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Kuresel Yayginlik ve Agir Astim Yuku

Agir Astim Prevalansi Agir Astim ile artan ekonomik yuk

Yiluk dogrudan

maliyetler 21 milyar
$ (ABD) ve 13,9
milyar €*

~9%5-10 Agir Astim prevelansi ‘.‘;‘.

Agir kontrol altinda olmayan astim 45

Astimla ilgili kaynaklarin Yilik dogrudan
agir astim tarafindan maliyetler 28 milyar $
kullanilmasi 2 (CX:10)

PASIr astim?

Astiml tum yillk saglik maliyetleri en fazla agir astim
populasyonundan gelmektedir 3

%50

SA, severe asthma.
1. Wang E, et al. Chest. 2020 Apr;157(4):790-804; 2. Enilari O, et al. Ann Glob Health. 2019 Jan
22;85(1):2. 3. Nunes C, et al. Asthma Res Pract. 2017;3:1; 4. Hankin CS, et al. J Allergy Clin
Immunol 2013:131(2):AB126: 5 Accordini S et al Int Arch Allersv Immun. 2013:160(1):93-101



MALIYETINN COGUNLUGU
Indirekt harcamalar is giinii kaybi, engellilik aylig

.,.
i
(0ase-008z)
LHIED

{LBEZ-FO¥L)
Z06EL 3

- l @
u 2]
mv-um
N TG
----- 1314!1! [2274-2874)

VRGE 3

8|
@

(ELFI-BSE)

YEEL D

@ (oE0E-ZEFa)

8o
. = =
Swap & = : E §
=
k]
B —_
g
Mild<4o-moderat ) @
e >
a &
L
g
Possble Sove O [
o-is::on: % _'_‘1‘
o
&

o 5000 10000 15000
Annual Expenditure (€ )

Expendilure Type . Healthcare Expenditure D Forgone Income D Wielfare Experditure

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.

BRLSE D

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 versus controls

Asthma population Controls

(N=63130)* (N=2524T3)*
Direct costs 2801 1364
Indirect costst 1613
Welfare costst 5784 G664
Met costs per 4170
patientg
Total pooled 263 252 100

annual costs for
all cases"

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 earned
annual incomea batwean patients and controls.

fincludes public transfer income from sick pay, student grants,
social sacurity, unemploymant banefits and disability pansion.
SCalculated as the difference in expenditure batween cases and
controls.

Calculated as the per-patient net cost times the numbear of
included patients.

Hakansson KEJ, et al. BMJ Open Resp Res 2023;10:e001437. doi:10.1136/bmjresp-2022-001437



BiYOLOJIKLER-MolekUler HEDEFLER

’ o AIIergens
2 2 . Microbes

Goblet cells = Pollutants
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Airway epithelial cells

Dendritic cell

Benralizumab

IL-5 receptor antagonist

==
IL-5 Anti-IL-5
T\ Mepolizumab
Fevipiprant
IgE Reslizumab

PGD-: receptor antagonist

Omalizumab
Anti-IgE

IL-4
IL-13

Mast cell B cell Dupilumab Th2 cell

Anti-I1L-4/13 receptor

Front. Immunol., 30 November 2020 https://doi.org/10.3389/fimmu.2020.603312
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Anti Il 5 Tedaviler; Etki mekanizmalari

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

Sialic acid-binding Siglec-8
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, Pongdee World Allergy Organization Journal (2022) 15:100676 http://doi.org/10.1016/j.waojou.2022.100676



MoAb Uretici firma Hedef Doz/uygulama yolu Endikasyon

ve Preparat adi FDA onay tarihi molekiil (5. basamak tedavi olarak)
Omalizumab Perennial aeroallerjenlere duyarliligi pozitif deri testi ve/veya spesifik IgE ile gosterilmis, serum IgE dizeyi 30-1500
(XOLAIR) IU olan; inhale kortikosteroid ve uzun etkili beta2 agonist kullanmasina ragmen sik glindiiz semptomlari, gece
uyanmalari ve birden fazla agir astim alevlenmesi yasadigl saptanmis, akciger fonksiyonlari kisitli olan (FEV1< %80)
persistan allerjik astiml eriskinlerin ve ergenlerin tedavisinde kullanilir.
m%%%z:)mab yiksek doz IKS ve ek olarak bir veya daha fazla kontrol ajani kullanan (6rnegin LABA vb),
onceki yil icerisinde en az iki alevlenme 6ykusl olan (en az 3 glin sistemik KS tedavisi gereken) ve kandaki eozinofil
sayimi tedavi baslangicinda 2150 hiicre/pl veya 6nceki 12 ay icerisinde 2300 hiicre/pl olan agir persistan astimli
eriskin hastalarin tedavisinde endikedir
Reslizumab Teva Pharmaceuticals IL-5 IV inflizyon, >18 yas, agir eozinofilik astim
(CINQAIR)* 2016 3 mg/kg/ 4 hf

(BFTSrEII\'ﬁ:Sab yuksek doz IKS ve ek olarak bir veya daha fazla kontrol ajani kullanan ( 6rnegin LABA vb.), dnceki yil icerisinde en az iki

alevlenme 6ykusi olan ( en az 3 giin sistemik KS tedavisi gereken) ve kandaki eozinofil sayimi 2300 hiicre/pl olan
siddetli eozinofilik astimi olan yetiskin hastalarda ek idame tedavisi olarak endikedir.

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.
S Dlormaresie, HES: Hior orimotTie amtiom: b Dt at Ao spontan Grtker, AD: Atopll dermatit, EGPA: Pollanjitis lle birllce clan sczinofilk *Ulkemizde onayi yok, **Ulkemizde onay1 >12 yas
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antikor ve
preparat adi

Uretici
firma

FDA onay Hedef
tarihi/ Bolgesi
Ulkemizde
ruhsatlanma

tarihi

Doz/Uygulama
Yolu

Endikasyon

Omalizumab Genentech / | Astim IgE SC, 2-4 hf Gebelik kategorisi: B
(Xolair) Novartis 2003/2008 Kilo ve IgE >6 yas, agir alerjik astin
KSU diizeyine gore (Ulkemizde >12 yas)
2014/2014 hesaplanir NP: >18 yas
NP* KSU: > 12 yas
2020/2023
Mepolizumab Glaxo Smith | Astim IL-5 SC Gebelik kategorisi: C
(Nucala) Kline 2015/2019 100 mg/4 hf
EGPA* (>12 yas) Agir eozinofilik astim
2017/2023 >6 yas
HES* 40 mg/4 hf
2017/2023 (6-11 yas) EGPA, HES, NP
NP* 218 yas
2021/2023
Benralizumab Astra Astim IL-5Ra SC Gebelik kategorisi: B
(Fasenra) Zeneca 2017/2023 Ilk 3 doz 30 mg/4 | Agir eozinofilik astim
hf >18 yas
Devami: 30 mg/8
hf




Biyolojik seciminde yol haritasi

Biyobelirtegian dagerlendir
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FENO ARTISI HANGI FENOTIPTE OLUR?
NASIL PREZENTASYON GOSTERIR?

kra{:tlﬂnal b}{halEd Children who develop asthma
N ltrl{: {}Xide l; :x::.::..:. isthma

Oy e0EInop sinma 0 I-..\|-,

Non-atopic severe asthma

Poorly controlled asthma/exacerbations
Asthma exacerbated by aspirin { AERD)

Allergic rhinitis

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

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

Hindawi BioMed Research International Volume 2022, Article ID 5753524, 9 pages
https://doi.org/10.1155/2022/5753524

MM

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 [nM]

.

