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Tanisal Ozellik Astim Tanisini Kesinlestiren Kriterler

1. Oykiide degisken solunumsal semptomlar

Hirilti, nefes darligi, goguste e Genellikle birden fazla solunumsal semptom

skisma ve oOksuruk vardir (yetigkinlerde astima bagli izole 6ksuruk

Tanimlamalar toplumun kulttrel yapisi nadirdir)

ve yasa gore degisiklik gosterebilr e Semptomlarin sikligi ve siddeti zaman icinde degisiklik
gosterebilir.

e Semptomlar gece veya sabah uyaninca kotulesir.
e Semptomlar siklikla egzersiz, gulme, allerjenler, soquk
tetiklenir.

e Semptomlar siklikla viral enfeksiyonlarla birlikte ortaya
da kotulesir.




Biomarker Clinical context or Clinical utility of biomarker
population

1. INITIAL DIAGNOSIS OF ASTHMA

Blood Adults with typical In a patient with typical asthma symptoms, high BEC may support a

eosinophil symptoms of asthma, but | diagnosis of Type 2 asthma, but consider non-asthma causes of

count (BEC) normal or obstructive elevated BEC ias above). Low BEC does not rule out asthma 2880271974
spirometry without a Diagnosis of asthma is further supported if there is a clinical response to

positive bronchodilator asthma treatment (see Box 1-1 [p.24] and Box 1-2 [25]).
responsiveness test

FEND Adults with tylp“:al In & Aatiant with funical asthma cvumatame A hinkh Eabli™ saau cninnact &

symptoms of asthma, | 2. PHENOTYPING OF ASTHMA
normal or obstructive

spirometry without a 2.1 Mild-to-moderate asthma

positive Ibmnchodilatn BEC Identification of asthma High BEC in a patient with an established diagnosis of asthma is
responsiveness test phenotypes in adults and | consistent with eosinophilic asthma.12:47.985
adolescents
FeNO Identification of asthma High FeNO in a patient with an established diagnosis of asthma is
phenotypes in adults and | consistent with Type 2 asthma 12425
adolescents .
W 4
Serum total Identification of asthma One or more positive tests for a clinically-relevant allergen-specific IgE
IgE phenotypes in adults, (or skin prick tests) in a patient with an established diagnosis of asthma

adolescents and children | is consistent with allergic asthma, 1242585 when consistent with a medical

Allergen- history of symptoms triggered by exposure to specific aeroallergen(s).

specific IgE




TiP 2 BIOMARKER LARIN ROLU

*»Tipik astim semptomlari gosteren bir hastada, spirometri veya PEF mevcut degilse veya test negatifse,

*»Tip 2 astim tanisi asagidakilerle desteklenir: FeNO: >50 ppb (yetiskinler/ergenler); >35 ppb (cocuklar)
s Kan eozinofil sayisi: ulusal/bélgesel referans araliginin Gzerinde

¢ Ancak, kan eozinofilleri ve FeNO, alerjik durumlar ve paraziter enfeksiyonlar dahil olmak Gzere
diger astim disi durumlar nedeniyle de yukselebilir.

s*Dustk kan eozinofilleri ve diisiik FeNO astimi ekarte etmez



KLINIKTE NE iSIMIZE YARAR

s Astim tanisi
s Astim fenotiplemesi
** Prognoz: alevlenme riski

¢ Tedavi secimi veya yaniti 6ngdérme (hafif, orta, siddetli astim)



A\
Does the patient have
severely uncontrolled
YES = &
respiratory symptoms/
signs? (see Box 9-4)
NIO
\J
Further history and tests for
< . Is spirometry or PEF S alternative diagnoses
available and feasible? Is alternative diagnosis
confirmed?
|
Y%S | YES
Perform lung function ;
test(s) as in Box 1-2, e.g. Repeat during
» o .  Spirometry or PEF before sympto;gs
and after bronchodilator gcrjccii(:ir(‘)snla?trests
Y 2 Is va_ria_ble_ expiratory airflow (Box 1-2)
unlikely, treat empir& with | |
ICS-containing treatment YES NO
(Boxes 4-5 & 4-11) !
Review response in Y
1-3 months, including PEF .
or spirometry if available | C-g-'ec%tnft%ri ;?lthg‘eaawtn;ment Treat for alternative
Have symptoms (and So0 Boros ‘?_5 & 4-11 diagnosis

lung function if available)
improved?
I



INITIAL DIAGNOSIS OF ASTHMA IN ADULTS,
ADOLESCENTS AND CHILDREN 6-11 YEARS

Does the patient have severely uncontrolled
respiratory symptoms/sighs?
Treat as exacerbation (Box 9-4)

Is the patient already taking ICS treatment?

