduce exacerbations and minimize OCS use

Risk factor Treatment strategy Evidence

Any patient with one or Ensure patient is prescribed an ICS-containing treatment. A

;n;r:errlgzt:zims for Switch to a regimen with an anti-inflammatory reliever (ICS-formoterol or A

(including poor ICS-SABA) if available, as this reduces the risk of severe exacerbations

gp compared with if the reliever is SABA.

symptom control)
Ensure patient has a written action plan appropriate for their health literacy. A
Review patient more frequently than low-risk patients. A
Check inhaler technigque and adherence frequently; correct as needed. A
Identify and manage any modifiable risk factors (Box 2-2. p 37). D

=21 severe Switch to a regimen with an anti-inflammatory reliever (as-needed ICS- A

exacerbation in last formoterol or ICS-SABA) it available, as this reduces the risk of severe

year exacerbations compared with if the reliever is SABA.

Consider stepping up treatment if no modifiable risk factors.

Identify any avoidable triggers for exacerbations.




GINA KURTARICI 1. YOLAK KANIT DEGERI

* MART etkinlik ve guvenilirlik
3.5 kanit degeri (n ~30.000)
' o Gerektiginde IKS-SABA,

1 RKC (n=3132 Papi et al,
NEJMed 2022)

Basamakta




“I GINA KURTARICI 1. YOLAK
AVANTAIJLARI

SABA gibi tekrar
kullanabilmek icin saatler

Hastalar ve Klinisyenler Semptomlari rahatlatmak

icin Basit olmasi icin

boyunca beklemek
durumunda degiller

e idame kurtarici olarak e egzersiz-alerjen ¢ 1-3 sn sonra tekrar
tek preperat maruziyetinden once bir alabilir

e Basamak ¢ikmak veya inhalasyon alabilirler e Tek seferde maksimum 6
inmek icin doz sayisini puf

degistirmek kafi

e Yazili eylem planinda iKS
ve Formeterol doz artisi
beraber yapiliyor




YAZILI
EYLEM
PLANI

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

HASTANIN ALMAKTA OLDUGU ASTIM KOTULESMESINDE KISA SURELI

TEDAVI DEGISIKLIK KANIT DOZEYI
= 'ﬁﬁ‘ ".""--—_':: S8 = v -f
Dusik doz IKS-formoterol (AIR)  Ihtiyaca gore IKS-formoterol kullanmim sikhiim arttir A
. - SABA kulanim sikhigini arttir,
ISR SN Do SgRIeL: D/ MD! igin spacer ekle N
Kontrol edici tedaviyi arttir
Dizenli IKS-formoterole devam et ve ihtiyag halinde !
|KS-formoterolil antir

Budesonid kombinasyonunda

. - e Formeterol igin maksimum gunitk
ﬁ(";jg'r't:gwgfo"a‘w“c"m‘“n sigiilen doz 72 mcg. akcigere ulasan doz 54 mcg A

Beklometazon kombinasyonunda
Formeterol igin maksimum gunitk
oicllen doz 48 mcg, akcigere ulasan doz 36 mcg
oiacak sekilde ayarianir
Dazenli IKS, gerektiginde SABA IKS'yi dort katina ¢Ik B
Dizenli IKS-formoterol, A
gerektiginde SABA |KS-formoterol'c dort katina ¢ik 8
Duzenti IKS ¢ LABA Daha:ok;ek doz baska bir IKS-LABA 5
s Med'owe ombinasyonuna ge¢ veya

gerekugi ayrni olarak dort kat artacak sekilde #ave IKS ekie D

Agir atak durumunda (PEF/FEV1 <%60 beklenenin

kesmeye gerek yok

OKS veya kigisel en iyl degerin) veya A
48 saat iginde tedaviye yanit yoksa OKS ekle

40-50 mg/gln prednizolon ya da es degeri 5-7 glin D

Iki haftadan kisa sUreli kullanimiarda azaltarak a



Glindtiz nefes darhg: Astim nedeniyle uyanma

Akciger fonksiyonu

Duisiik

veya : :
akciger = Haftada bir veya daha
3 fonksiyonu fazla
SECENEGI
3. BASAMAK
1. SECENEK Idame ve kurtarici olarak Formeterol iceren diisik doz IKS
Oncelikli (MART)
Tepetam FM. Algoritmalarla Astim ve immunoloji - ::OAS'AMAK o
.. L S . 2. SECENEK -Dlsd z IKS+LABA ve
Hastalarinin Yonetiminide Poliklinik El Kitabi % ombon LH SABA veya LH IKS+SABA
GunlUk idame tedavi uyum olasih@im degerlendir veya
-Orta doz IKS ve LH SABA veya LH IKS+SABA