Pathophysiology

- DIONCHEL DY PerTeaciiviey

Ll i &
il £ [IVDErsecTetio

- Vascular permeability

- Vasodilation
-Proinflammatory effect

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

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



BiYOLQJiK SECIMINDE KARAR VERIRKEN
INFLAMATUAR BELIRTECLER

Therapeutic
target

Approved therapy

Al

Therapy in clinical
development

Injectable

00

Non pharmacological
option

Ciral

e

Paucigranulocytic Meutrophilic

|
G

IgE, immunoglobulin E; Th2, T helper 2.

Drugs in Context 2018; 7: 212561. DOI: 10.7573/dic.212561
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Eosinophils
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150 cells/pl
FeNo 25=pphb
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=300 cellsSpl

=400 cells/pl
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Agir astim

tanisi
dogrulandi
Agir astim
(gunliik oral kortikosteroid
almayan)

duzeyi simdi
veya dykude
yuksek

Periferik eozinofil
150-1500/pL

- S
—

x\

EVET

e AN [L-4R O J

—uu Anti IL-5

FENO <25 ppb ]

FENO = 25 ppb ]

Alsriik astimn ve Bahsedilen biyoloji!derden Anti IL-5R
pereniyal alerjen duyarh herhangi biri = <

Klinik 6zellikler dikkate alindiginda Ulkemizde
bulunan preperatlar icin

Anti-ig E
» Anti IL-4Ra -

e ANti-TSLP

44

Brusselle GG, Koppelman GH. Biologic Therapies for Severe Asthma. N Engl J Med. 2022 Jan 13;386(2):157-171.
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ANTI-IGE ANTI-IL5 ADAYI VE IYl YANITLI OZELLIKLERI
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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

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

OMALIZUMAB MEPOLIZUMAB
M= 105 M=62

f:: Phenotype

)

= Adult-onset asthma
= Male
4 Ve g
= [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

Fong et al, Clin Exp Allergy. 2021;00:1-14 WATCH STUDY.

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



KOMORBIDITELER

Comorbidities URTIKER: OMALIZUMAB
No Comorbidities A.DERMATIT: DUPILUMAB

Urticaria

AERD Dermatitis

Chronic
Rhinosunusitis

NAZAL POLIP:
DUPILUMAB (EMA)
OMALIZUMAB (EMA)
MEPOLIZUMAB (FDA)
BENRALIZUMAB (FDA)

Bronchiectasis

Therapeutic Advances in Respiratory Disease 14



DUSUK FEV1’DE HANGI BIYOLOJIK

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



56 Yas Kadin Hasta

25 yildir eforla artan ve irritanlar ile tetiklenen daha ¢ok
sabaha karsi bulgu veren, mevsim gecislerinde ise pik
yapan

O LG U e Hinlltih solunum

e Nefes Darligi
o Oksiiriik
o Gogiiste baski hissi

Burun tikanikhgi, geniz akintisi, koku alamama, yuzde

basing hissi ,agri




OZGECMIS-SOYGECMIS

Sinlzit ve nazal polip (+), Polipektomi 6ykuist (+) 4 kere, en son 2 yil 6nce
Obezite (+) BMI: 34.5 kg/m?2

TiP 2 DM: OAD aliyor

GER (-), OSA (-)

Sigara oykusu (-)

ASA, NSAID duyarliligi (-)



BAZAL-SFT

* FVC:%1.86 (%65)

* FEF25-75:%40

* REV: VIZITLER ARAS
FEV]
DEGISKENLIGi=




ASTIMDA TANI

Astimda Tani

Oykiide degisken solunumsal semptomlarin varhgi



GINA
2025
ASTIM
TANI

* Degisken ekspiratuar hava akimi

* Tani sirasinda havayolu obstriksiyonu olmasi
gerekmez

* Semptom oldugu zaman veya sabah 6lctim yapin|




Toraks BT: Major patoloji yok

'




TETKIKLER

BK:N TIT: N H§ ANCA: N
ENA:N RF:N




-

Total IgE: 829 IU/mL

TETKIKLER

Eosinofil :0-620 hiicre/pL




Eozinofil Seyri son 1 yil 0-300 (Mepolizumab altinda
Maksimum 620 hicre/uL (Subat 2022

0.4
22022022 NEUT% 0.3 "
14:58 0.3

22.02.2022 LYM %

0.2 0.2

0.1 0.1 0.1 0.1 0.1

0.2
14:58 0.2

22.02.2022  MON% o1
14:58 0.1 :
TITTH]
14:58 0.0 o

(] o o (=] (=] (]
22.02.2022  BASO% = = = = = = il
- ™ T — ™ o
14:58 Ly = r T = o
o [na ] %] (=] (Tp] M
— — ™~ — — —
22.02.2022  NEUT i i i i i = il
14:58 = g a o o 2
z 2 2 Z o o
22.02.2022 LYM o = = > e = Jalil
1458 — ™~ ™~ — —
22.02.2022 MON Sonug (null) [alad
14:58
22.02.2022 EOS 0,62 0,02 - 0,50 Jahil
14:58
22.02.2022  BASO 0,02 0,00 - 0,20 lshil
14:58

16.07.2025



ALDIG| TEDAV]

1. Salmeterol + flutikazon propiyonat 500 2*1

2. Montelukast+ Desloratadin 1*1

3. Nazal Mometazon 2*2

Son 1 yilda 2 defa 7 giin sistemik steroid kullanimina gerek olan atak
111




HASTA KACINCI
BASAMAK TEDAVI
ALIYOR?

ZOR ASTIM? AGIR ASTIM?




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 pMDI, ekstra ince partikiil, HFA) 100-200 >200-400 >400 800
Budesonid (DPI veya pMDI, 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)



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

BASAMAK-5
TEDAVI |
YUKSEK DOZ iKS

GERI PLANDA
/OR ASTIM

KONTROL
EDiCIi

TERCIH
EDILEN
KURTARICI

KONTROL
EDIcCI

ALTERNATIF
KURTARICI

STEP 1-2

LH dusuk doz
iKS-Formeterol

STEP 3

Dusik doz
iKS-Formeterol

STEP 4

Orta doz
IKS-Formeterol

Kurtarici: LH Diisuk doz IKS-Formeterq

DIGER KONTROL
EDIcCIi
SEGENEKLERI

STEP 4
STEP 3
SIEE & Bk d Orta doz
$ 0F iKS-LABA
STE: 1 Dlsuk iKS-LABA
S doz IKS
SABA+dusuk
doz iIKS
1
Kurtarici: SABA veya IKS+SABA
LH
shenchasok | | OTRChise” || mAssever R e e
doz IKS s HDM SLIT ekle L 4
veya LTRA ekle T Yan etkileri gbzeterek OKS ekle
veya. Yiuksek doz iKS'ye ge¢ (dustkibneri)

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 ICSformoterol |CS-formoteral

Using ICS-formoterol 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-formateral™

STEP 4
STEP 3 Me{:lium dose
MErd sz maintenance
TRACK 2: Alternative STER 2 rrgfivmenam:e e
and RELIEVER STEP 1 Low dose ICSLABA

maintenance ICS

Reliever only; if SABA,
take ICS with each dose

Before considering a regimen
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.