See Boxes 1-3 and 1-4 for diaghostic
approach in patients already on ICS

\“THT/I'
G

Patient with chronic or recurrent respiratory symptoms @ 3 2
Are the symptoms typical of asthma? N /
; AsTnd
Detailed history & examination @ N
Do history & examination support diagnosis of asthma? —/ :

-@

Further history and tests for

x|

Consider biomarkers* =

l

If other diagnoses are unlikely, treat empirically with
ICS-containing treatment (Boxes 4-5 & 4-11)

l

Review response in 1-3 months, including PEF
or spirometry if available

Have symptoms (and lung function if available) improved?

Refer for higher level advice

FeNO: fractional exhaled nitric oxide; ICS: inhaled corticosteroids; PEF: peak expiratory flow

~(=

(no) . : . alternative diagnoses
[} L PEF lable?
—/ ® splromety er avarane Is alternative diagnosis
@ confirmed?
v _
) "
—/ Perform lung function test(s), e.g. spirometry or PEF epes uring G@
before and after bronchodilator (Box 1-2) Symptoms or

consider additional
tests (Box 1-2)

......... .

Treat for asthma with ICS-containing treatment Treat for alternative
(Boxes 4-5 & 4-11) diagnhosis

Is variable expiratory airflow confirmed?

Investigations | | Treatment

*In a patient with typical asthma symptoms, elevated FeNO or elevated blood eosinophils can
support a diagnosis of Type 2 asthma. Lower levels do not rule out asthma (see text)

GINA 2025, Box |-1
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2. CONFIRMED VARIABLE EXPIRATORY AIRFLOW

Feature Considerations, definitions, criteria

Excessive variability in The greater the variations, or the more occasions excess variation is seen, the more
expiratory lung function confident the diagnosis of asthma. If initially negative, tests can be repeated during
(one or more of the symptoms or in the early morning. If spirometry is not possible, PEFT may be used,

following): but it is less reliable. * *

Positive bronchodilator (BD) Adults: increase from baseline in FEV1 or FVC of 212% and 2200 mL, with greater
responsiveness (reversibility)  confidence if the increase is 215% and 2400 mL; or increase in PEFT 220% if
test with spirometry (or PEFT)  spirometry is not available.

Children: increase from baseline in FEV1 of 212% predicted (or in PEFT of 215%).

Measure change 10-15 minutes after 200—400 mcg salbutamol (albuterol) or
equivalent, compared with pre-BD readings. Positive test more likely if BD withheld
before test: SABA 24 hours, long-acting bronchodilators 24—-48 hours (see below).

Excessive variability in twice-  Adults: average daily diurna@riabiliw >10%*
daily PEF over 2 weeks*

Children: average daily diurnal PEF variability >13%*

Increase in lung function after Adults: increase from baseline in FEV1 by 212% and 2200 mL (or PEFT by 220%)
4 weeks of treatment after 4 weeks of daily ICS-containing treatment

Children: increase from baseline in FEV1 of 212% predicted (or in PEFT of 215%).



NITIY
Q \ ////

Bronchodilator (BD) responsiveness

1STHMS

Untreated asthma: patients obtain quick symptomatic relief with rapid-onset BD
Reflected in an increase in FEV, and PEF (and sometimes FVC) within 10-15 minutes

Random BD testing has very limited utility, especially if long after disease onset (Beasley et al, AIRCCM 2024)
Asthma is variable: symptoms (and bronchoconstriction) not present all the time
ICS-containing treatment - increased pre-bronchodilator FEV, = decreased BD responsiveness
Longer asthma duration - some patients develop persistent airflow limitation - decreased BD responsiveness
Some patients with a diagnosis of COPD (with/without asthma) have significant BD responsiveness

Current ERS/ATS criterion for BD responsiveness in clinical practice is an increase in FEV, or FVC from
baseline by 212% and 2200 mL of the baseline value

Used as one of gold standards in 2022 ERS Guidelines on Diagnosis of Asthma (Louis et al, ERJ 2022)

ERS/ATS Technical Standards Committee proposed changing this criterion to an increase in FEV, or FVC
from baseline by >10% of the predicted value (Stanojevic et al, ERJ 2021)

Based on data for mortality; not compared with other diagnostic tests for asthma

The Technical Committee did not advocate adoption of this change for clinical practice

GINA will review this again when more data are available; no change recommended in the meantime

© Global Initiative for Asthma, www.ginasthma.org



Yiiksek Eozinofil:

Erkeklerde

Sabahlari ogleden sonraya gore

Sigara icenlerde

Parazit enfeksiyonlarinda

Alerijik hastaliklarda, ornegin atopik dermatit,

alerjik rinit veya alerjene maruz kaldiktan sonra

Diger astim disi durumlarda,
ornegin eozinofilik bronsit, EGPA

Kan eozinofilleri dij§ijktijr:
Bazi astim fenotiplerinde
Oral kortikosteroid kullanan hastalarda

(ayrica inhale / nazal kortikosteroidlerle birlikte)

Yiiksek FeNO

Erkeklerde daha yuksek

Ogleden sonra

Alerjik hastaliklarda,

ornegin atopik dermatit, alerjik rinit
Alerjene maruz kaldiktan 24 saat sonra
(duyarlilik varsa)

FeNO diisiiktiir:

Sigara icenlerde

Bronkokonstriksiyon sirasinda

Dusuk akciger fonksiyonu olanlarda

Inhale kortikosteroid alan hastalarda

(ayrica oral / nazal kortikosteroidlerle birlikte)
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GINA 2025 - PERSONALIZED ASTHMA MANAGEMENT

tttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttt
-

Confirmation of diagnosis if necessary

.................................................... . Symptom control & modifiable

Symptoms risk factors
Exacerbations Comorbidities
Side-effects

Comorbidities

Inhaler technique & adherence

Patient (and parent/caregiver)

references and goals
Lung function P 9

Consider biomarkers

Patient (and parent/caregiver)
satisfaction Treatment of modifiable risk factors

and comorbidities
Non-pharmacological strategies

Asthma medications including ICS
Education & skills training, action plan

ICS: inhaled corticosteroids

GINA 2025, Box 3-3 © Global Initiative for Asthma, www.ginasthma.org



m The role of periostin, eosinophil cationic protein (ECP), nesfatin-1, and
NUCB2 in asthma and obesity

Nurhan Sarioglu, mp? (®, Ayla Solmaz Avcikurt, MpD®, Adnan Adil Hismiogullari, phD¢ and Fuat Erel, mpd

* X

8.00  — |
B Non-obese asthmatic

6.00 - Obese asthmatic

= mm Control

E

£ 4.00

Q

2 %

§ 2.00 — % % %

ECP Nesfatin Periostin

ECP and periostin have been identified as a predictor of asthma independent of

obesity.
J Asthma 2025; 62(5):787-793.



GINA ASTIM TEDAVi HEDEFLERI

= Uzun donem astim semptom kontrolii: az/hi¢c semptom yok, uyku bozuklugu yok, fiziksel
aktivitede kisitlanma yok

= Uzun donem riskin azaltilmasi: alevlenme yok,
iyilesmis/stabil akciger fonksiyonu,
OKS yok

ilag yan etkisi yok



REMISYON

= Guncel raporlar cogunlukla biyolojik tedavi goren agir astimli hastalara yoneliktir

= |KS iceren tedaviyle hafif- orta astimda da remisyon gériilmektedir ve bazen kendiliginden
duzelmektedir.

= Devam eden solunum semptomlari olan hastalarda :

Multimorbidite, anksiyete ve/veya depresyon, orta veya siddetli kalici hava akimi
kisitlanmasi vs arastiriimali



Astim semptom kontrolinin bozulmus olmasi

Yiiksek doz SABA (ayda >1 kutu --mortaliteyi T)
Yetersiz IKS (recete edilmemis, uyumsuz, yanlis inhaler teknik)
Komorbiditeler (Obezite, Kr.Rinosinizit, GOR, Gebelik)
Sigara icme, allerjen maruziyeti
Psikososyal /sosyoekonomik problemler
Dusiik akciger fonksiyonu
_ ORACLE 2 Meta-analiz verileri
Tip 2 inflamasyon belirtegleri:
(kan eozinofilisi, FeNO T)
Ciddi atak oykusu



Inflammatory and clinical risk factors for asthma attacks

(ORACLE2): a patient-level meta-analysis of control groups
of 22 randomised trials

Oxford Asthma Attack Risk Scale 2 (ORACLE2),
1993 ile 2021 arasi 22 RKC dahil edilmis

5972 hasta yillik atak oranlar (orta-siddetli atak)

= Yuksek kan eozinofl ve FeENO duzeyi

= Atak oykusu

= Hastalik siddeti (ag1 astim—orta astima gore)
= FEVI de %10 azalma

= ACQ skorunda bozulma

= Bronkodilator reversibilite--- ciddi atak riskinin daha dusuk olmasiyla iliskilendirilmistir (%10 artis basina,
RR 0,93 [0,90-0,96])

» Lancet Respir Med. 2025 Jun;13(6):505-516.



