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Stap % E Table 4 Owerview of mean, unadjusted direct, indirect
_% - and welfare expenditure in 63 130 patients aged 1845 with

actively treated asthma compared with controls
Asthma wersus controls

000 4-BLT
{LBEZ-FO¥L)
Z06EL 3

g - Asthma population Controls
Siep 3 -[@ REEn g g (N=63130)* (N=2524T3)*
N 2 Direct costs 2801 1364
— g0 Indirect costst 1613
- - 8% - Welfare costst 5784 4664
— g ™ Met costs per 4170
B 5 Total pooled 263 252 100

B annual costs for

all cases"

tild4o-moderate

fanma All costs in €.
A 1:4 age, sax, marital/'cohabiting status and residence-matched
conirol group.
TThe indirect cost of asthma is defined as the difference in eaarned
annual incomea batwean patients and controls.
fincludes public transfer income from sick pay, student grants,

5000 10000 15000 social sacurity, unemploymeant benafits and disability pansion.
Annual Expenditure (€ ) ECalculated as the difference in expenditure between cases and

Expendilure Type . Healthcare Expendirure D Forgone Income D Welfare Expenditure conirols.
Calculated as the per-patient net cost times the numbear of
included patients.

(PESE-GEE)
SB5E 3

Possible Savane
Asihma
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(GE0LL-BEEEL)
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Figure 3 Total annual excess expenditure in 63 130 patients with actively treated asthma aged 18-45 years as stratified by
(A) GINA 2020 Treatment Steps and (B) mild-to-moderate and possible severe asthma. Costs are calculated as increases in
expenditure as compared with a matched control group. GINA, Global Initiative for Asthma.

c gt ¢ UKHEJIYetl. BMJ Open Resp Res 2023;10:e001437. doi:10.1136/bmjre8p22-001437
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Airway epithelial cells

Anti-1L-33 IL-33 Dendritic cell

IL-25 >
TSLP

Tezepelumab Benralizumab
Anti-TSLP

IL-5 receptor antagonist = el
-
IL-5 i-1L-
ILC2 Anti-IL-5 ;
T\ Mepolizumab

Fevipiprant

PGD- receptor antagonist IgE Reslizumab
;z Y 3& Anti-IL-5
=
IL-4
Anti-IgE IL-13

B cell -
Mast cell Dupilumab

Anti-I1L-4/13 receptor

Front.Immunol, 30November2020https://doi.org/10.3389/fimmu.2020.603312



https://doi.org/10.3389/fimmu.2020.603312

AntillP WUNWJT ¢ 2 RG I 6 WUEqt RL

IL-5 signaling promotes Lirentelimab binds to siglec-8, preventing
proliferation, maturation, activation, eosinophil signal transduction
and recruitment of eosinophils

Benralizumab and lirentelimab interact
with CD16 inducing eosinophil death
via NK cell mediated antibody
dependent cell cytotoxicity (ADCC)

IL-5 binds to the a chain of the IL-5 IL-5

receptor on the eosinophil surface \\.

Siglec-8 is an inhibitory receptor that,
when engaged by a monoclonal antibody —
or sialoglycan, induces eosinophil death

immunoglobulin-like lectin 8

— FCyRIlla (CD16)

Benralizumab binds to the IL-5
S receptor alpha subunit, preventing
\ eosinophil signal transduction

= ':e"'?"z“"‘:b Eosinophil &
eslizuma
I Benralizumab

B Lirentelimab

\\/

IL-5

Mepolizumab and reslizumab e
bind to IL-5, preventing its —
binding to the IL-5 receptor

Pitlick, Li, PongdeeWorld Allergy Organization Journal (2022) 15:100676 httgfi.org/10.1016/j.waojou.2022.100676



MoAb
ve Preparat adi

Omalizumab
(XOLAIR)

Mepolizumab
(NUCALA)

Reslizumab
(CINQAIR)*

Benralizumab

Hedef
molekil

Endikasyon
(5. basamak tedavi olarak)

Uretici firma Doz/uygulama yolu

FDA onay tarihi

PerenniakeroallerjenlereR dz& NI Pf PEP LJ21 A G ANGgEA RS NA | & & & NERIND SRS B $1 NXizY)
U olanjnhale] 2 NJIA 1 2a0SNRPAR @S dzd dzy SG1AfA o0SiGlw 32yAal 1| d
d22 I yYIFfFNP @S O60ANRSY FlLi1tF FEPNIIFadPYy IfS@ftSyvySaar @&l
persistanallerjikl a0 PYEf P SNAO{AYf SNAY @S SNASYyfSNAY (SRIFIGAAAYR
@N14S] R21T LY{ @S S{1 2fIFN¥1 O0ANI @gSe), RIFIKF FFrTfF (2ydn
| yOS1{A @8Pf A@SNAAAYRS Sy 1T A1A |t SOt Sy kéhdakigodindfla N 2 £ |
alePYP GSRIFGA o6FOf 1 YyIPOPYRI xmpn K NONDSykealdigamnNg & P YIf yPO S |
SNAGLAY KI adendketilPy GSRIFGA&EAYRS

Teva Pharmaceuticals IL-5 IV inflizyon, >18 yas, agir eozinofilik astim

2016 3 mg/kg/ 4 hf

~

granulomatosis, HES: Hiper eozinofilik sendrom, hf: Hafta, a: Alfa.

(FASENRA) eNl1asS] R21 LY{ &S S| 2tINF1 0ANI gS&l RFKF FLIEI 12yd
I f S@f SYyYS | @1 NaN 2fly &6 Sy | kandakie@iNofilah 2 RY PY kbl alah{ KNSRI

5 A R Rihckilk: AGPYP 21y S8SUAG1AY Kleadkedi b NRF S1 ARFYS @SR
Dupilumab Regeneron IL-4Ra SC >12 yas,
(DUPIXENT)* Pharmaceuticals/ Sanofi  (IL-4/IL-13)  a-Yiikleme: 400 mg a- Agir eozinofilik astim

Genzyme Devam: 200 mg/2 hf

Astim: 2018 b- Steroid bagimli astim

AD: 2017 b-Yiikleme:600 mg Devam: AD: >6 yag**

NP: 2019 300 mg/2 hf. NP: >18 yas*
Tezepelumab 2021 TSLP SC >12 yas, agir ashm
(TEZSPIRE)* Astra Zeneca/Amgen 210 mg/4 hf.