Giindiiz nefes darhg Astim nedeniyle uyanma

Akciger fonksiyonu

Diisiik
akciger
fonksiyonu

ve ve

Glinlik astim semptomlar Haftada bir veya daha
fazla

BASAMAK 4
KONTROL

7 o
S E C E N E G I 1. SECENEK idame ve kurtarici olarak Formeterol igeren orta doz IKS
Oncelikli (MART)"

4. BASAMAK

4.BASAMAK
2. SECENEK -Orta veya yiiksek doz IKS+LABA ve
Alternatif LH SABA veya LH IKS+SABA
Gunlluk idame tedavi uyum olasihifim degerlendir veya

. : .. -Yliksek doz IKS ve LH SABA veya LH IKS+SABA
Tepetam FM. Algoritmalarla Astim ve Immunoloji X

Hastalarinin Yonetiminide Poliklinik El Kitabi

*Kurtanicr digik doz IKS-Formeterol



Atakla Basvuran Hasta

Akut atakla basvuran

A

Kisa sireli OKS iceren atak
tedavisi
-idame ve kurtarici olarak Formeterol
iceren orta doz iKS (MART)




OZETLE

1.SEGENEK

Girkib icame tedavt rum clasd e degerend

Gindiiz nefes darhi

Haftada 1- 2 veya daha
a

Haftada 35 glinden

Lve 2. BASAMAK

LK formeterol ieren dUguk doz IS (AIR ONLY)

1. BASMAK
LHIKS+SABA
(Liizuen halinde [kisi birfikte)
GUk 15 upsmrsaziuk oran yUksek olas havala

Gindaz nefes darhé

Akcider fonksiyony

1. SECENEK

2. SEGENEK

Gunidk idame sedavi uyum olasiigsni degecendr

LH SABA veya LH IKS+SABA

veya
-Orta doz [KS ve LH SABA veya LH IKS+SABA




INHALER SECIMI ve BIREYSEL
FAKTORLER

* |IKS astimda atak riskini ve astimla ilgili mortaliteyi azaltir

* Farkliinhaler tipler; ODI, KTi, kapsul, breath actuated, mist inhaler,
nebul.
* Farliinhaler teknik
* Prime/dont prime
e Sallama /sallama gerektirmeyen
* Twist/flip/press (Bukme, cevirme, basma)
* Fast/slow
* Haftalik yikanan/nemlendirilmemesi gereken
Farkli farkliinhaler
Daha fazla hata

* Baziinhalerler bazi hastalar icin uygun degil ;kognigtif, tremor

Global Initiative for Asthma (GINA). Global Strategy for Asthma Management and Prevention. www.ginasthma.org (2023)
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Cogu hastanin inhaler teknigi yanlis

* Yanlis inhaler teknik
* Daha fazla semptom
e [lag uyumunda azalma

e Daha fazla atak



dl =10 K

Shared decision-making between health professional and patient about choice of inhalers

For this patient, which is the right class of medication?

Consider exacerbation risk reduction, symptom control, adverse effects

If different reliever and controller inhalers are needed. consider
questions below for both

Ulasilabilirlik/
For these

< et karsilanilabilirlik/
. i o
Hastanin 5 e et maliyet
yete he gi Consider local availability,

access, number of inhalers

2=R and cost to patient (higher
becerisi cost =» non-adherence =
t o more exacerbations)
Ibadace can'ikh Which of these
patient use correctly ﬁ::r"\'rg; inhalers has the
after training?

lowest environmental
SELECTION

impact?
faulty technique = more Safest and best Consider manufasturing,
symptoms, more urgent for the patient and propeliant (for pMDIs),
health care, and greater for the planet and potential for
environmental burden il sk

Test technique often:

Follow-up: Is |tICI
the patient satisfied

with the medication(s) gaz/cevre
and inhaler(s)?

: CFC/HFA
Consider all of
above steps

Hastanin

tatmin
olmasi

Global Initiative for Asthma (GINA). Global Strategy for Asthma Management and Prevention. www.ginasthma.org (2023)
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Nispi glukokortikoid reseptori baglama afinitesi

Tum IKS Molekiilleri Ayni mi?
iKS’YE iLISKIN FARMAKOKINETIK VE FARMAKODINAMIK VERILER

FLUTIKAZON FUROAT

3500 Reseptor baglama afinitesi 70 Mutlak biyoyararlanim
3000 60 62
2989

2500 = 50

£

c

o
2000 o 40

2

2 39
1500 1775 S 30

o

5

1345 =
1000 20
935
16
500 10 =
Flutikazon furoat Flutikazon propiyonat Beklometazon Budesonid KTI Flutikazon furoat Flutikazon propiyonat Beklometazon Budesonid KTI
KTi KTi dipropiyonat KTi KTi dipropiyonat
ODi ODi

FF’'nin yUksek reseptor baglama afinitesi dusuk terapotik doz ile iligkili olup, bu da dusuk
biyoyararlanimi ile birlikte diger IKS’lere kiyasla sistemik etkiler potansiyelini azaltir
FF monoterapisi KOAH’ta kullanim icin ruhsath degildir. Mutlak biyoyararlanim saghkli goniillilerde belirlenmistir.