 Inflam matory and clinical risk factors for asthma attacks
(ORACLE2): a patient-level meta-analysis of control groups
of 22 randomised trials
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» Lancet Respir Med. 2025 Jun;13(6):505-516.



Main variables
_Iogmiblood eosinophil count)*

log,(FeNO)*
Any attack in past 12 months®
Treatment step (1 vs 3) <4—

Treatment step (2 vs 3)
Treatment step (4 vs 3)
Treatment step (5 vs 3)

FEV, prebroncadilator (per 10% decrease)
ACQ-5 (per 0-5 increase} i

Other variables explored

FEV, posthronchodilator reversibility {per 10% increase)
Age (per 10 years)

Sex (female vs male)

BMI (per kgfm®)

MNumber of previous hospitalisations (per event)
Smoking (ex-smoker vs non-smoker)

Smoking (current smoker vs non-smoker}
Pack-years (per pack-year)

Allergic rhinitis®}

Eczemati

Airborne allergen sensitisation™

Chronic rhinosinusitis without nasal polyposist
Chronic rhinosinusitis with nasal polyposist:
Adherence in trial {per 10% decrease)

FEV/FVC ratio (per 10% decrease)

FEV, postbronchaodilator (per 10% decrease)
log,(IgE)*
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e

+
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i

=
o
=
by
=S

l

Lowerrisk  Higher risk

1-80(1.55-2-03)
1.70 (1.50-1.94)
212 (1.76-2-55)
0-05 (0-01-038)
0-22 (0-12-0-40)
1.29 (1.01-1-64)
1-89 {1-45-2-44)
1.15(1-11-1-1G})

113 (1-10-1-16)

0-98 (0-95-1-01)
1-01(0-98-1-05)
1-21(1-10-1:32)
1-01(1-01-1.02)
1.32(1-22-1-43)
1-32(1-18-1.47)
1-65 (0-67-4-07)
104 (1-02-1-06)
1-16 {1-05-1-30)
1-20 (1-00-1-44)
1-10(0-96-1-26)
1-29 (1-11-1-51)
1-41(1-22-1-62)
0-99 (0-96-1-03)
1-18{1.13-1-22)
1-13(1-10-1-16)
1-04(0-97-1-12)



GINA 2024-25
STEP.5
STEP 4 LAMA, Fer?otipik
STEP 3 Orta doz degerlendirme
STEPS 1- 2 L ) anti-Igg, anti-IL-5/
N - . Disiik doz IKS-Form 5R, anti-IL4, anti-TSLP
1 YoL Gerektiginde digtk doz IKS-Form  © |KS-Form Yiiks. doz IKS-Form
—— Gerektiginde diisiik doz iKS-Formoterol
STEP.5
STEP LAMA, Fenotipik
STEP 3 Orta_ degerlendirme
. STEP 1 STEP 2 Disuk doz doz IKS-LABA anti-IgE, anti-IL-5/
ALTERNATIF KURTARICI Her SABA Diistik doz IKS iKS-LABA 5R, anti-IL4, anti-TSLP
2. YOL aldiginda IKS Yiks. doz IKS-LABA
> Gerektiginde SABA veya iKS-SABA*

© Global Initiative for Asthma,


http://www.ginasthma.org/
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Terminology: AIR, AIR-only and MART

Maintenance-and-reliever therapy
(MART) with ICS-formoterol

A
As-needed-only ICS-formoterol 4 h
(Alionly ) STEP 5
e N STEP 4 LAMA, Fenotipik
STEP 3 degerlendirme
TRACK 1: d STEPS 1-2 Diisiik doz iKS- _Iczrt?: doz anti-IgE, anti-IL-5/
an u . T 3 _ . .
Using ICS-formoterol as the reliever* Geregmde du§Uk doz Form IKS-Form 5R, anti-IL4, anti-TSLP
reduces the risk of exacerbations |ICS-formotereol Yuks. doz IKS-Form
d with using a SABA reliever,
and s 8 simplor regimen RELIEVER: As-needed loy-dose ICS-formoterol*

*An anti-inflammatory reliever (AIR)

AIR: anti-inflammatory reliever; ICS: inhaled corticosteroid; Ig: immunoglobulin; IL: interleukin; LAMA: long-acting muscarinic antagonist; MART: maintenance-and-reliever therapy with ICS-formoterol; SABA: short-acting beta,-agonist; TSLP: thymic stromal lymphopoietin

GINA 2025 — Track 1 of Box 4-6 © Global Initiative for Asthma, www.ginasthma.org
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TRACK 1

STEP 4 2x2 STEP 5
AIR Only STEP 3 Ix| | uzmana sevk,
- Sabah aksam 2 inhalasyon Fenotipik
STEPS 1-2 Sabah aksam | inhalasyon IKS-fom ve gereginde degerlerndirme
Gerektiginde bir inhalasyon IKS-form ve gereginde MART Agir astimda add
IKS-form MART on tedaviler

These examples are for budesonide-formoterol 160/4.5 mcg or BDP-formoterol 100/6 mcg, DPI or pMDI. See Box 4-8 for other formulations.