*Ulkemizde onayi yok, **Ulkemizde onay1 >12 yas
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Ruhsatlanma
tarihler

Monoklonal
antikor ve
prepar

FDA onay
tarihi/

bl ke mi
ruhsatlanma
tarihi

Doz/Uygulama
Yolu

Endikasyon

Omalizumab Genentech/| Ast ém IgE SC, 24 hf Gebelik kategorisi: B
(Xolair) Novartis 2003/2008 Kilo ve IgE 06 yak, aj
KS| d¢zeyinel|(; I kemi zde
2014/2014 hesapl an¢NP:O1 8 vyack
NP* KS!Q12 yacx
2020/2023
Mepolizumab Glaxo Smith| Ast ém IL-5 SC Gebelik kategorisiC
(Nucala) Kline 2015/2019 100 mg/4 hf
EGPA* (®2yaxk) Al ér eozin
2017/2023 06 yack
HES* 40 mg/4 hf
2017/2023 (611 vy ak) |EGPA HES, NP
NP* a8 yacxk
2021/2023
Benralizumab Astra Ast ém IL-5RU SC Gebelikkategorisi: B
(Fasenra) Zeneca 2017/2023 Kl k 3 doiAf ér eozin
hf a8 yack
Devame:

hf




Biyolojik seciminde yol haritasi

Biyobelirtegian dagerlendir

FeNO 2 25 ppb
GEC 2 150,

wutum/BAL cosncobdia > 2%
127 30700 (U S} o 1500 1L/md
|Eurape] and «» perennizl Jlergen
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Reassuring data for doplmah
" Mopl deirans
Liseitnd dats 150 athar agenis

J EGPA Moozl 300 mg
monthly
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Hastaya ant faktorler ve ortak
karar

Sigorta durumu

Self wnjeksiyon
Calgma durumu
Hasta yadanian
Hastaneye uzak's
Sik sayahat

Naca erigim
Psikososyal durum
Eglik eden hastahkiar
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Fractional Exhaled
Nitric Oxide

Children who develop asthma

20 ppb

Non-atopic severe asthma
Asthma exacerbated by aspirin { AERD)
Allergic rhinitis

FeNO

Non-atopic asthma
Asthma due to smoking
Asthma and obesity y.
i Severe neutrophilic asthma
1] Neonatal respiratory distress syndrome
Bronchopulmonary dysplasia
Cystic fibrosia
Chronic obstructive pulmonary disease

i NO in the airway depending on its concentration from physiological conditions to patl
iynthase. INANC: noncholinergic inhibitory noncholinergic.

diseases that occur with high and low FeNO levels. ppb: parts per billion. AERD: aspirin-exacerbated res

HindawiBioMed Research Internationdblume 2022, Article ID 5753524, 9 pages
https:// doi.org10.1155/2022/5753524
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Physiology

- Regulates the tone of the airway
- Regulates pulmonary blood flow

- Bronchodilator
- Surfactant production

- Regulates the permeability of the alveolar

capillary membrane
- Stimulates the ciliary beat
- Anti-inflammatory effect
- Mediator in local immunity processes
- Neurotransmission (INANC)

++++iNOS |n}.1||

Pathophysiology
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e
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- Vascular permeability

- Vasodilation
-Proinflammatory effect

- Inhibition of ciliary motility
- Production of free radicals
- Cytotoxicity
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Therapeutic
target

Approved therapy

Al

Therapy in clinical
development

Injectable

00

Non pharmacological
option

Ciral

e

Neutrophilic

/NPau:lgranuhcwhc

|
G

IgE, immunoglobulin E; Th2, T helper 2.

Drugsin Context 2018; 7: 212561. DOI: 10.7573/dic.212561

o

Eosinophils

b

150 cells/pl

FeNo 25=pphb

J

=300 cellsSpl

=400 cells/pl
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Agir astim

tanisi
dogrulandi
Agir astim
(gunliik oral kortikosteroid
almayan)

=

/ ‘\\\\
= Periferik eozinofil ——__
\

<150/pL i

——

—

FENO <25 ppb ]

Alerjik astum ve
pereniyal alerjen duyarh

Anti-ig E
» Anti IL-4Ra -

Fsuoz‘zsppj

Periferik eozinofil
150-1500/pL

Bahsedilen biyolojiklerden
herhangi biri

Klinik 6zellikler dikkate alindiginda Ulkemizde
bulunan preperatlar icin

EVET

duzeyi simdi
veya dykude
yuksek

HA

e AN [L-4R O J

— Anti IL-5

A4

e ANti-TSLP

BrusselleGG KoppelmanGH BiologicTherapiedor SevereAsthma N EngldJMed. 2022Jan13;386(2):157-171
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v Astim ba S lan gic yasl e Neutrophilic > 3. Inadequate dosing pathway but with L
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v' Steroid Bagimli > e e
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Agecheet al, Allergy. 2021;76:1444
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Phenotype

~
_

F

» Early-onset asthma

* Younger

« Atopic Tr~
- ABPA %
» Rhinitis

-~

L.

1

Factors independently
associated with response

« More exacerbations

« Less AHE

» Absence of anxiety

&

Factors independently associated
with Super-response

= Absence of depression

« Mot on mOCS

o |

Population: Adult Difficult
Asthma cohort,
(WATCH study, UK, N= 478)

OMALIZUMAB MEPOLIZUMAB
M= 105 M=62

>

==

L 9

)

f:: Phenotype

* Adult-onset asthma
« Male
A e O
= [Eosinophilic, less atopic
= Masal polyposis

= Less dysfunctional breathingJ

4

Factors independently
associated with response

« Better baseline asthma
control (ACQG)

1

Factors independently associated
with Super-response

= Better baseline asthma
contral (ACQE)
« More exacerbations

Fonget al, Clin ExpAllergy 2021;00:214 WATCH STUDY.

T, T

FIGURE 3 Summary of baseline
phenotypic features of Omalizumab and
Mepolizumab treated patients and factors
independently associated with response
and super-response to these drugs. ABPA:
allergic bronchopulmonary aspergillosis.
AHE: acute healthcare encounters, which
include Emergency department/ hospital
admissions. ACQé: Asthma Control
Questionnaire 6. mOCS: maintenance oral
corticasteroids. WATCH: Wessex AsThma
CoHort of difficult asthma
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Comorbidities
Urticaria

No Comorbidities

AERD Dermatitis

Chronic
Rhinosunusitis

Bronchiectasis

Therapeutic Advances in Respiratory Disease 14
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GINA 2024

Potential predictors of good asthma response to anti-IL5 or anti-IL5Ra:
» Higher blood eosinophils (strongly predictive ==

= Higher number of severe exacerbations in previous year (strongly predictive)&2=

» Adult-onset asthma==
» Nasal polyps&
» Maintenance OCS at baseline®22

. ow lung function (FEV <65% predicted) in one study 581

16.07.2025
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1. Salmeterok flutikazonpropiyonat500 2*1

2. Montelukastr Desloratadin.*1

3. NazaMometazon2*2




c EN Wu <f 9f LW
V4 E ~ UuUWllNE? él W
ALIYOR?