3 ay sonra AKT: 13 (kontrolsiiz astim)

AGIR ASTIM TANISINI DOGRULAMAK iCiN

e Taniy1 dogruladik
e Inhaler teknik ilac uyumu iyi

e Tetikleyiciler gozden gecirildi.
e Komorbiditeler optimize edildi.

e Biyolojik olmayan ilaclar (LAMA) eklend.i.
e Yiiksek doz IKS

16.07.2025



Inhaler Teknik llac uyumu

Kontrol edildi yi



§ Sigara oykusu yok
§ Mesleki maruziyet yok
§ Alerji deri testi (kuf paneli dahil)

s ara . . 8 negative
C TEtIklEYICller § Spesifik Ig E negatif




Komorbiditelerin tedavisi

» Obesite

* Diyet

* Egzersiz

»Nazal polip

* 2 yil 6nce polipektomi

e KBB konsultasyonu: nazal polip skoru:3
* Cerrahi: Hasta kabul etmedi

* Nazal flutikazon+azelastin kombinasyonuna gecildi.

Nazal polip
skoru (NPS):

Nazal polip skoru

Endoskopik polip biyukltgu

Polyp Grading System:
Right nasal cavity

19344

(NPS)
0 Polip yok
1 Orta meatusta sinirh kiigk polipler
2 Orta meatusu tikayan multip! polipler
3 Orta meatusu asan blytk polipler
4 Inferior nazal kavitede total obstriiksiyon

yapan biyuk polipler

Endoskopik muayene bulgular: icin nazal polip skorlamasi
(NPS), radyolojik degerlendirme igin Lund-Mackay
skorlamasi (LMS), nazal acikligin degerlendirimesinde
nazal inspiratuar tepe akimmetri (PNIF), anterior
rinomanometri ve akustik rinometri yapilabilir.




Turkish validation of the Sino-Nasal Outcome Test-22 ~

SNOT 22 TURKCE ANKET
Asli Cakir Cetin'© | OzgurKumus! | Pembe Keskinoglu? | Semih Sutay! | Asafndaki sikayetleri yasadifimzda sizin igin ne kadar énemli oldugunu, bu sikayeti ne siklikta yasadifinizi ammsayarak kendinizi ne kadar kétii hissettirdigine
karar veriniz ve sad tarafta size uygun olan segenefi isaretleyiniz.

Mustafa Cenk Ecevit!

En énemli BES sikayetinizi
Sikayetler Hic yok | Cok hafif | Hafif | Orta | Afwr | Daha kotiisii olamaz isaretleyiniz
Burun silme ihtiyac
: Burun tkamklifn
NAZAL POLIP- &=
Burun akintist
Oksiiriik
YASAM ==
Koyu kivamh burun akintist
: M Kulak dolgunlugu
KALITESI =
Kulak agnsi
Yiizde afn ve veya dolgunluk- basing

SNOTT-22: 32 e

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;44:557-564.



BASAMAK CIKILDI

3’10 kombinasyon

Umeklidinyum 62.5 mcg+
flutkazon furoat 200 mcg+
Vilanterol 25 mcg

KONTROL
EDICIi

TERCIH
EDILEN
KURTARICI

STEP 1-2

LH dusuk doz
iKS-Formeterol

STEP 3

Dustiik 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
STE: & Dlsuk iIKS-LABA
o doz IKS
SABA+dusik
doz iKS
|
Kurtarici: SABA veya IKS+SABA
LH
sneateusok | | Crnctisiere || mAssever e e
doz iks el HDM SLIiT ekle LAl 4
veya LTRA ekle S Yan etkileri gbzeterek OKS ekle
veyva Yiiksek doz iIKS'ye ge¢ (dusdicaners)
HDM SLIT ekle




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 Weatheral™*, and lan D. Pavord®

Relationship of Fluticasons Proplonate doss, clinical affect.
and riak of systemic side affects

Low chose MMeadbum deose # B o
100 -

e —1 B — - o %
= BD - ——— - [=e] -§
= ' :
— | =
px] I - S0 £
= 60 - -1
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5 i =
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J - - 10 =
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Daily dose of Fluticasona Propionate ()
Efficacy oulcomes Systemic side affect
- FEW1 = Usao of rasouss meas-olootioas = - Aol IS et Ty
=— hcamiing FEF e RASHOT SMECOrETS = - Cataro-ts
&  Ewaning PEF e Pl s sk birges wt - [Plcsn-wesrisbral racturs
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Figure 1. Schamatic doss—regpDonsa curves for different cutcomses for efficacy and adversa affects
wiilth inhaled coricostarcds,. exgprassecd as fluticasomnss propEonatse n jegdd, derfesd from Tabkas & 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 pussihle|.

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 add -on therapy to Inwﬂgg e |[CS-LABA In a
separate inhaler for patients aged =26 years {tmfcmm or in a combination {trlple ) 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 impmvem{—}rence 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-gmb_lp 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 ICSformoterol |CS-formoteral

Using ICS-formoterol 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-formateral™

STEP 4
STEP 3 Me{:lium dose
MErd sz maintenance
TRACK 2: Alternative STER 2 rrgfivmenam:e e
and RELIEVER STEP 1 Low dose ICSLABA

maintenance ICS

Reliever only; if SABA,
take ICS with each dose

Before considering a regimen
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.



Baslangic
Dosya
Ozeti

Astim Baslangic
Yasi/Hastalik suresi

31/25 yil

Komorbidite

Obezite ve nazal
polip

AKT Bazal: 5

Sonvizit: 13
GINA Kontrol disi
Basvurdugunda atak sayisi | 2 (Sistemik

steroid 1 hafta)
Total IgE 829 IU/mL
Eozinofil 620 hucre/pL
DPT Negatif




SISTEMIK STEROIDLERIN UZUN SURELI KULLANIMLARININ YAN
ETKILERINI BILIYORUZ

UNDERESTIMATE ETTIGIMIZ
KISA SUREL|i KULLANIMLARI
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OKS KULLANIMI-KRONIK/KISA SURELI

Kronik OKS kullanimi, steroidle iligkili komplikasyonlarin yani GINA raporu, idame OKS'nin ancak diger ek tedavi
sira artmig mortalite ile iligkilidir ve daha fazla steroid secenekleri diglandiktan sonra degerlendirilmesini
maruziyeti ile risk artmaktadir.14 onermektedir.5

OKS ile kisa sureli tedavide dahi yan etki riski artmaktadir.5

1.5 mlyon hasta 300.000’i oks kullanan (infeksiyon, spinal veya alerjik nedenler

Kisa sureli OKS (<30 gun) ile tedavi edilen hastalarda degerlendirilen 3 advers olayin tuminde daha yuksek oranlar
gorulmusturs*;

< ’ o= . P
' Venoz

an " \ .
Fraktur ‘ v / \ : \ Sepsis
,' , tromboemboli ; ,
1 ! \
RR: 1.87;95% CI: 1.69-2.07; \ ," RR: 3.33; 95% CI: 2.78-3.99; \ ," RR: 5.30; 95% CI: 3.80-7.41;
P<0.001 P<0.001 * ! P<0.001
Eozinofilik fenotipli agir astimi olan birgok hasta, ciddi yan etki riskinin artmasina ragmen OKS'ye gilivenmektedir.1:2 J

*ABD'de 6zel sigortali yetiskinlerin (18-64 yas arasi) dahil edildigi retrospektif bir kohort calismasinda (N=1.548.945), kisa siireli OKS regetelerinin sikligi ve iligkili advers olaylar degerlendirildiginde, hastalarin %21'i (327.452) 3 yillik galisma déneminde kisa siireli OKS igin 21
ayakta tedavi regetesi almistir [6] Cl, giiven araligi; OKS, oral kortikosteroid; RR, hiz orani.1. Price DB et al. J Asthma Allergy. 2018;11:193-204; 2. Sullivan PW et al. J Allergy Clin Immunol. 2018;141:110-116; 3. Volmer T, et al. Eur Respir J. 2018;52:1800703; 4. Lee H et al.
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