TRACK 1, Steps 1-4: the treatment for adults and adolescents.

Using ICS-formoterol as an anti-inflammatory reliever (AIR), with or without maintenance ICS-formoterol,

AIR: anti-inflammatory reliever; BDP: beclometasone dipropionate; DPI: dry powder inhaler; form: formoterol; ICS: inhaled corticosteroid; MART: maintenance-and-reliever therapy with ICS-formoterol; pMDI: pressurized metered dose inhaler; SABA: short-acting beta,-agonist

wod

GINA 2025, Box 4-7 © Global Initiative for Asthma, www.ginasthma.org



TRACK 2

STEP 4
STEP 3
S Duzenli
STEP 1 Duzenli Diisiik doz Orta doz IKS-
Diizenli Al LABA
Her SABA aldiginda  Diisiik dog IKS IKS-LABA
IKS de almak ’
RELIEVER: as-needed ICS-SABA or SABA
TRACK 2, Steps 1-4: Alternative and RELIEVER for adults

and adolescents.

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

STEP S5

uzmana sevk,
Fenotipik
degerlerndirme
Agir astimda
add on tedaviler

NITI g,
v P U/"/-

15T
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From GINA 2025, Box 4-9 © Global Initiative for Asthma, www.ginasthma.org



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.,

=~ Albuterol (180 pug)—budesonide (160 pg)

(N=1013)

—— Albuterol (180 pg)—budesonide (80 yg) ~—— Albuterol (180 pg)
(N=1054 (N=

A Intention-to-Treat Analysis

No. at Risk

Albuterol (180 pig)—budesonide (160 pug)
Albuterol (180 pig)—budesonide (80 ug)

Albuterol (180 pg)

Cumulative Probability of Severe Exacerbation

Albuterol (180 yg)—budesonide (160 ug) vs. albuterol (180 ug):
hazard ratio, 0.74 (95% Cl, 0.62-0.89); P=0.001
Albuterol (180 pg)—budesonide (80 ug) vs. albuterol (180 ug):

19057 0507 hazard ratio, 0.84 (95% Cl, 0.71-1.00); P=0.052
0904 0.40+
0.804 0.304
0.704 0.204
0.604 0.104
0504 000+—7F—T—T T T T T T TTT T T
0 8 16 24 32 40 48 56 64 72 80 88 96 104112
0.40
0.30
0.20
0.10
000 1 1 I 1 1 I 1 1 I I Ll I I 1
0 8 16 24 32 40 43 56 64 72 80 88 9% 104 112
Weeks since Randomization
1013 941 866 827 561 454 429 245 92 70 39 12 7 0 0
1054 966 902 843 564 453 419 239 104 83 35 6 3 1 1
1056 944 844 782 534 415 381 220 97 74 33 4 4 2 1

MANDALA trial

3132 hasta 3 kola randomize
Yuksek doz kombinasyon alan grupta

tek basina albuterole gore
ciddi astim atak riski %26 daha dusuk

dusuk doz kombinasyon grubunda
albuterol ile benzer

N Engl ] Med 2022;386(22):207 |



YOLAK | VE 2 iCiN DIGER SECENEKLER

= Spesifik alerjen mmunoterapi (Ev akar alerijisi, FEV 1> 9%70)
= LTRA (IKS den daha az etkili)
= LAMA-Step 4



LAMA EKLENMESI

Tek basina LAMA eklenmesi ya da ug¢lu kombinasyon

=  Flutikazon furoat-vilanterol-umeklidinyum
= Beklomatozon-formoterol-glikopironyum

= Mometazon-indekaterol-glikopironyum

Orta ve yuksek doz IKS-LABA ile kontrol altina alinmayan hastalarda uygun
= Akciger fonksiyonlarinda ilimli iyilesme,

= Bazi calismalarda ciddi alevlenmelerde %17 azalma
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WSS Box 4-2. Low, medium and high daily metered doses of inhaled corticosteroids (alone or with LABA)

15T

This is not a table of equivalence, but suggested total daily doses for “low”, “medium” and “high” dose ICS options
for adults/adolescents (Box 4-6, p.77) and children 6—11 years (Box 4-12, p.96), based on product information.