ZORASTINP " fABTINP




OAOEREET OAUA AAEI AOAT jpc UAR OA i UAOEQ

d I E Kartikosteroid 41 DI Al GiTliE d+3 AIUO jiAc
$i hi E Orta 9i EOAE
"AEITT1 AOGAUTT AEDPOI PEITAO j B-%)h OO0 200-500 >500-1000 >1000 2000
Beklometazon dipropionat (DPI veya pMDI, ekstra ince ® A O O,FHEA) | 100-200 >200-400 >400 800
Budesonid (DPI veya pMDI, standart B A O O,FHEA) | 200-400 >400-800 >800 1600
3EEI AOTTEA jP-%3)h AEOOOA ET AA PAOO 80-160 >160-320 >320 640
Flutikazon furoat (DPI) 100 200
Flutikazon propiyonat (DPI) 100-250 >250-500 >500 1000
&1 OOEEAUITT POIPEUITAO jb-%)h OOAT A 100-250 >250-500 >500 1000
Mometazon furoat (DPI) $0) AEEAUaT Al AAgl g
- T 1T ACAUT T AEOOT AO jP-%)h OO0OAT AAOO D 559.400 >400

Global Initiative for Asthma (GINA). Global Strategy for Asthma Management and PremmNmujnasthma.orQIZOZS)



https://d.docs.live.net/ef24d60aa358f3e9/Masaüstü/nazal%20polip%20kübra/www.ginasthma.org

STEP 3

Orta doz

STEP 1-2 Duslik doz iKS-Formeterol
iKS-Formeterol

dusuk doz
i Formtlol I I I

Kurtarici: LH Diisiik doz IKS-Formeterdgl

ASAMAIG
?

KONTROL

STEP 4
STEP 3
STEP 2 DK d Orta doz
KONTROL S oz
TEP 1 iIKS-LABA
EDICI S i Dusuk iKS-LABA
doz IKS
SABA+dusuk
doz iIKS
1
ALTERNATIF . i
\LTERNATIF Kurtarici: SABA veya IKS+SABA
SAB AL':)u ak Orta dok IKS veye LAMA ekle veye Azitromisin ekle veye
DIGER KONTROL oz IKS LTRA ekle veya 'HOM SLIT sidie st londaliet n
o EEIEI)IIECI:!LERI veya LTRA HDM SLIT ekle HDMvsel;l'ar ekle Yan etkileri gbzeterek. OKS ekle
(o] veya Yiksek doz iKS'ye ge¢ (HAaiscnesh
HDM SLIT ekle




GINA 2025

ASTHMA TREATMENT STEPS IN ADULTS AND ADOLESCENTS

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

GINA 2025 Confirmation of diagnosis if necessary

Adults & ad olesce nts Symptom control & modifiable rick factors
Comorbidities

1 2 + years Eﬂz&munl' Inhaler techmique & adherence

Personalized asthma management Side-effects Patient (and parenticaregiver) preferences and goals

Assess, Adjust, Review Comorhidities

for individual patient needs g{;’;]g;;‘z;% arkers Treatment of modifiable risk factors and comorbidities

Non-pharmacological strategies
Asthma medications including ICS
Education & skills training, action plan

Patient (and parent/caregiver) satisfaction

STEP 4
STEP 3 MART* with
MART* with medium-dose
TRACK 1: STEPS1-2 (e AT TR maintenance
and AlR-only*: low-dose ICS-formoterol as needed |CS-formoteral
- ) e, ICS-formoterol
Using ICS-formotarol as the reliever
reduces the risk of exacerbations
compared with using a SABA reliever,
and is a simpler regimen RELIEVER: As-needed low-dose ICS-formoterol”
STEP 4
Low dose
TRAGK 2: Aliernative STEP 2 s ICS LABA
and RELIEVER STEP1 Low dose ICS.LABA
Before considering a regimen Reliever only; if SABA, maintenance ICS

take ICS with each dose

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

controller treatment RELIEVER: as-neaded I[CS-S5ABA", or as-needed SABA

Non-pharmacologic
munother
Addifional controller opfions

ilitation, weight reduction, vaccinations (see text fi
¥ but stabie) asthma Se
han Tracks 1 or 2 (5ee fext). Manfenanc

L1}

Step 4 add-on TR

STEP 5

Add-on LAMA

Refer for assessment of
phenotype. Consider trial
of high-dose maintenance
ICS-formaoterol. Consider
anti-lgE, anti-IL5/5R,
anti-IL4Ra, ant-TSLP

STEP S

Add-on LAMA

Refer for assessment of
phenotype. Consider trial
of high-dose maintenance
ICS-LABA. Consider
anti-lgE, anti-IL3/3R,
anti-lLARa, ant-TSLP

on and safety advice
showld only ever be

sed as last resort

asthma S‘H'ﬁﬁ'

*AIR: Anti-inflammatory reliever; Ig: immunoglobulin; ICS: inhaled corticosteroids; HDM: house dust mits; IL: interleukin; LABA: long-acting betaz-agonist; LAMA: long-
acting muscarinic antagonist; MART: maintenance-and reliever therapy with ICS-formoterol; OCS: oral corticosteroid; SLIT: sublingual immunotherapy; TSLP: thymic

stromal lymphopoietin. TIf prescribing LTRA, advise patient/caregiver about risk of neuropsychiatric adverse effects.

For recommendations about initial asthma treatment in adults and adolescents, see Box 4-4 (p.75) and Box 4-5 (p.76). See Box 4-2 (p.71) for low, medium and high

ICS doses for adults and adolescents. See Box 4-8 (p.84) for Track 1 medications and doses.
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Komorbiditelerin tedavisi

Nazal polip ez mg)s“’“ Endoskopik polip biyukltgi
skoru (NPS):
. . 0 Polip yok
u O b €S Ite Polyp Grading System: 1 Orta meatusta sinirh kiigk polipler
A D |yet gt neesl cavey 2 Orta meatusu tikayan multip! polipler
A Eg Zers | y4 % ¢ ¢ ﬂ 3 Orta meatusu asan bilytk polipler
. . Q 4 Inferior nazal kavitede total obstriiksiyon
U Nazal polip AR yapan biyik pollr

AH é P bO“Fje lgroa |§ Endoskopik muayene bu_IguIan ?cin na;al polip skorlamasi
. =~ 7 o~ (NPS), radyolojik degerlendirme igin Lund;Mackay
AY. . 12y aNft il askaws e e
AC errahl H aSta kabUI etm e dl rinomanometri ve akustik rinometr yapilabilir.
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Turkish validation of the Sino-Nasal Outcome Test-22 ~

SNOT 22 TURKCE ANKET
Asli Cakir Cetin! @ | OzgurKumus! | Pembe Keskinoglu? | Semih Sutay! | Rﬁa@dﬂh Wlm Yag!adlm S1Z10 161 N kadu ﬁﬂmﬂ-} 9]du§1mu, bu sikayeti ne siklikta yasadigimz: ammsayarak kendinizi ne kadar kotii hissettirdigine
Mustafa Cenk Ecevit! karar veriniz ve sad tarafta size uygun olan segenefi isaretleyiniz.