YAN"'-E_TKiLERi

_______________________________________________________________________________________________________

/ Sonug Hastalar, n OR adij. (95% CI)
165900 case, 269000 kontrol astim e mg 1a o
- Yilda ortalama bir recete " Hipertansiyon Zgg‘éznggz 1“39322 1
0 7 o =T e - 500- mg R T
+  Kumiulatif doz < 500 mg (iki kisa kur) R T 401 e IR
- Son 2 yildaki ortalama gunluk doz of <1 mg ; el -
. Siddetli enfeksiyonlar* 00 mg 3201 ———
i 500-2000 mg 2700 o
i >2000 mg 815 -
! Herpes zoster <500 mg 761 -
- ! 500-2000 mg 686 -
Katarakt ylksek dozda — 22000 mg 26 ——
Dozdan bagimsiz Herpes Zoster ve Peptik Ulser riski ; Soomg T s S
. . . . Katarakt <500 m 795 e
O sirada (current use) kullananalarda ciddi infeksiyon, i%%sé‘figmg oo S
kemikle iligkili durumlar, DM, psikiyatrik hastaliklar, KVH.  Clokom N S E—
Doz ve kullanilan zamandan bagimsiz olarak glokom HT V& | «onibsbrekhastaiss <500 mg 1466 i
KBY riski yok ’ Sooome s e
i >2000 m, H
y | Afektif bozukluklar <500 mgg 903 ——
i 22000 mg 5 —
i Kardiyovaskiiler olaylar ;gg(_)zrggo mg SZ? N
i >2000 mg 206 .—-—«._-_|
:‘\ Ol5 1.0 115 2t0 2I.5 3i0 3!5

______

OKS kullanimi tekrarlanan kisa suireli kiirlerde dahi advers etkilere yol agmaktadir.

D, klinik uygulama arastirma veri baglantisi; OKS, oral kortikosteroidler; OR, odds orani; T2DM, tip 2
diabetes mellitus. Bloechliger M ve ark. Respir Res. 2018;19:75.



HANGI FENOTIP?

p— TIP 2 ENDOTIP

«Sik atak gegiren astim
sTedaviye direngli astim
+0Obez astim

+Fiks hava yolu obst. seyreden astim NAZAL PO I_l Pl N ES I_l K ETT' G i,

«Baslangicyasina gore tanimlanmis astim; Eriskin baslangig, erken baslangich

i ERISKIN BASLANGICLI,
etikleyicilere gore fenotip SlK ATAK GEC'REN (Atak

Klinik-fizyolojik fenotip

*NERD

sCevresel allerjenler p re d O min a nt)
+«Mesleki allerjen-irritan
*Egzersiz O B EZ

Hormanat NONATOPIK

«Kirli hava

. : EOZINOFILIK FENOTIP

*Eozinofilik
«Notrofilik
«Pauci-granulositik
«Mix Graniilositik




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 baselinett®

* Low lung function (FEV: <65% predicted in one study).%12
ergy 2021
Svenningsen S, Nair P. Front Med 2017;4:158

Fong et al, Clin Exp Allergy. 2021;00:1-14 WATCH STUDY. Nair P. Respirology 2020;25:1123-5.



TARTISMALI SORULAR; BIRDEN FAZLA BiYOLOJIGE ADAY HASTADA
HANGI BiYOLOJiK

= Tavan (yatay)

e v i e et ~ 2. lso
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Anti-Il 5 kullanim alanlari

Mepolizumab Reslizumab Benralizumab Lirentelimab
Target IL-5 IL-5 IL-5Ra Siglec-8
FDA approved - Asthma (age 6+) - Asthma - Asthma (age 12+) - None
Indications - EGPA (age 18-+) (age 18+)

- !Idzji?athic HES (age -CRSWNP (2021)

- CRSwNP (age 18+)

Dose - Asthma age 12+ and - 3 mg/kg IV - 30 mg SC every - N/A
CRSwNP: 100 mg SC every 4 weeks 4 weeks for 3 doses,
every 4 weeks then every 8 weeks

- Asthma age 6-
11:40 mg SC every 4
weeks

- EGPA and HES:
300 mg SC every 4

weeks
Ongoing - EGPA - CRS - EGPA - EoE
Clinical Trials - EoE - HES - EGID
- CSU - CRSwNP - CSuU
- Eosinophilic fasciitis - EoE
- Gleich syndrome - EGID
- COPD exacerbation - CSU
with eosinophilia - AD

- ABPA
- Bullous pemphigoid

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; 5C, subcutaneous; 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 dermatitis; ABPA, allergic bronchopulmonary aspergillosis

Pitlick, Li, Pongdee World Allergy Organization Journal (2022) 15:100676
http://doi.org/10.1016/j.waojou.2022.100676



RDBPC Calismalara gore sonlanim
noktalarinin karsilastirilmasi

ATAKLARDA STEROID SEMPTOM FEV1’de iYILESME
AZALMA AZALTMA KONTROLU

MEPOLIZUMAB %53-58 %50 ACQ5 113-120 mL
%32 S.S 0’4_0’52 Bazal FEV1:1,70-1,80; (%59-%60)
kullanan *Dahil edilme
kriterleinde ACQ= 1,5
sarti yok; Bazal ACQ:2,2
RESLIZUMAB %50-%59 NA ACQ 7 160-180 mL
“Gercek yagamada %50  (,23-0,25 FVC: 130 mL
azalma bazale gore Bazal ACQ:2,5 FEF25-75:233 mL
**Dahil edilme kriterleinde
FEV1<%80 sarti yok
Bazal FEV1 1,90-2,13;(%63-% 70)
BENRALIZUMAB %28-%51 %75 ACQ6 116-159 mL
%70S.S 0,25_0’29 Bazal FEV1 :1,70-1,80; (%56-%58)

kullananan Bazal ACQ:2,8



CALISMAYA DAHIL EDILME KRITERLERI FARKLI

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

{CS, Inhaled corticosterod.

*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.

Busse et al, J ALLERGY CLIN IMMUNOL JANUARY 2019



Biyolojik Karsilastirma
Metaanaliz

Biologics and immunotherapy

f') Check for updates

Comparative efficacy of tezepelumab to
mepolizumab, benralizumab, and dupilumab in
eosinophilic asthma: A Bayesian network
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
Thailand; New York, NY; Taichung, Taiwan; Baltimore, Md; and Chapel Hill and Durham, NC

Boston, Mass; Bangkok,

ATAKLARI azaltmada MEPOLIZUMAB

FEV1’i iyilestirme BENRALIZUMAB
ACQ iyilestirme MEPOLIZUMAB
(Dahil Edilmede Kontrolsuzluk Gerekmiyor!)