The table does NOT imply potency equivalence. For example, if you switch treatment from a “medium” dose of one
ICS to a “medium” dose of another ICS, this may represent a decrease (or an increase) in potency, and the patient’s
asthma may become unstable (or they may be at increased risk of adverse effects).

Total daily ICS dose (mcg) —

Inhaled corticosteroid (alone or in combination with LABA) see notes above

Low Medium High
Adults and adolescents (12 years and older)
Beclometasone dipropionate (pMDI, standard particle, HFA) 200-500 >500-1000 >1000
Beclometasone dipropionate (DPI or pMDI, extrafine particle, HFA) 100-200 >200-400 >400
Budesonide (DPI, or pMDI, standard particle, HFA) 200-400 >400-800 >800
Ciclesonide (pMDI, extrafine particle, HFA) 80-160 >160-320 >320
Fluticasone furoate (DPI)_ _10[] | 200 ) Change in 2025
Fluticasone propionate (DPI) 100-250 >250-500 >500
Fluticasone propionate (pMDI, standard particle, HFA) 100-250 >250-500 >500
Mometasone furoate (DPI) Depends on DPI device — see product

information

Mometasone furoate (pMDI, standard particle, HFA) 200-400 >400

DPI: dry powder inhaler; HFA: hydrofluoroalkane propellant; ICS: inhaled corticosteroid; LABA: long-acting beta,-agonist; pMDI: pressurized metered dose inhaler

GINA 2025, Box 4-2 © Global Initiative for Asthma, www.ginasthma.org



— ()
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

ASTiat

SHARED DECISION-MAKING @
ABOUT CHOICE OF INHALER
DEVICE

medications,
which inhalers are
currently available
to the patient?

Follow-up: OPTIMAL Which of these :
Is the patient INHALER inhalers can
@ satisfied with the =~ SE-ECTION the patient use @
medication(s) Safest and best correctly after 7
and inhaler(s)? ""fthe LS training?
or the planet
Which of these
_ inhalers has the
‘ lowest environmental ¥

impact?

GINA 2025, Box 5-1



exacerbations, in risk of adverse effects of OCS, and in urgent health care, but also, if implemented with a dry powder
inhaler (as in most of the clinical trials), it provides a very large reduction in carbon footprint.Z&Z For both Track 1 and
Track 2, GINA fully supports initiatives to encourage use of dry-powder inhalers, where they are available and clinically
appropriate, and to replace environmentally harmful propellants with low-carbon alternatives. At the same time, it is




|
5 Investigate further and 6 Assess the severe asthma phenotype

provide patient support

- Investigate for differential diagnoses/ DIAGNOSIS:

comorbidities and treat/refer as appropriate Severe
- CXR or HRCT chest, if not already done asthma

- Skin prick testing or specific IgE for
relevant allergens, if not already done

- Investigate for other airway conditions,
e.g. AERD, CRSWNP, ILO, OSA, ABPA,
bronchiectasis, airway stenosis or
malacia, infection (e.g. TB, MAC) /

- Investigate for adverse effects of OCS or /
high-dose ICS, e.g. DEXA scan: am. /

- Investigate for other non-pulmonary ;
conditions, e.g. GERD, cardiac failure, ,
pulmonary embolic disease, anxiety,
depression, depending on clinical '
suspicion and tests already done

- If blood eosinophils >300/l, look for l
and treat non-asthma causes, includ-
ing parasites (e.g. Strongyloides |
serology, or stool examination) *

- If hypereosinophilia, e.g. 21500/, \
consider causes such as EGPA \

- Consider need for social/psychological
support

- Involve multidisciplinary team care
(if available)

Biomarkers that, in severe
asthma, suggest Type 2-high
inflammation

- Blood eosinophils 2150/l
and/or

- FeNO 220 ppb and/or
- Sputum eosinophils 22%, and/or
- Asthma is clinically allergen-
driven
If blood eosinophils or FeNO
are not elevated, repeat up to
3x, at least 1-2 weeks after

OCS or on lowest possible
OCS dose

Note: these are not the cniteria for
add-on biologic therapy (see 8 )