En énemli BES sikayetinizi
Sikayetler Hi¢ yok | Cok hafif | Hafif | Orta | Agwr | Daha kitiisii olamaz isaretleyiniz
Burun silme ihtiyac

NAZAL h [- Tt ==

Burun akintis:
I I Oksiiritk

a Gemz akintisi

Koyu kivamh burun akintist

b ] ]
Kulak dolgunlugu
YI[Te¢ =

Kulak agnsi

Yiizde afn ve veya dolgunluk- basing
SNOT-R2:32
n Koku veya tat duyusunda azalma

Uykuya dalmada giiglitk

Gece uykudan uyanma

Iyi bir gece uykusu uynyamama
Sabah yorgun uyanma
Yorgunluk- halsizlik
Uretkenlik- verimlilikte azalma
Konsantrasyon giigliiii
Bitkin'vilgin/dinlenememis
asabi/gergin hissetme

Mutsuz olma

Utanma/ mahcup olma

FIGURE 1 Turkish version of the SNOT-22

Clinical Otolaryngology. 2019;44.5564.
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Umeklidinyunt2.5mcgt
flutkazonfuroat 200 mcgt
Vilanterol25 mcg

ALYL[ 5

KONTROL
EDICIi

TERCIH
EDILEN
KURTARICI

STEP 1-2

LH dusuk doz
iKS-Formeterol

STEP 3

Dusuk doz
iKS-Formeterol

STEP 4

Orta doz
iKS-Formeterol

KONTROL
EDICi

ALTERNATIF
KURTARICI

Kurtarici: LH Diisiik doz iIKS-Formeter¢

DIGER KONTROL
EDicCi
SEGENEKLERI

STEP 4
STEP 3
BIERZ Blstikd Orta doz
$ i iKS-LABA
STLE: & Dlsuk iIKS-LABA
. doz IKS
SABA+dusik
doz iKS
|
Kurtarici: SABA veya IKS+SABA
LH
soathusok | | Ot || mAsHevers e e
doz iks el HDM SLIiT ekle LAl 4
veya LTRA ekle S Yan etkileri gbzeterek OKS ekle
veyva Yilksek doz iKS'ye ge¢ (dusdicaners)
HDM SLIT ekle
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Inhaled Corticosteroid Therapy in Adult Asthma
Time for a New Therapeutic Dose Terminology
Richard Beasley’*~, James Harper', Grace Bird’, Ingrid Maijers’, Mark Weatheral™*, and lan D. Pavord®

Relationship of Fluticasons Proplonate doss, clinical affecit,
and riak of systemic side affects
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Figure 1. Schamatic dose—responss cunves for different outcomes. for efficacy and acdverse affects

wrilth inhaled corticostaerckts. exprassad as fluticasorss propecnate n egdd, derfeed from Tabkas 2 and 5
PEF = paak axgpiratory flowes,

Am J Respir Crit Care Med Vol 159, I1ss 12, pp 14711477, Jun 15, 2015 Copyright® 2015 by the American
Thoracic Sodety Originally Published in Press as DO 10 1184/rcom . 2012810-1882C1 on January 15, 20159
Intermet address: weaatzjoumalz.org




GINA 2025 LAMA

o In Track 2, Step 4 has been changed from medium-to-high dose of ICS-LABA to medium-dose ICS-LABA (p .77,

p.89), reflecting the Report's longstanding emphasis on minimizing exposure to the adverse effects of high-dose
ICS_If needed, its use should be limited tDnths if pussible|.

o In Box 4-2 (p.71), daily doses of fluticasone furoate have been reclassified as low-medium (100 mecg) and
medium-high (200 meg). This change is because of the difficulty in aligning doses of this ICS with older
molecules, and to avoid ambiguity about ICS-LABAs that can be used in Track 2 Step 4 of the treatment figure

for adults and adolescents (p.77).

o “Other controller options” with less evidence for efficacy and/or safety than the standard treatments shown in
Tracks 1 and 2 were previously shown in gray boxes underneath individual treatment steps (p.77), representing
alternatives to the standard treatment at that step (e.g., add-on LAMA at Step 4 meant addition of LAMA to low-
dose ICS-LABA). However, this was not widely understood, and it is important that referral of patients with
difficult-to-treat asthma for expert advice should not be delayed by trials of multiple different add-on treatments.

L ong-acting muscarinic antagonists (LAMAs): LAMAs may be considered as E{Mn therapy to low e |[CS-LABA In a
separate inhaler for patients aged =26 years (tiotropium), or in a combination (‘triple’) inhaler for patients aged 218 years
(beclometasone-formoterol-glycopyrronium; fluticasone furoate-vilanterol-umeclidinium; mometasone-indacaterol-
glycopyrronium) if asthma is persistently uncontrolled despite medium or high-dose ICS-LABA. Adding a LAMA to medium
or high-dose ICS-LABA modestly impmvemm{arence in symptoms. In
some studies, adding LAMA to ICS-LABA modestly reduced exacerbations, compared with some medium- or high-dose
ICS-LABA comparators <1L220200 |n meta-analyses, there was a 17% reduction in risk of severe exacerbations with
addition of LAMA to medium- or high-dose ICS-LABA; sub-gmhp analysis suggested that this benefit was mainly in
patients with a history of exacerbations in the previous year 2122




GINA 2025

ASTHMA TREATMENT STEPS IN ADULTS AND ADOLESCENTS

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

GINA 2025 Confirmation of diagnosis if necessary

Adults & ad olesce nts Symptom control & modifiable rick factors
Comorbidities

1 2 + years Eﬂz&munl' Inhaler techmique & adherence

Personalized asthma management Side-effects Patient (and parenticaregiver) preferences and goals

Assess, Adjust, Review Comorhidities

for individual patient needs g{;’;]g;;‘z;% arkers Treatment of modifiable risk factors and comorbidities

Non-pharmacological strategies
Asthma medications including ICS
Education & skills training, action plan

Patient (and parent/caregiver) satisfaction

STEP 4
STEP 3 MART* with
MART* with medium-dose
TRACK 1: STEPS1-2 (e AT TR maintenance
and AlR-only*: low-dose ICS-formoterol as needed |CS-formoteral
- ) e, ICS-formoterol
Using ICS-formotarol as the reliever
reduces the risk of exacerbations
compared with using a SABA reliever,
and is a simpler regimen RELIEVER: As-needed low-dose ICS-formoterol”
STEP 4
Low dose
TRAGK 2: Aliernative STEP 2 s ICS LABA
and RELIEVER STEP1 Low dose ICS.LABA
Before considering a regimen Reliever only; if SABA, maintenance ICS

take ICS with each dose

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

controller treatment RELIEVER: as-neaded I[CS-S5ABA", or as-needed SABA

Non-pharmacologic
munother
Addifional controller opfions

ilitation, weight reduction, vaccinations (see text fi
¥ but stabie) asthma Se
han Tracks 1 or 2 (5ee fext). Manfenanc

L1}

Step 4 add-on TR

STEP 5

Add-on LAMA

Refer for assessment of
phenotype. Consider trial
of high-dose maintenance
ICS-formaoterol. Consider
anti-lgE, anti-IL5/5R,
anti-IL4Ra, ant-TSLP

STEP S

Add-on LAMA

Refer for assessment of
phenotype. Consider trial
of high-dose maintenance
ICS-LABA. Consider
anti-lgE, anti-IL3/3R,
anti-lLARa, ant-TSLP

on and safety advice
showld only ever be

sed as last resort

asthma S‘H'ﬁﬁ'

*AIR: Anti-inflammatory reliever; Ig: immunoglobulin; ICS: inhaled corticosteroids; HDM: house dust mits; IL: interleukin; LABA: long-acting betaz-agonist; LAMA: long-
acting muscarinic antagonist; MART: maintenance-and reliever therapy with ICS-formoterol; OCS: oral corticosteroid; SLIT: sublingual immunotherapy; TSLP: thymic

stromal lymphopoietin. TIf prescribing LTRA, advise patient/caregiver about risk of neuropsychiatric adverse effects.