Glukokortikoid reseptorii baglama afinitesi, afinitesi = 100 olan deksametazona kiyasladir. Beklometazon dipropiyonat igin AKAif metabolitler igin reseptér baglama afinitesi (beklometazon 17-monopropiyonat)
gosterilmektedir.

KTi, kuru toz inhaler; FF, flutikazon furoat; iKS, inhale kortikosteroid; ODI, 6lciilii doz inhaler
1. Daley-Yates PT. Br J Clin Pharmacol. 2015;80:372—-380.



HANGI IKS

= 2.9 = Budesonide
= Fluticasone propionate
2.5 2.3
= 2 +* Budesonid: ¢ozunirliigi fazla
g: 1S - ¢ Flutikazon: lipofilik
<>
=2 T Hava akimi kisitlamasinda
o.5 - - e Orofarengeal birikim
o - * Renal klirens fazla
Before methacholine After methacholine
Figure 2 Mean areas under curves of plasma drug concen
tion wvs. time (AUC) for single inhaled doses of budesos

(800 1) and fluticasone (1000 1) before and after challg

with methacholine . The relative reduction in AUC caused by

90
80
_Ef 70
= - > ;
E o -
3 11 J
SO -
§ "1 —e— Budesonide
40 - —a— Fluticasone
—o— Beclomethasone
30 T T T T T T L3 L]
o] 500 1000 1500 2000 2500 3000 3500 4000
Dose (1g)

Figure 3 Comparative vasoconstrictor efficacy of three inhaled corticosteroids in 10 corticosteroid naive patients with asthma.*'



Tum LABA'lar Ayni mi?
LABA’LARA iLISKIN FARMAKOKINETIK VE FARMAKODINAMIK VERILER

OZELLIKLER FARMAKOKINETIK VE FARMAKODINAMIK J
Baslangict,/, Secicilik orani Doz aralig
(min) (B,/B;) (saat)
Vilanterol 8.62+0.27
Salmeterol 6.84 £ 0.03 15.2+0.6 12
indakaterol 6.84 +0.16 161
Formoterol 8.56 +0.18 150f 12

VI monoterapisi KOAH’ta kullanim igin ruhsath degildir.
*Salmeterole karsi P<0.001; T Vilanterole karsi P<0.0001. In vitro veriler, klinik anlami bilinmiyor.

LABA, uzun etkili B2-agonisti; pEC50, logaritmik donustirilmis yar maksimum etkili konsantrasyon; t1/2, ayrisma yarilanma dmr
1. Slack RJ et al. ) Pharmacol Exp Ther. 2013;344:218-230. 2. Cazzola M et al. Am J Respir Crit Care Med. 2013;187(7):690-6



IKS DOZU ARTTIKCA ETKI/YAN ETKI

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®

Reaelationship of Fluticasonese Proplionate dose, clinical effect,
arvcd risik of systermic side oeffects

Maodhurm oo

L

% of maximum clnial eect

Y Increase 1 i of ystemic side e

YRR

250 S00 TS50 1000
Daily dose of Fiuticasone Propionate (pa9)
Efficacy outcoOrTw Systemic sicde eoffect
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Am J Respir Crit Care Med Vol 188, Iss 12, pp 14711477, Jun 15,2018 Copyright © 2019 by the American
Thoracic Scciety Originally Published in Press as DOI: 10. 1184/rccm . .201810-1868Clon January 15,2018
Internst address: wwawatsjoumals.org




Yetiskin veya adolesan (12 yas ve lizeri)

inhale Kortikosteroid

Toplam giinliik IKS dozu (mcg)

Diistik Orta Yiiksek Maksimum
Beklometazon dipropionat (pMD], standart partikiil, HFA) 200-500 >500-1000 >1000 2000
Beklometazon dipropionat (DPI veya pMD], 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 propiyonat (pMDI, standart partikiil, HFA) 100-250 >250-500 >500 1000
Mometazon furoat (DPI) DPI cihazina bagh
Mometazon furoat (pMD], standart partikiil, HFA) 200-400 >400