6 Assess the severe asthma phenoiype —% ¥ Consider other treatments —ﬁ
|

|
Is add-on
DIAGHOSIS: Do biomarkers T 2 hi = s
Severe = suggest Type 2 yes o Type 2-high severe asthma N > meyr'?;}’avaﬂab.‘ef ¥ >
asthma inflammation? no | affordable?
« Consider adherence tests
+ Consider increasing the ICS dose for 3-6 months
Biomarkers that, in severe » Consider add-on non-biologic treatment for lno
asthma, suggest Type 2-high specific Type 2 clinical phenotypes, e.g. AERD,
/ inflammation ABPA, chronic rhinosinusitis, nasal polyposis, If add-on Type 2-targeted biclogic therapy is
f‘ \ atopic dermatitis NOT available/affordable
f - Blood eosinophils 2150/ul H - Consider other add-on therapy (e.g. LAMA, LI/
/ and/or 4 LTRA, low dose azithromycin) if not already trialed
f = FeNO 220 ppb and/or ﬁ'-, = Consider higher dose ICS, if not used
| = Spufum eosinophils 2%, and/or \ = As last resort, consider add-on low dose OCS, but
|I - Asthma is clinically allergen- I|I implement strategies to minimize side-effects
‘ driven i = Stop ineffective add-on therapies
If blood eosinophils or FeNO | Y
are not elevated, repeat up o v Go to section 10
L Jx, at least 1-2 weeks after Severe asthma with low Type 2 biomarkers
| OCS or on lowest possible
| OCS dose - Review the basics: differential diagnosis, inhaler technique, adherence,
, -
\ Note: these are not the criteria for LoIilEE s
\ add-on biologic therapy {see 8 ) + Avoid exposures (tobacco smoke, allergens, imitants)
'\ + Consider investigations (if available and not done)
- Sputum induction
\ - High resolution chest CT
\. - Bronchoscopy for alternative/additional diagnoses
\ « Consider trial of add-on treatments (if available and not already tried)
\‘ - LAMA ) . Not currently eligible
A afthmyc“ for T2-targeted biologic
- Anti-lL4Ra  if taking maintenance OCS therapy
- Anti-TsLP® (but insufficient evidence in patients on maintenance OCS) .
- Only as last resort, consider add-on low dose OCS, but implement "\\

strategies to minimize side-effects
- Consider bronchial thermoplasty (+ registry)
= Stop ineffective add-on theraples

Go talsection- 10
— | Repeat Type 2 biomarkers if clinical context changes (e.g. 0CS ceasede




AGIR ASTIM DA BiYOLOJiK SECIiM]

= Lokal erisim mumkun mu (SUT kosullari )

= Tip 2 komorbiditeler (nazal polip, atopik dermatit)
= Alerjenle tetiklenen septomlar var mi?

= Yaniti ongoren faktorlere bakin

= Maliyet

= Uygulama yolu (sc, iv) ve siklig

= Hasta tercihi



Bélim 3 teki tedaviyi uygun hale getirmeye devam edin (Inhaler teknigi, uyum, komorbiditeler)

—

Tip 2 hedefli biyolojik

ajanlari eklemeyi dustn

Yiiksek doz IKS-LABA
tedavisi altinda semptom
kontroll kétl/ ataklar meveut,
eozinofilik /alerjik belirtecleri /
idame OKS ihtiyaci olan
hastada Tip 2 hedefli biyolojik
tedavileri g6z 6nlne alin

Mevcut tedaviler iginde segim
yaparken geri 6deme
kosullarini ve yaniti 6ngéren
faktdrleri gbz ontine alin

Ayrica maliyet, doz sikligl,
uygulama yolu (sc, iv), hasta
tercihlerini gz 6ndne alin

|

Ik hangi

biyolojikle

baslamak
uygun

[

Hangi faktorler anti-IgE'ye iyi

Hasta anti-IgE i¢in (agir alerjik astim igin)

uygun mu? yaniti 6ngdorebilir?
+ Deri prick testinde/ spesifik IgE de « Kan eozinofil z 260
duyarlihk + FeNO z 25 ppb

+ Alerjene bagli semptomlar
» Cocuklukta baslayan astim

+ Total serum IgE si ve agirhgl doz
araliginda olmali
« Son bir yildaki ataklar

hayir J{ ~ hayir

Anti-IL5 / Anti-IL5R

Hangi faktorler anti-IL5/5R ye iyi
yaniti éngorebilir?

« Yiksek kan eozinofilleri+++

«  Onceki yil gok sayida atak+++
- Erigkin yasta baglayan astim++

« Nazal polipozis ++

Hasta anti-IL5 / anti-IL 5R igin (agir
eozinofilik astim icin) uygun mu?

Son bir yildaki ataklar
Kan eozinofil sayis| 2

hayir l

Anti IL4R

150 veya 300

- hayir

Hangi faktorler anti-IL4R ye iyi
yaniti 6ngorebilir?