For recommendations about initial asthma treatment in adults and adolescents, see Box 4-4 (p.75) and Box 4-5 (p.76). See Box 4-2 (p.71) for low, medium and high

ICS doses for adults and adolescents. See Box 4-8 (p.84) for Track 1 medications and doses.
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Komorbidite Obezite ve nazal
polip
AKT Bazal: 5
Son vizit: 13
GINA uYUq!l Y@Ll
7¢N2el 1l 202Ul ¢2(Sistemik
steroid 1 hafta)
Total IgE 829 1U/mL
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idame OKS'nin ancak di ] eek tedavi

Kronik OKSk ul | astezodle ,i | i kbmpl i kasyan r&@NA raporu,
se-eneklderkil andeédotrean dejerl endi rijil

K k vel dalthi fazla steroid

S éraar t maoktalite ile 1 | i
°ner mekst edi r

maruziyeti ilerisk ar t maktadér

OKSi | e késa s¢greli

1.5 mlyon hasta 3 0 0 . OoRsOkdllanan (infeksiyon, spinal veya

g¢en) ile tedavi edilen hastalarda dejerl endi

gor ¢l Mg kKt ¢

J « ». Veno z ;

Késa ©6kSr(eI3i0

‘ [
L] I -
Frakt ‘r‘ ! \ : i \ Sepsis
,' i tromboemboli ; ,
1
RR: 1.87;95% CI: 1.691 2.07; \ ," RR: 3.33; 95% CI: 2.781 3.99; ‘\ ," RR: 5.30; 95% CI: 3.801 7.41,
P<0.001 P<0.001 ' ' P<0.001

ér astemeée ol an bir -@KS8yehgassvtean, meckitdeddii ry a n ‘jt k

—>

Eozinofilik fenotipli a

si gofthalyaky atriasieiynidamiin (M8 | di Ji retrospektriefl ibiOKSk ateorett e-l aelrd mmans &sreckd e(f = v.e5 4 8 .i X&5)l,i ka&svee rss od %aynianrd ed ekjéesral esngdrierliil dOK)Si rideé,n hOalst al arén %21'i (3
4. Price DB etat. hAstBrijiaé\ljergyD R0$8;11:193i 204; 2. ISudlivah PV eb &. 0 Allergy iClih ;imnfrii®dl. 2018,844:116i 116;r8&Volmer T, et al. Eur Respir J. 2018;52:1800703; 4. Lee H et al.

*ABD' de °zel
ayakta tedavi re-etesi almexktér [6] CI,
Eur Resp J. 2019;54:1900804; 5. Global Initiative for Asthma. Global strategy for asthma management and prevention, 2023. Available at: https://ginasthma.org/wp-content/uploads/2023/07/GINA-2023-Full-report-23_07_06-WMS.pdf. Accessed, Sep 14, 2023.

6. Waljee AK, et al. BMJ. 2017;357:j1415
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[ _{2ydue _ Hastalar, n OR adi. (95% Ci) 3

A 165900case, 269000 kontrol ast e, SV l KiawhhgllNPs —=— i
A Yél da ortalama bir re-ete | tpetansyn  <s00m o do = |
; . . ! 5001 2000 mg 1278 e ]

A Ke¢mgl at €500 migoizk i kégsa ke T ‘01 e |
A Son 2 yeéldaki ortoaQOlmgna ge¢nl ¢k dogueems - i
- ARRSGE A Syiﬁoﬁ@ékéZ)f@(ﬁN\k —— i

] 500i 2000 mg 2700 — ]

i Herpes zoster <§880mrgg %i ——— i

! 5007 2000 mg 686 — i !

Katarakty ¢ k sdezka L oo L 20 — i
Dozdan b a ] & rkierpes Zoster ve Peptik ¢, | sriskr i Booomg o S i
_ ] .. ) | Katarakt <500 m 795 —— i

O s ér a(cument use) kullananalarda ciddi infeksiyon, o200 o —=1 |
kemikle i | i dkrknldr, DM, psikiyatrik h a st a IKéHk | a r Clokom o mg 240 I |
Dozvek ul | azangahdamb a ] & rokrakz glokom HT Ve | vnpyai o1 o et a1 oo p — i
KBY riski yok ‘ Soomg s = |
i >2000 m H I

y i Afektif bozukluklar <500 mgg 903 —— i

s mdom 22 — |

i YI'NRAEZ Ol &1 Nggg?g%’g AN @;ﬁ —— i

: >2000 mg 206 —— i

=\ 05 1.0 15 20 25 3035 ;!
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OKS kull anémé tekrarl anan késa s¢grel ke¢rl erde dahi Jad

D, klinik uygulama araktérma ver. bajl antésé; OKS, oral kortikosteroidler;
diabetes mellitus. Bloechliger M ve ark. Respir Res. 2018;19:75.



Klinik-fizyolojik fenotip

sAgIir astim

«Sik atak gegiren astim

sTedaviye direngli astim

+0Obez astim

+Fiks hava yolu obst. seyreden astim

«Baslangicyasina gore tanimlanmis astim; Eriskin baslangig, erken baslangich
astim

Tetikleyicilere gore fenotip

+NERD

*Cevresel allerjenler
+«Mesleki allerjen-irritan
+Egzersiz
*Menstriiasyon
«Hormanal

+Kirli hava

Inflamasyona gore fenotip

*Eozinofilik
«Notrofilik
«Pauci-granulositik
«Mix Graniilositik
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Anti-ig E Deqigtiremmp /111 115 Degistir—» Anti IL-4Ra

Erken baslangich astim EngKin ba astim d:topg':t
Daha geng ool o m
Eslik eden hastahiklar ) e o b e CRSwWNP
-Nazal polip )

-ABPA
ALRimt*

Urtiker

-Besin alerjisi*

A rey»

ACU

NERD

MANKSIY i 1Iepresy

al {}:l'ir\ l]li\\{rli.l‘ m li. Il LA I

Evde kKullanma secenegi Yiiksek FENO
Yiuksek BHR
Potential predictors of good asthma response to anti-IL5 or anti-IL5R: kus
+» Higher blood eosinophils (strongly predictive)8tt onNnu faz‘a

{ g +« Higher number of severe exacerbations in previous year (strongly predictive)®!! Dzinoﬂll
’ *Kam; dozey' dﬁ$“k « Adult-onset asthma®'?
- ** Endi n disi
| kﬂSYO d $ +« Nasal polyps®®