Probability

Probability

E

Probability

Exacerbation: difference across thresholds

0.25 4

0.00 1

i
1 1
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1 - Risk Ratio

FEV1: difference across thresholds
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ACQ: difference across thresholds
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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



MEPOLIZUMAB-ATAKLAR

DREAM'

Otalama atak orani/yil

2150 eozinofil/pL
=22 atak

52 haftada plaseboya gore degisim

2,5 1
-%>54
2 4
1,5 1
2,47
1 4
0,5 A1
0 . .
n=121 n = 346
B Plasebo

B Mepolizumab tiim dozlar kombine

MENSA'

2150 eozinofil /uL
22 atak

32 haftada plaseboya gore degisim

2,5 1

-53%

n=157 n =296

B Plasebo
B Mepolizumab tim dozlar kombine

-

MUSCA?
2150 eozinofil/pL
22 atak

24 haftada plaseboya gore degisim

2,5 1

2 .
£ <0.0001

1,5 1
-%°58

1 -

N H
n =277 n =274
B Plasebo

B Mepolizumab 100 mg SC

)

\_

SIRIUS3*

2150 eozinofil/pyL
OKS bagiml

24 haftada plaseboya gore degisim

2,5 1

p=0.04
%32
2 .
1,5 4
1 -
0,5
0 ; .
n =66 n =69
B Plasebo

B Mepolizumab 100 mg SC

J

C

Mepolizumab agir eozinofilik astimli hastalarda klinik olarak anlamli ataklari devamli olarak iyilestirir

)

* SIRIUS'a dahil etmek i¢in atak 6yklsu gerekmiyordu.
NOT: Klinik olarak anlamli ataklar, sistemik kortikosteroidlerin kullaniimasini gerektiren astimin kétilesmesi (23 giin [MUSCAJ? igin ve en azindan mevcut oral glukokortikoid idame dozunun iki katina gikmasi [SIRIUS]?) veya hastaneye yatig, veya
acil servis bagvurusu veya bunlarin bir kombinasyonu.'-3

1. Ortega HG, etal. Lancet Respir Med. 2016;4:549-556; 2. Chupp GL, et al. Lancet Respir Med. 2017;5:390-400. 3. Bel EH, etal. N EnglJ Med.2014;371:1189-1197.
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BENRALIZUMAB-ATAKLARI AZALTMA BASARISI

Her iki Dozlama Rejimi de AER’yi Plaseboya Kiyasla Anlamli Olgiide Azaltmistir (TAK, eos 2300 hiicre/uL)
SIROCCO (48 hafta)? CALIMA? (56 hafta)?2
0&51***

1.6 =
- 1.6 = I '0/045*** = _0/028*
& I © 1.4 o
= 147 (1.12, 1.58) c % 36**
m E 1.2
6 1.2 (@)
P 1. (0.77,1.12)
2 - :
e 0.60, 0.89 c 0.8 1
& 087 ( ) (053, 080) kT (0.48,0.74) (0% 0-82)
® o6 BL7e) o 007
2 < 0.4 «
- 0.4 « {
= —_ 0.2 s
> 029 >
0
0 N= 67 575 267 ' N= 248 241 239
Plasebo . Benralizumab Q4W Benralizumab Q8W

+ CALIMA caligmasinda 0.93 olarak belirlenen arka plan alevienme orani beklenenden dustiktir

*P<0.05; **P<0.01; ***P<0.001. aCALIMA ¢alismasinin yiksek dozaj inhale kortikosteroid kohortundaki veriler

Esdegisken olarak tedavi grubu, bélge, bir dnceki yil alevlenme sayisi ve idame oral kortikosteroid kullanimini igeren negatif binomial model aracilidiyla analiz. Cubuklarin (izerindeki degerler %95 GA’y1 gosterir.
AER = yillik alevlenme orani; eos = baslangictaki kan eozinofil sayisi; TAK = tam analiz kimesi; Q4W = 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




HEAD TO HEAD KAFA KAFAYA ANTI IL-5 KARSILASTIRMASI VAR MI?




Benralizumab —mepolizumab
Kafa kafaya tek karsilastirma
MANDARA CALISMASI-EGPA
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Aemiasion (primary endpoint) : BYAS =0 OGC dose 28 mg/day : 2500 reduction n OGC dose
L e |
At both Weeks 38 and 48 During Weeks 43-52

Arthritis Rheumatol. 2023; 75 (suppl 9). h

® Benmafzumab 30 mg (n=79)

= Mepolaumab 300 mg (n=70}

LOO% reduction in OGC dose
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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.



Ataklari
azaltmada
eoz >300/uL

Tezepelumap,
Dupilumab,
Mepolizumab,
> Benralizumab

Ando 2020 (Dupl vs Benra) ——
Ando 2022 (Teze vs Dupi) [ —_—
Ando 2022 (Teze vs Benra) ——
Ando 2022 (Mepo vs Benra) | ——
Anda 2022 (Dupi vs Benral [ ——
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 05 10 15 20 25 30

RR and 95%C| for AER {Ecs=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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OTOENJEKTOR: MEPOLIZUMAB

Omalizumab? Mepolizumab?

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 SC kullanim igindir. Onerilen Benralizumab dozu, ilk ii¢ doz i¢in Q4W bir kez, ardindan Q8W bir kez ve sonrasinda SC
enjeksiyondur; dozlar ust kol, uyluk veya karin i¢ine uygulanur.

Q2W = 2 haftada bir; Q4W = 4 haftada bir; Q8W = 8 haftada bir; SC = subkutan; UK = ingiltere.

1. Fasenra [summary of product characteristics]. Luton, UK: AstraZeneca UK Limited; 2021. 2. Xolair [summary of product characteristics]. Ireland, UK: Novartis Europharm Limited; 2020.

3. Nucala [summary of product characteristics]. Middlesex, UK: GlaxoSmithKline UK Limited; 2021. 4. Cingaero [summary of product characteristics]. Castleford, UK: Teva UK Limited; 2021.

5. Dupixent [summary of product characteristics]. Berkshire, UK: Aventis Pharma Limited; 2021.



Kullanima hazir enjektor
Omalizumab ve Benralizumab
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KULLANIM AVANTAJI OTOENJEKSIYON
MEPOLIZUMAB




BIYOLOJIK TEDAVI
YANITININ
DEGERLENDIRILMESI

Pepper et al, ] Allergy Clin Immunol Pract 2021 Mar;9(3):1081-1088
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Exploring the Effects of Omalizumab in Allergic Asthma

An Analysis of Biomarkers in the EXTRA Study

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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Eozinofilik grupta ataklari azaltma etkisi daha mi fazla? S2a FeNO < 19.5 ppb FeNO 19,5 ppb
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Am ] Respir Crit Care Med Vol 187, Iss. 8, pp 804-811, Apr 15, 2013
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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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Eozinofil —Total IgE dizeyi Omalizumab yaniti
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Eozinofilik Astim Fenotipinin Spesifik Ozellikleri, EOS Sayisi 2300 hucre/uL Olan
Hastalarda Benralizumabin Tedavi Etkisinde Artisla Iliskili Bulunmustur (Tam

Analiz Kimesi; Birlestirilmis Calismalar, Q8W)

Q8W tedavi ve plasebo; %95 GA
Toplam

Yas grubu: <18 yas H
18 - <65 yas A
265 yas HH
Cinsiyet: Erkek ——
Kadin VKI: <35 HH
kg/m?2 :
2
>35 kg/m
[ Baslangigta OKS kullanimi: Evet —E— ]
Havir HEH
Alevlenme sayisi
Bir énceki yil: 2 HEH
3 [
24 [
Irk: Beyaz Siyah veya HH
Afrika Kékenli Amerikali T
Asyali i
Diger —8—
Cografi bolge: Asya =
Dogu Avrupa HE—
Avrupa e
Kuzey Amerika =
Diger llkeler =
( . D
Baslangicta nazal polip: Evet =
Hayir HH
Baslangicta atopik durum: Evet HEH
Hayir =
igara Kullanim oyKusuU: HIGDIr zaman (= 1)
Gegmiste/halihazirda =
Tedavi Lehing Plasebo Lehine
0.1 1 10
Olgu orani (Benra
Q8W/plasebo)