Global Initiative for Asthma (GINA). Global Strategy for Asthma Management and Prevention. www.ginasthma.org (2023)
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Astimda Kurtarici Secimi

STEP 4
STEP 3
Orta doz
KONTROL 2
Epic STEP 1-2 Dusiik doz | jks-Formeterol
iKS-Formeterol '

KONTROL EDICi ve LH dustk doz
TERCIiH EDILEN iKS-Formeterol

KURTARICI e _
(1Yol). IKS-formoterol KURTARICI Kurtarici: LH Diisiik doz IKS-Formeterol

kurtarici olarak kullanmak atak
riskini SABA'ya gore azaltir

STEP 4
STEP 3
A= Orta doz
s KONTROL Disiik doz

KONTROL EDICi ve eoici S pasuk || IKS-LABA IKS-LABA

ALTERNATIF KURTARICI saBA+dusak| | 902 1€S

( Yol 2). SABA ile bir rejime doz iKS

baglamadan hastanin glnltk

kontrol edici uyumunun iyi ook Kurtarici: SABA veya IKS+SABA

olduguna bakin

LH LAMA ekle veye
pI& ONTR SABA+Dslk Orta dok IKS veye LTRA ekle veya Azitromisin ekle veye
Tepetam FM. Algoritmalarla Astim ve el | .,.‘;:.'_'-::A oot iy HOM SLIY ekle van ..u.t',?m“ atacar Ora ks
i loii H l Y6 iminid SEGENEKLERI s o i i (dasik dneri)
Pmnt:nokcgiKas;a arinin Yonetiminide e oz IKS'ye geg
oliklini itabi




HANGI ANTIKOLINERJIK-HANGI M BLOKERI?

TABLE 1 Binding affinities (pKi) and dissociation half-lives (t1/2) of anticholinergics against
muscarinic My, M, and M3 receptor subtypes

pK; ti/2 h
M, M, M, M, M, M,
Ipratropium 9.40 9.53 9.58 0.1 0.03 0.22
Aclidinium 10.78 10.68 10.74 6.4 1.8 10.7
Glycopyrronium 10.09 9.67 10.04 2.0 0.37 6.1
Tiotropium 10.80 10.69 11.02 10.5 2.6 27
umeclidinium 9.8 o8 10.2

(GSKS573719) . . .
pIssociaton constants aeterminea Dy anatysing compeuuon kinetics curves in the presence of

[N-methyl-°H]scopolamine and different concentrations of unlabelled antagonist. Data from [65].

Gosens et al., Eur Respir J 2018; 52: 1701247



Muskarinik Reseptorler

P

M1

Epitel hicreleri, periferik ac
Otonom sinir sistemi
Beyin
Gastrik Gland

&

M2

Kalp

Diz kas hiicrelerinde otoreseptor
(inhibitor)

S

M3

Duz kas
Salgi
Pupil

Vaskuler



Umeklidinyumun M2 den ayrilma sdresi
Tiotropriumdan 4 kat daha hizli

1ADLIL 1

Receptor binding data

Data represent the mean = S.E.M., where N = 3 for [’H-NMS]-based experiments and N = 4 for [PH]GSK5'

kinetic parameters are k,, = M~ ! - min

! kog=min" ', and t,, = minutes.

mAChR Subtype

Compound M1 M2 M3

GSK573719 versus [PH-NMS]

Ki (nM) 0.16 =+ 0.01 0.15 = 0.01 0.06 + 0.01

pK; 9.8 9.8 10.2
[PHIGSK573719

pKp 9.79 + 0.08 10.5 + 0.01

Bon 2.29 +0.11 x10? 5.67 + 0.45 x10%

Bosr 0.074 + 0.004 0.0089 + 0.0012

49 9.4 + 0.5 82.2 + 0.0012
[3H]Tiotropium

pKp 10.3 + 0.08 10.7 + 0.07

Bice: 1.26 + 0.10 x10° 4.09 + 0.55 x10%

Bose 0.023 + 0.008 0.0026 + 0.0003

tim 39.2.+9.%7 272.8 + 27.6

J Pharmacol Exp Ther 345:260-270, May 2013
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- Yol Haritasinda YARAR-RISK d

Orta Yol

engesi -



Yarar—Risk oranini degerlendirmek

Astim semptom kontroluntun saglanmasi
Ataklarin onlenmesi

Persistan hava akimi kistlanmasinin, S YU SEMEIL NS LT

OKS maruziyetinin azaltilmasi
Yuksek doz IKS maruziyetinin azaltilmasi

Remisyonun saglanmasi,
Progresyonun onlenmesi
(BHR azaltilmasi)
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