+ Maintenance OCS at baseline®®

* Low lung function (FEV: <65% predicted in one study).%12
ergy 2021

] Svenningsen S, Nair P. Front Med 2017:4:158

Fonget al,Clin ExpAllergy 2021;00:214 WATCH STUDY. Nair P. Respirology 2020;25:1123-5.
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Target

FDA approved
Indications

Dose

Ongoing
Clinical Trials

Mepolizumab

IL-5

- Asthma (age 6+)

- EGPA (age 18+)

- ldiopathic HES (age
12+4)

- CRSwNP (age 18+)

- Asthma age 12+ and
CRSwNP: 100 mg SC
every 4 weeks

- Asthma age 6-

11:40 mg SC every 4
weeks

- EGPA and HES:

300 mg SC every 4
weeks

- EGPA

- EoE

- CSuU

- Eosinophilic fasciitis

- Gleich syndrome

- COPD exacerbation
with eosinophilia

Reslizumab
IL-5

- Asthma
(age 18+)

- 3 mg/kg IV
every 4 weeks

- CRS

Benralizumab
IL-5Rat
- Asthma (age 12-+)

-CRSWNP(2021)

- 30 mg SC every
4 weeks for 3 doses,
then every 8 weeks

- EGPA

- HES

- CRSwNP

- EoE

- EGID

- CSU

- AD

- ABPA

- Bullous pemphigoid

Lirentelimab
Siglec-8

- None

- N/A

- EGID
- CSuU

Table 1. Characteristics of selected eosinophil selective biclogics. Abbreviations: IL-5, interleukin 5; IL-5Rw, IL-5 receptor alpha subunit; Siglec-8, sialic
acid-binding immunoglobulin-like lectin 8; EGPA, eosinophilic granulomatosis with polyangiitis; HES, hypereosinophilic syndrome; SC, subcutanecus; IV,

intravencus; CRSwWNFP, chronic rhinosinusitis with nasal polyposis; EcE, eosinophilic esophagitis; CS5U, chronic spontaneous urticaria; COPD, chronic obstructive
pulmonary disease; EGID, eosinophilic gastrointestinal disease; AD, atopic dematitis; ABFA, allergic bronchopulmonary aspergillosis

Pitlick, Li, PongdeeWorld Allergy Organization Journal (2022) 15:100676
http:// doi.org/10.1016/j.waojou.2022.100676
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ATAKLARDA |ENEAS§I| ? Wl | SEMPTOM [ EENKO X EI ~
AZALMA AZALTMA ug NAgxU

~EA8x| 0O~ %5358 %50 ACQ5 113-120mL
0532S.S 0 ’ 4-0 ’ 52 Bazal FEV1:1,70-1,80; (%59%60)
*Dahil edil
kullanan kr/?er;e;c;’g 26‘05 WINAP LW
NC | q rBHEAIACQR/P
AEExI| 00~ 7 %50%59 NA ACQ7 160-180 mL
A] W1T e ¢ N Q,23-0,25 FVC 130 mL
cAcuuclifcAC pazalACO25 FEF2575:233mL

**Dahil edilme kriterleinde
FEVIEE YMINC | qrF W Yt
Bazal FEV11,90-2,13,(%63% 70)

7E A x1 00~ %28%51 %75 ACQ6 116-159mL
%70S.S 0.25-0,29 Bazal FEV1:1,70-1,80; (%56 %258)

kullananan Bazal ACQ:2,8
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TABLE I. Key differences in inclusion criteria among included studies by treatment assessed

Characteristic Mepolizumab Reslizumab Benralizumab
Baseline blood eosinophil =150 cells/pL at baseline or =400 cells/pLL 2300 cells/pL*
count 2300 cells/pL in past year
Exacerbation history >2 Exacerbations in past year =1 Exacerbation in past yeart 22 Exacerbations in past year
ICS High Medium-high (>440 pg/d fluticasone) High*
Maintenance OCS use Allowed, any dose Allowed but <10 mg/d prednisolone Allowed, any dose
Predicted FEV, (%) <80% (<90% for age <18 y) None <80% (<90% for age <18 y) at
at screening screening and baseline
ACQ score None ACQ-T score 1.5 at screening and ACQ-6 score =1.5 at screening
baseline

ICS, Inhaled corticosteroid.

*Inclusion criteria for benralizumab studies were wider for blood eosinophil count and ICS dose; however, the primary publications reported results for the 300 cells/pL or greater
and high-1CS dose patient populations. Additional subgroup analyses for patients with baseline blood ¢osinophil counts of 150 cells/pL or greater were reported in the
benralizumab pooled analysis of the phase 3 trials only and subsequently included in this study.

TData for the end point of exacerbations requiring ED visits/hospitalizations were reported in the reslizumab pooled analysis. Patients had 2 or more exacerbations in the past year
and GINA step 4/5 therapy.

Busseet al,J ALLERGY CLIN IMMUNGOANUARY 2019
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Biologics and immunotherapy

Comparative efficacy of tezepelumab to (®) Check for updates C
mepolizumab, benralizumab, and dupilumab in 100
eosinophilic asthma: A Bayesian network

- 0.75 4
meta-analysis
Tanawin Nopsopon, MD, MPH,*"* Grace Lassiter, MD, MPH,? Ming-Li Chen, MD,** G. Caleb Alexander, MD, MS,"¢" = ~
Corinne Keet, MD, PhD,' Hwanhee Hong, PhD,) and Ayobami Akenroye, MBChB, MPH, PhD?*X Boston, Mass; Bangkok, o
Thailand; New York, NY; Taichung, Taiwan; Baltimore, Md; and Chapel Hill and Durham, NC 0.25 4
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Exacerbation: difference across thresholds
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1 - Risk Ratio

FEV1: difference across thresholds
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ACQ: difference across thresholds

80

S0
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Mean difference
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Comparison

Teze vs Placebo
Dupi vs Placebo
Mepo vs Placebo

Benra vs Placebo

Teze vs Benra
Dupi vs Benra
Mepo vs Benra
Teze vs Meapo
Dupi vs Mepo

Teze vs Dupi

Comparison

Dupi vs Placebo
Teze vs Placebo
Benra vs Placebo
Mepo vs Placebo
Dupi vs Mepo
Dupi vs Benra
Teze vs Mepo
Dupi vs Teze
Teze vs Benra

Benra vs Mepo

Comparison

Mepo vs Placebo
Teze vs Placebo
Benra vs Placebo
Dupi vs Placebo
Mepo vs Dupi
Mepo vs Benra
Mepo vs Teze
Teze vs Dupi
Teze vs Benra