AER analizinde tedavi, calisma, bélge, randomizasyon sirasinda OKS kullanimi ve 6nceki alevienmeler agisindan ayarlama yapilan negatif binomial model kullanilimistir. FEV1 analizinde tedavi, calisma, baslangi¢ degeri, bélge, randomizasyon sirasinda OKS kullanimi, vizit ve vizit x tedavi agisindan ayarlama yapilan karma

FEV1
Q8W tedavi ve plasebo; %95 GA
Genel ——
Yas grubu: <18 yas | i |
18 - <65 yas =
265 yas A
Cinsiyet: Erkek —=—
) Kadin |
VKI: <35 kg/m? =
>35 ka/m?2 ———
Baslangicta OKS kullanimi:Evet —a—
Hayar —=—
( Alevlenme sayis| D
Bir énceki yil: 2 ——
3 —s—
L >4 —— J
Irk: Beyaz Siyah veya —a—
Afrika Kokenli Amerikali I i |
Asyali Diger A
I i |
Cografi bolge: Asya P
Dogu Avrupa =
Avrupa Kuzey Amerika —a—
Diger Ulkeler Fr——
L . ]l
Baslangicta nazal polip: Evet —.
Hayir ——
Baslangicta atopik durum: Evet —a—
Hayir —a—
Sigara kullanim éykisu: Higbir zaman —a—
Gegmlste/hallhazwda Tedavi Lehine
Plasebo LehlneI r r r )
04 -02 0.0 02 04 0.6

Baslangica gore degisiklik, Litre (Benra
Q8W/plasebo)

etki tekrarli 6lgtimler analiz modeli kullaniimistir. AAER = yillik astim alevlenme orani; Benra = benralizumab; VKI = viicut kiitle indeksi; EOS = eozinofil; FEV1 = 1. saniyedeki zorlu ekspirasyon hacmi; FU = yIl olarak takip siresi; OKS = oral kortikosteroid; Q8W = 8 haftada bir; GA = gliven araligi.

Adapted from: Fitzgerald JM et al.
Lancet Respir Med. 2017;pii:S2213-
2600;17:303442



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 fhio (35% C) 0.20 (0.11, 0.35) POLIP
No nasal polyps at screening MEPO:86
Rate ratio (95% C) 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 at scrdening AERD
n.atelrann (95% C1) 0.66 (0.24, 1.79) MEPO: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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riskini minimize
etmek

Az/hi¢c semptom,
gece uyanmama,

fiziksel aktivitenin etkilenmemesi

BiYOLOJIK
TEDAVI
HEDEFLERI

Akciger
fonksiyonunun
optimizasyonu ve
stabilizasyonu

0 yan etki




TAM REMiSYON EMJ Respir. 2023;11[Suppl 1]:2-10.

DOI1/10.33590/emjrespir/10306104

ALTTA YATAN PATOLOJININ iYILESMESI

Generalised framework for remission in asthma )*E
For 212 months: Same criteria maintained without asthma
- Sustained absence of significant asthma symptoms based on freatment for 212 months

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

Complete remission on treatment

Same cniteria maintained without asthma
treatment for 212 months
inceleyebildigimiz tek

biyomarker periferik eozinofil

Reptnted from Menzies-Gow A, ot 8. J Alsigy Ciin lesmumcl 2000 145(31 TE7-T68. Coppright © 2020 The Asthoms. Putiished by Elsevier Inc. on Behall of B Amesicas Academy of Alsrgy, Asthera & Inmunciogy. 73



HASTANIN MEPOLIZUMAB
SONRASI IYILESME DUZEY1

MEPOLIZUMAB MEPOLIZUMAB
N\ 2. YIL

AKT 13 18 21

ACIL BASVURUSU AYDA 1

ATAK 2

(STEROID GEREKTIREN)

Total IgE 829 507 280
Eozinofil 620 190 200
VAS Rinosiniizit Skoru 9 8 5

SNOT-22 32 22
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Ocak 2023 Agustos 2023




SPIROMETREDEKI IYILESME
FEV1: 1.46 (%61) FEV1:1.96 (%86)




MEPOLIZUMAB 2.
YILINDA
REMISYONDA 0 ATAK

0 STEROID

SEMPTOM KONTROLDE

YAN ETKI GOZLENMEDI
INFEKSIYON GELISMEDI

%80 UZERI FEV1



ORACLE RISK ANALIZINE GORE
REMISYON ORANLARI, COK
MERKEZLI CALISMA (8 MERKEZ)

Tablo 1

Merkezlerin katilim orani, n(%)

135(42,3)
Sureyyapasa SUAM

44(13,8)
Ankara Bilkent sehir hastanesi

42(13,2)
Erciyes Uni. Tip Fakiiltesi

24(7,5)
Karadeniz Teknik Uni Tip Fakdltesi

27(8,b)
Goztepe Medeniyet Uni Tip Fakiiltesi

22(6,9)
Koc Universitesi Tip Fakiiltesi

20(6,3)
Balikesir Universitesi Tip Fakiiltesi

5(1,6)

Etlik Sehir Hastanesi

Agir astimli hastalar n:319
Son 1 yilda astim atag

\
i

16.07.2025

2 veya daha fazla risk faktorii | 2 veia daha fazla risk faktorii nsmssng dia

| Hayir n:44 Evet n:179

<150 1
%7,7

0 I ]



Biyolojiklere Suboptimal yanit

REVIEW at 16-24 weeks

Possible factor(s) Undesired effect(s)
STOP at 16-24 weeks if
llﬁhm control worsening of asthma or
significant side effects from the
’ ‘m'mm biologic.
' IMCS REASSESS by severe asthma

MDT and consider
’ tmm stopping/switching biologic if

Alternate ;ub-optlmtal =3 of following criteria are
esponse to met:
;::::'o'::m Failure to reduce
\ MCS by 50% <0.5 unit improvement in
eosinophilia
Innate immune \ Sescaid Reduction in mOCS dose by
deficiencies \ sceptibility to infections <2.5mg and <25% of baseline
Ongoing exacerbations prednisolone equivalence
No reduction in exacerbations
and/or hospital admissions
FIGURE 2 Factors afectng optmal bokogc response and crica amfcatons. The schematic addresses the prmary factors that alone orn combination can for asthma :
lead to sub-optimal freatment response to cumently approved monoclonal antibodies (mAbs) in severe asthma. The sub-optimal responses to mAbs can result in Patient expectations of
undesired cinical manifestations via, persistence and worsening of asthma symptoms, exacerbations, infections and decline in lung functions. Abbreviations: mAb: Improvement are not met

Monoclonal anitbody; MCS: Maintenance corticosteroids.

Front. Pharmacol., 19 January 2022 https://doi.org/10.3389/fphar.2021.793409 Clin Exp Allergy. 2021;51:1225-1228.



https://doi.org/10.3389/fphar.2021.793409
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SUBOPTIMAL YANIT NEDENi NE OLAB
HASTAYLA iLGiLli
ILACLA ILGILI
HASTALIKLA iLGILl



Suboptimal Yanit Nedenleri

Pepper et al, ] Allergy Clin Immunol Pract 2021 Mar;9(3):1081-1088



Biyolojik degisiminde Hamilton Stratejisi

Alevlienmelerde biyolojik degisimi icin Hamilton Stratejisi

| Oykude ciddi allerjileri olan T FeNO, AHR, Mukus++, sinUs
Dizenli OKS almayan hasta balgam/kanda hafif eozinofili,

Iv reslizumab

Sc mepolizumab —
‘ Sc benralizumab

v resilizumabd

?Sc dupilumab

(sik infeksiyon varsa 2S¢ tezepelumab

Sc benralizumab
. tedbirli olunmah)

FeNO artarsa ve mukus/AHR
devam ederse ya da
havayollaninda otoantikor olursa
Dupilumab ekle

Nair P, et al. Allergy 2021
Svenningsen S, Nair P. Front Med 2017;4:158
Nair P. Respirology 2020;25:1123-5.
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AGIR ASTIMDA
BIYOLOJiIK TEDAVIY]
KESME?