» Ylksek kan eozinofilleri+++
+ Ylksek FeNO++

Hasta anti-IL 4R igin (agir eozinofilik astim
icin) uygun mu?

Son 1 yildaki ataklar

Kan eozinofil 2 150 pl veya FeNO z 25 ppb

veya idame OCS ihtiyacl olmasi

Anti-TSLP
Tezepelimab



AGIR EOZINOFILIK ASTIM

4 )

= Mepolizumab---EGPA, Hipereozinofilik sendrom, Kronik Rinosinuzit+Nazal Polip
= Benralizumab---EGPA

» Reslizumab

N\ )

Add on tedavileri yanit iyi ise devam et yanit yoksa kes ama IKS kesme



NON-RECOMMENDED BRONKODILATORS

= Fenoterol ( Hipokalemi ve Kardiyovaskuler etkiler)

Oral bronkodilator (oral SABA ya da teofilin)

IKS olmadan formoterol

IKS olmadan antikolinerjik ilaglar (SAMA; LAMA)



HAVA KOSULLARI VE ASTIM

Asiri sicak, soguk, firtina, kum toz, yanginlar

= Sicak dalgalari, yaklasik | hafta boyunca astim nedeniyle acil servise bagvurma riskini %7-
34 oraninda artirmaktadir.

= Soguk hava dalgalari acil servis ziyaretleri riskini %20 artirir

= Firtina astimu: -- ¢cim poleni/mantarlarla iliskili astim alevlenmelerinin artmasi

Etki Azaltma stratejileri
= Yuz maskesi
= |s1 kontrollu ortam

= Hava durumunu izleyen mobil cihazlar



Box 9-2. Medication options for written asthma action plans

Track & Usual asthma Short-term action plan change (1-4 weeks) Evidence
step treatment for worsening asthma level

GINA Track 1 with ICS-formoterol reliever*

Steps 1-2 As-needed-only For symptom relief, use 1 inhalation of ICS-formoterol (e.g., budesonide-
ICS-formoterol (AIR-only) formoterol 200/6 [160/4.5] mcg or BDP-formoterol 100/6 mcg) whenever A
needed. Maximum 12 inhalations in any 24-hour period.

Steps 3-5 Maintenance and reliever Continue usual maintenance dose of ICS-formoterol. For symptom relief,

therapy (MART) with ICS- use 1 inhalation of ICS-formoterol whenever needed. Maximum total 12 A
formoterol inhalations in any 24-hour period (as-needed + maintenance doses).

GINA Track 2 with combination ICS-SABA reliever®

Step 1 As-needed-only For symptom relief, take 2 inhalations of ICS-SABA as needed. Do not take B
combination ICS-SABA more than 6 doses (12 inhalations) in any 24-hour period.
Step 2 Maintenance ICS Continue usual maintenance ICS dose. For symptom relief, take 2 inhalations A

of ICS-SABA as needed. Do not take more than 6 doses (12 inhalations) of
ICS-SABA in any 24-hour period.

Steps 3—-4 Maintenance ICS-LABA Continue usual maintenance ICS-LABA dose. For symptom relief, take 2 B
inhalations of ICS-SABA as needed. Do not take more than 6 doses
(12 inhalations) of ICS-SABA in any 24-hour period.




Astim Eylem Plani

GINA Track 2 with SABA reliever

Step 1 As-needed SABA plus ICS For symptom relief, use SABA as below, and take ICS whenever SABA is B
(separate inhalers) taken (e.g., 1 inhalation of BDP 40 mcg per inhalation of SABA).

Step 2 Maintenance ICS Consider quadrupling maintenance dose of ICS for 1-2 weeks. For symptom B

relief with SABA, see below.

Steps 3—-4 Maintenance ICS- Consider quadrupling maintenance dose of |ICS-formoterol for 1-2 weeks. For B
formoterol symptom relief with SABA, see below.
Maintenance ICS-LABA Consider stepping up to higher dose formulation of ICS-LABA, if available. D
(non-formoterol) In adults, consider adding a separate ICS inhaler to quadruple ICS dose.

For symptom relief with SABA, see below.

Reliever | As-needed SABA For symptom relief, take 2 inhalations of SABA every 4—6 hours if needed. -
More frequent use or more inhalations of SABA is not recommended.

Severe exacerbations - all regimens

All steps e For severe exacerbations, e.g., PEF or FEV1 <60% personal best or predicted), or if not responding to
above treatment over 2—-3 days, consider adding short-course of oral corticosteroids. After first dose,
morning dosing is preferable to minimize insomnia. Advise patients about potential adverse effects.
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