Dupi vs Benra
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- DREAM MENSA! MUSCA SIRIUS*
— ¥ N Redlhofil 0 & x ¥ N Redzlhofil 0 & x ¥ N Redzlbiofil o & x ¥ N Redlhofil 0 & x
L) K Atdk K Atk K Btdk OKSHe¢ Of G f
c
f 52 haftada plaseboyal B 1JWT 1P R N Rfihaftada plaseboyal B 1JWT 13 § N R& haftada plaseboyal B! 13 WT 1J O R N R2& haftada plaseboyal Bl 1JWT WORNR
© 2,5 1
’ 2,5 1 2,5 1 2:5 1 p=0.04
X
. T%54 T%32
- 2 1 2 2 A 2 1
© p< 0.0001
0
g 1,5 4 1,5 4 T53% 1,5 4 1,5 4
© 2,47 T%58
= 14 1 14 1
= 1,65 1,44
© 1,13 ’
0,5 1 : 0,5 A 0,5 4 0,5 A1
O T 1 T T T
n=121 n =346 n =157 n =296 n=277 n=274 n =66 n =69
B Plasebo B Plasebo B Plasebo B Plasebo
B Mepolizumabt ¢ m dozl ar]| Kk dihMépaizumabt ¢m dozl ar Q) m bl mepolizumab 100 mg SC ) U B Mepolizumab 100 mg SC )
( Mepolizumab ¢ Oéokinofilik ¢ t q fhastalarda klinik Yd ¢ | ¢ t We U o d dleic daiakRt REIINgRI R )

* SIRIUS'a dahil etmeki - atak® y k ¢gsrekmiyordu.

NOT: Klinik olarak a n | aataklag, sistemik kortikosteroidlerink u | | a n égerekiren@ 8 & eknfétne | e(kOPg MUSCAJ2i - verena z € n mheveut oral glukokortikoid idame dozunun ikik a t & &8 k mESERRBIS]®) veya hastaneye y a t v@ya

acil servisb a k v u veyasbw n | birrk@nbinasyonu.1'3

1. Ortega HG, et al. Lancet Respir Med2016;4:581556; 2. Chupp GL,et al. Lancet Respir Mea2017;5:390r400. 3. Bel EH,et al. N Engl/ J Me?014,;371:118%r1197.
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; %51*** - 6
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_— 0.4 o -
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0
"= 267 275 67 ' N= 248 241 239
Plasebo [ Benralizumab Q4w Benralizumab Q8W

A CALIMA - al| & k ma0s98 oladak belirlenen arka plan alevienme o r abeldenenden d ¢ K ¢ kKt ¢r

*P<0.05; **P<0.01; **P<0.001. 2CALIMA - a | & k my & lé suezly inhale kortikosteroid kohortundaki veriler

Ek d e ] iolkreketedavi grubu,b © |, bir® n c g kalevlenme s a y ¥esdame oral kortikosteroidk u | | a h & o @ewaiif binomial modela r a c € hnaljz.é¢yul bau k |, 2 e € n oh @ je &k BOISEA Oy Bst.er i r
AER =y € laleviechme o r aene€=b a Kk | a n gad eozireoll $ a y;d@AKE= tam analizk ¢ me @4W = 4 haftada bir; Q8W = 8 haftada bir.

Adapted from 1. Bleecker ER et al. Lancet. 2016;388;2115-27; 2. FitzGerald JM et al. Lancet. 2016; 388:2128-41
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Remasion (primary endpoint) : BYAS =0 OGC dose 28 mg/day p 250% reduction n OGC dose LOO% reduction in OGC dose
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At both Weeks 38 and 48 During Weeks 43-52
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Thus, at present, the most robust data have been

regard, the numerous systematic reviews and associated meta-
analyses which have been performed to indirectly compare bio-
logics are often driven by pharmaceutical companies who may
have vested interests in publishing the right result for their par-
ticular drug.

Allergy, 2025

Nonetheless, the Forest plots provide a way to assess which of
the H2H comparisons are significant in terms of crude inspec-
tion of the 95% CI. A pragmatic decision was made to only in-
clude the commonly used and approved biologics comprising
Omal, Mepo, Benra, Dupi, and Teze, but not reslizumab, which
is rarely prescribed due to practical and fiscal issues related to its
intravenous administration.
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Tezepelumap ,
Dupilumab,
Mepolizumab,
> Benralizumab

Ando 2020 (Dupl vs Benral ——
Ando 2022 (Teze vs Dupi) [ —_—
Anda 2022 (Teze vs Benra) ——
Ando 2022 (Mepo vs Benra) | ——
Ando 2022 (Dupi vs Benra) ——
Busse 2019 (Mepo vs Benra) [ _—
Kimi 2024 (Teze vs Dupi) - —_—
Kim 2024 (Teze vs Benra) ——

Menzies-Gow 2022 (Teze vs Dupi) |

Menzies-Gow 2022 (Teze vs Benra) —_—
Menzies-Gow 2022 (Teze vs Mepo) &
Menzies-Gow 2022 (Teze vs Omal) —
0.0 0.5 1.0 1.5 2.0 2.5 3.0
RR and 95%CI for AER (Eos=300/ul}
FIGURE 4 Forest plot showing pairwise indirect comparisons of biologics in uncontrolled asthma for reductions in annualised exacerbation

rates (AER) for the subgroup of patients with baseline eosinophils (Eos) > 300/uL, as rate ratlos (RR) and 95% confidence intervals (CI). For crude
palrwise comparlsons of drug A versus drug B, red circles for the RR denote a significant difference in favour of drug A where the 95% CI excludes
unity. Black circles for the RR denote no significant difference between blologics where the 95% CI includes unity [45, 46, 52, 54, 55]. Benra, benral-
lzumab; Dupd, dupilumaly, Mepo, mepollzumab; Omal, omalizumab, Teze, tezepelumab.
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Doz sayisi (1. Yil) 8 13-26 13
Doz savisi (2. Yil) 6 13-26 13
Idame dozu Qsw Q2wW-Q4aw Q4w

9

(hazirlama agerekmez)
Stabil doz

SC enjeksiyon

Hastanin kendisinin
uvaulamasi/otomatik enjektor

Q@ O Q0
@ &0
Q@ QO 0

Benralizumab sadece SCk ul | a n @ m¥dnierr iBénealizumab dozu,ilk ¢ -doz i - Q4W bir kez,ar d € nQBW hir kezves onr asS&nd a
enjeksiyondur ; dozlar ¢, s kol, uyluk veya k a rié-niunyegul.anér

Q2W = Zhaftadabir; Q4W = haftadabir; Q8W = Saftadabir; SC subkutan UK =T y A A f (i S NB

1. Fasenra [summary of product characteristics]. Luton, UK: AstraZeneca UK Limite®. 2@#4ir [summary of product characteristics]. Ireland, UK: NovattispharnmLimited; 2020.