Omalizumab (EXPORT) kesilirse?
Atak riski artar
Astim kontroll bozulur

L]
I w dmalizumab continuation (n = 88)
= 5
-} %) = Pgcebo (n = BH)
]
3% B
& 0
L =
n T
&= o
= 9
- )
&
S 8§
o
oF
u.;: 4
1]

] e 8 12 16 20 24 28 A2 W A 44 48
Time From Enrollment (Weeks)

M, al risk
Uimalizumah conbinuatnon KR K& BRI 7 ] it [T BT B8 1] #h2 (L1
Muceho RR 79 R8T B 56 L T 22 45 4 43 43

AG 2. Time to first protocol-defined asthma exacerbation.

Ledford D, ve ark. J Allergy Clin Immunol. 2017;140(1):162-169.e2

52

15
il

. B Placebo (n = 88)
B Omalizumaeb continuation (n = E§)
F= 0039

R a
E = |
7 }I‘ .63 0.22
[~ = = |
& E
v E
il - ™
E w
1 ’é.-
- = -5

3

N P= 0188

104 )
ACT Score ACQ Score

FIG 3. Mean (SD) change in ACT and ACQ scores from baseline to week 52.
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Duration of the efficacy of

Omalizumab kesilirse gergek yagam verisi  omalizumab after treatment

discontinuation in ‘real life’
severe asthma

49 hasta, 6 YIL omalizumab alan kendi istegiyle birakan hastalar 4 yil

takip

Patients (%)

100
90
80
70
60

A
(=]

40
30
20
10

0

86

Months ©m

Figure 1
who remained controlled over the 4-year
follow-up.

N=49

75
65
I I | |
12m 24m 36m 48m

Number of asthmatics (%)

There were more patients with CRS,
nasal polyps and NSAIDs intolerance
in the failure group than in the success
group, but the ditference was not statis-
tically significant (p=0.09) (see online

http://thorax.bmj.com/ on October 29, 2017 - Published by group.bmj.com



183 Severe Asthmatics of tree center
treated with omalizumab or mepolizumab

n:5
EGPA, ABPA vs
n:3
Masal polpysis without NERD
n:22

‘ Missing Data

30 Patients Excluded
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153 Severe Asthmalics
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0\ mepolizumab treatment for at least 146 weeks. Diagneostic process of patients with NERD and aspirin desensitization treatment status before

starting biclogics were recorded.



OMALIZUMAB MEPOLIZUMAB

n:19 n:9

3711+ 27.68 822 + 466 P value
<0.001

Treatment Duration (months), Mean + SD

Rhinosinusitis (VAS),
range 0-10

Mean + SD or median
(25-75 percentile)

Pre-treatment | Post-treatment| P value | Pre-treatment | Post-treatment | P value

Anterior rhinitis 6.25 + 3.65 181417 . 6.11 +£ 3.3/ 411+ 221 077
Posterior rhinitis 5.50(0.00-8.75)| 1.00(0.00- 0.008° |  10.00 (7.50- 2.00(1.00- | 0.008°
3.50) 10.00) 2.50)
Nasal obstruction 7.50 £ 240 2194152 |<0.001" | 9.00 (5.50-10.00)| 1.00 (0.00- 0.023°
2.50)
Hyposmia 8.50 (0.75- 4.00 (0.00- 0.102° 6.55 +£3.24 4334343 | 0206
10.00) 9.00)
Facial pain 4.00(3.00-4.75)| 1.00(1.00- 0.001° | 3.11+154 267 +£132 | 0466
7 0Mm




GINA -2023 BIYOLOJIK TEDAVIYI KESME

For biologic treatments, current consensus advice is that, generally, for a patient with a good response, a trial of
withdrawal of the biologic should not be considered until after at least 12 months of treatment, and only if asthma
remains well controlled on medium-dose ICS therapy, and (for allergic asthma) there is no further exposure to a
previous well-documented allergic trigger. There are few studies of cessation of biologic therapy,®'%2 in these studies,
symptom control worsened and/or exacerbations recurred for many (but not all) patients after cessation of the biologic.
For example, in a double-blind randomized controlled trial, significantly more patients who stopped mepolizumab
experienced a severe exacerbation within 12 months compared with those who continued treatment. There was a small
increase in ACQ-5 but no significant difference between groups *# Long-term safety of several biologics has been
reported up to 5 or more years 52+6%



Mepolizumab kesildikten sonra
iIlk ataga kadar gecen stre anlamli olarak azalmistir

d
) 70 9 — Stopped mepolizumab (switched to placebo)
— Continued mepolizumab 100 mgs.c.
60 -
Primer Sonlanim Noktasi: S
ilk ataga kadar gegen siire ='¢ 50+
S .2
=
_ TE 40+
* Tedaviye devam eden hastalarda atak 5 o
. . . T . >
gecirme riski %38 daha diisiiktii. 23 3.
O cC
* Mepolizumab kesildikten sonraki ilk atak -§ §
riskinin %61 artmasina esdegerdir. a g 20-
(HR =1.61 [%95 GA: 1.16, 2.22; p = 0.004]) @ :
10 - Hazardratio  1.61
(95% CI) (1.17-2.22)
p-value 0.004
M 0 T T T T T T T T 1
0 4 8 12 16 20 24 28 32 36 40 44 48 52
Time to event (weeks)
Number at risk
. Placebo 151 134 120 103 8 78 69 66 59 57 55 52 49 42
SC, subkutan; HR, tehlike orani; GA, gliven aralig
Mepolizumab 144 135 122 115 104 97 94 91 87 8 75 74 73 55
Data on File. 2020N438196_00 100 mg s.c.

[



Mepolizumab kesildikten sonra
astim kontrolUinde azalmaya kadar gecen sure kisalmistir

g

Sekonder Sonlanim Noktasi:

Astim kontroliinde azalmaya (baslangica gore ACQ-5 skorunda

20.5 birim (MCID) artis) kadar gegen siire

Mepolizumab tedavisi, tedaviyi kesmeye kiyasla ilk
astim kontrol kaybina kadar gecen streyi anlamli
olarak artirmistir.

* Tedaviye devam eden hastalarda ACQ-5 skorunda ilk

kez 20.5 birimlik artis riski %34 daha dusukta.

e Astim kontrollinun kotllesmesine kadar gecen siire

acisindan tedavi kollari arasindaki fark
sonra belirginlesti.

12 haftadan |

MCID, klinik agidan 6nemli minimal fark; SC, subkutan; ACQ, astim kontrol anketi; HR, tehl

Data on File. 2020N438196_00

b)

70 -
60 -
50 -
40 -

30 -

Probability of decreased
asthma control (%)

20 4

10 +

Hazard ratio  1.52
(95% ClI) (1.13-2.02)
p-value 0.005

Number at risk

Placebo 151

Mepolizumab 144
100 mgs.c.