3. Nucala [summary of product characteristics]. Middlesex, UK: GlaxoSmithKline UK Limited; 2d2daerdsummary of product characteristics]. Castleford, UK: Teva UK Limited; 20

5. Dupixent [summary of product characteristics]. Berkshire, UK: Aventis Pharma Limited; 2021. H
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Exploring the Effects of Omalizumab in Allergic Asthma
An Analysis of Biomarkers in the EXTRA Study

A
Nicola A. Hanania', Sally Wenzel?, Karin Rosén3, Hsin-Ju Hsieh3, Sofia Mosesova3,
David F. Choy3, Preeti Lal?, Joseph R. Arron3, Jeffrey M. Harris3, and William Busse* §
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GETE yaniti, alevienme yanitinin %40 azalmasi ve
kombine yanit oranlari EOS sayilarina bakilmaksizin

benzerdi
a. Hekimin kiiresel degerlendirmesine b. %40k diigige gire yanrit verenler
b. (GETE) dayah yanit verenler ¥ilhk alevlenme crammda
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Efficacy of Mepolizumab in Patients with Severe Eosinophilic Asthma
and Concomitant Aspirin-Exacerbated Respiratory Disease: Meta-
Analysis of Two Phase Ill Trials

Meta-analysis [MENSA + MUSCA)

Current nasalrnlypumm NAZAL
Rate rhtio (95% CI) 0.20 (0.1, 0.35) t h[ T
No nasal polyps at screening MEPO:86
Rate ratio (95% C1) 0.51 (0.41, 0.64) PL:80
Aspirin/NSAID intolerance at screening
Rate ratio (95% C1) 0.66 (0.37, 1.18)
No aspirin/NSAID intolerance at screening
Rate ratio (95% C1) 0.43 (0.35, 0.55)
AERD atscrqerilu AERD
n.atelrann (95% C1) 0.66 (0.24, 1.79) MEPQO:20
No AERD at screening PL:20
Rate ratio (95% C1) 0.45 (0.36, 0.56)

AERD, aspirin-exacerbated respiratory disease; Cl, confidence interval; NSAID, non-steroidal anti-



DREAM (n=616) MENSA* (n=569) DREAM (n=616) MENSA (n=569) Combined* (n=1185)
Placebo Mepolizumab  Placebo  Mepolizumab Prebronchodilator FEV, (mL [95% QL n [%])
=150 cells 2(-93to 97); 418 (68%) 113 (28 to 198); 423 (74%) 64 (1t 127); 841 (71%)
150 cells per pL per pL
Exacerbation rate 1.65 116 1.65 1.00 2300cells -4 (-123t0116); 274 (44%) 128 (25 to 232); 290 (51%) 68 (-10 to 146); 564 (48%)
per year per pL
Rate ratio vs 0-70 061 =500 cells 72 (-105to 248); 149 (24%) 113 (-24to 250); 181 (32%) 106 (-2 to 214); 330 (28%)
placebo (95% Cl) (0-53-0-93) (0-45-0-82) perp
300 cells per L Postbronchodilator FEV, (mL[95% CI]; n [3:])
150 cell 22 (-71to 114); 403 (65% 172 (77 to 267); 3B6 (68% 101 to 168); 789 (67%
Exacerbation rate 1.98 1.03 1.74 0-85 ;EEHEE : (710 114); 403 (65%) (7710 267); 386 (68%) (3510 168); 759 (67%)
peryear =300cells 18 (-101t0138); 264 (43%) 202 (90t 315); 268 (47%) 108 (26 to 191); 532 (45%)
Rate ratio vs 0.52 0-49 per pL
placebo (95% Cl) (0-41-0-65) (0-38-0-63) 2500 cells 83 (-90to 255); 144 (23%) 247 (102 to 392); 166 (29%) 161 (50 ta 272); 310 (26%)
400 cells per pL per L
Exacerbation rate  2.13 0-98 1.78 079 SGRQ change in score (95% C1); n (%)
per year =150 cells -8-1(-11-2 to -5-1);
L 20 (74%
Rate ratio vs 0-46 045 p:;; ' 4 1{}(4‘1 1}4 2067}
=300 cells -10-4 (-14-2 to -6-7);
placebo (95% CI) (0-36-058) (0-34-058) ) 288 (51%)
500 cells per pL =500 cells 113 (-16-3 to -6.4);
Exacerbation rate 226 094 1-81 075 per pL 179 (31%)
peryear ACQ-5 change in score (95% CI); n (%)
Rate ratiovs 0-42 0-42 =150 cells  -0.14 (-0-36 to 0-08); -0.52 (-0-70 to -0-34); -0-35 (-0-49 to -0.20);
placebo (95% CI) (0-32-054) (0-31-055) per pL 401 (65%) 402 (71%) 803 (68%)
=300cells 024 (-0-51to 0-03); -0-73 (-0-95 to -0-50); -0-49 (-0-67 to -0-31);
per pL 262 (43%) 274 (48%) 536 (45%)
H 4 H H : =500 cells  -0-44 (-0-83 to -0-06); -0-76 (-1.07 to -0-46); -0-61 (-0-85 to —0-37);
Severe eosinophilic asthma treated with mepolizumab TS0l oo et oo

stratified by baseline eosinophil thresholds: a secondary
analysis of the DREAM and MENSA studies

Data are from the intention-to-treat populations from the DREAM and MENSA studies. All mepolizumab doses were
combined for the analysis. n includes patients treated with either mepolizumab or placebo who provided data at
week 32. *Seven patients had missing baseline eosinophil values in MENSA and were excluded from this analysis.
ACO=asthma control questionnaire. --=not available. SGRQ=5t George’s Respiratory Questionnaire.

Hector G Ortega, Steven W Yancey, Bhabita Mayer, Necdet B Gunsoy, Oliver N Keene, Eugene R Bleecker, Christopher E Brightling, lan D Pavord
Table 4: Changes in FEV,, SGRQ, and ACQ-5 by baseline blood eosinophil counts
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Generalised framework for remission in asthma )*E
For 212 months: Same criteria maintained without asthma
treatment for 212 months

- Sustained absence of significant asthma symptoms based on
vahdated instrument, and

- Optimisation and stabilisation of lung function, and
- Patient and HCP agreement regarding disease remission, and

- No use of systemic corficosieroid therapy for exacerbation
freatment or long-term disease control

Same cniteria maintained without asthma
S treatment for 212 months
~ . " [f previously
| UB DO IJ! [JHR U | BRECrRE I,
relevant

biyomarker periferik eozinofil

gative bronchial

Reptnted from Menzies-Gow A, ot ob. J Alsigy Ciin lesmumel 2000 145(31 TE7-TE8. Coppright © 2000 The Acthom. Puiished by Elsevier inc. on Behal of e Americans Academy of Alergy, Asthera & Inmunclogy. 73
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4. AY 2. YIL
AKT 13 18 21
1/ T[ . ! +!w!{! AYDA1
ATAK 2

O0{¢9OwhT5 DO9OwWIOY¢TwObU

Total IgE 829 507 280
Eozinofil 620 190 200
VASWA Y2 aSkgriNT A G 9 8 5

SNOT22 32 22




. Paranazal BT
h Ol 1 HAOHDO




{t Twha9dwadg dBY B9
FEV11.46 (%61) FEV1:1.90%86)




~EA8 x| 120~ 7

(s - (R

MILENEAS8]| ?

o) WENul W] ° & x B

SSEMPTOMKONTROLDE

| [ EuUuEIlI 08 W] Ex

EYMWUEBBYA | W



EW] ° AEW

Af A< 8 u W

U |
WY WU~ EAuUuEUUb

X |

16.07.2025