119 100

116 96

84

I 1 I I | | I | 1 1

16 20 24 28 32 36 40 44 48 52




TESEKKURLER-SUREYYA ALERJI POWER




	Slayt 1: Tip 2 Ağır Astım Tedavisinde 3 Temel Biyolojik Ajan,  Anti Ig-E, Anti IL-5 ve AntiIL-5R
	Slayt 2: Küresel Yaygınlık ve Ağır Astım Yükü 
	Slayt 3: MALİYETİNN ÇOĞUNLUĞU  İndirekt harcamalar iş günü kaybı, engellilik aylığı 
	Slayt 4: BiYOLOJİKLER-Moleküler HEDEFLER
	Slayt 5: Anti Il 5 Tedaviler; Etki mekanizmaları
	Slayt 8
	Slayt 9: Ülkemizde Ruhsatlanma tarihleri
	Slayt 10
	Slayt 11: BİYOBELİRTEÇLER
	Slayt 12: FENO ARTIŞI HANGİ FENOTİPTE OLUR? NASIL PREZENTASYON GÖSTERİR? 
	Slayt 13: BİYOLOJİK SEÇİMİNDE KARAR VERİRKEN İNFLAMATUAR BELİRTEÇLER
	Slayt 14: BİYOLOJİK TERCİHİNDE  STEROİD BAĞIMLI OLMA DURUMU VE EOZİNOFİL İÇİN 150 VE 1500  CUT OF DEĞERLERİ
	Slayt 15
	Slayt 16
	Slayt 17: ANTİ-IGE ANTİ-IL5 ADAYI VE İYİ YANITLI ÖZELLİKLERİ
	Slayt 18: KOMORBİDİTELER
	Slayt 19: DÜŞÜK FEV1’DE HANGİ BİYOLOJİK  GINA 2024
	Slayt 20: OLGU
	Slayt 21: ÖZGEÇMİŞ-SOYGEÇMİŞ
	Slayt 22: BAZAL-SFT
	Slayt 23: ASTIMDA TANI
	Slayt 24: GINA 2025 ASTIM TANI
	Slayt 25: Toraks BT: Majör patoloji yok
	Slayt 26: TETKİKLER
	Slayt 27: TETKİKLER
	Slayt 28: Eozinofil Seyri son 1 yıl 0-300 (Mepolizumab altında) Maksimum 620 hücre/µL (Şubat 2022)
	Slayt 29: ALDIĞI TEDAVİ
	Slayt 30: HASTA KAÇINCI BASAMAK TEDAVİ ALIYOR?
	Slayt 31
	Slayt 32: BASAMAK-5 TEDAVİ YÜKSEK DOZ İKS GERİ PLANDA ZOR ASTIM   
	Slayt 33: GINA 2025
	Slayt 34: 3 ay sonra AKT: 13 (kontrolsüz astım)  AĞIR ASTIM TANISINI DOĞRULAMAK İÇİN
	Slayt 35: İnhaler Teknik İlaç uyumu 
	Slayt 36: Tetikleyiciler 
	Slayt 37: Komorbiditelerin tedavisi
	Slayt 38: NAZAL POLİP-YAŞAM KALİTESİ SNOTT-22: 32
	Slayt 39: BASAMAK ÇIKILDI   3’lü kombinasyon  Umeklidinyum 62.5 mcg+ flutkazon furoat 200 mcg+ Vilanterol 25 mcg
	Slayt 40: İKS DOZU ARTTIKÇA ETKİ/YAN ETKİ 
	Slayt 41: GINA 2025 LAMA
	Slayt 42: GINA 2025
	Slayt 43: Başlangıç Dosya Özeti
	Slayt 44: SİSTEMİK STEROİDLERİN UZUN SÜRELİ KULLANIMLARININ YAN ETKİLERİNİ BİLİYORUZ
	Slayt 45: OKS KULLANIMI-KRONİK/KISA SÜRELİ
	Slayt 46
	Slayt 47: HANGİ FENOTİP?  TİP 2 ENDOTİP  NAZAL POLİPİN EŞLİK ETTİĞİ,  ERİŞKİN BAŞLANGIÇLI,  SIK ATAK GEÇİREN (Atak predominant) OBEZ  NONATOPİK EOZİNOFİLİK FENOTİP 
	Slayt 48: OMALİZUMAB-MEPOLİZUMAB DUPİLUMAB KİME?
	Slayt 49:       TARTIŞMALI SORULAR;  BİRDEN FAZLA BİYOLOJİĞE ADAY HASTADA HANGİ BİYOLOJİK   
	Slayt 50: Anti-Il 5 kullanım alanları
	Slayt 51: RDBPC Çalışmalara göre sonlanım noktalarının karşılaştırılması
	Slayt 52: ÇALIŞMAYA DAHİL EDİLME KRİTERLERİ FARKLI
	Slayt 53: Biyolojik Karşılaştırma Metaanaliz
	Slayt 54: MEPOLİZUMAB-ATAKLAR
	Slayt 55: BENRALİZUMAB-ATAKLARI AZALTMA BAŞARISI
	Slayt 56: HEAD TO HEAD KAFA KAFAYA ANTI IL-5 KARŞILAŞTIRMASI VAR MI?
	Slayt 57: Benralizumab –mepolizumab  Kafa kafaya tek karşılaştırma  MANDARA ÇALIŞMASI-EGPA
	Slayt 58
	Slayt 59: Atakları azaltmada  eoz >300/µL 
	Slayt 60: HASTAYA AİT FAKTÖRLER
	Slayt 61: OTOENJEKTÖR: MEPOLİZUMAB
	Slayt 62: KULLANIM AVANTAJI  OTOENJEKSİYON MEPOLİZUMAB 
	Slayt 63: BİYOLOJİK TEDAVİ YANITININ DEĞERLENDİRİLMESİ
	Slayt 64: TEDAVİ YANITINI ETKİLEYEN FAKTÖRLER
	Slayt 65
	Slayt 66
	Slayt 67: Eozinofil –Total IgE düzeyi Omalizumab yanıtı
	Slayt 68: Bizim tecrübemiz?
	Slayt 69: Eozinofilik Astım Fenotipinin Spesifik Özellikleri, EOS Sayısı ≥300 hücre/μL Olan Hastalarda Benralizumabın Tedavi Etkisinde Artışla İlişkili Bulunmuştur (Tam Analiz Kümesi; Birleştirilmiş Çalışmalar, Q8W)
	Slayt 70
	Slayt 71
	Slayt 72: BİYOLOJİK TEDAVİ HEDEFLERİ
	Slayt 73: TAM REMİSYON ALTTA YATAN PATOLOJİNİN İYİLEŞMESİ
	Slayt 74: HASTANIN MEPOLİZUMAB SONRASI İYİLEŞME DÜZEYİ
	Slayt 75: Paranazal BT Ocak 2023                      Ağustos 2023
	Slayt 76: SPİROMETREDEKİ İYİLEŞME FEV1: 1.46 (%61)              FEV1:1.96 (%86)
	Slayt 77: MEPOLİZUMAB 2. YILINDA REMİSYONDA
	Slayt 78: ORACLE RİSK ANALİZİNE GÖRE REMİSYON ORANLARI, ÇOK MERKEZLİ ÇALIŞMA (8 MERKEZ)
	Slayt 83: Biyolojiklere Suboptimal yanıt
	Slayt 84: SUBOPTİMAL YANIT NEDENİ NE OLABİLİR? HASTAYLA İLGİLİ İLAÇLA İLGİLİ HASTALIKLA İLGİLİ 
	Slayt 85: Suboptimal Yanıt Nedenleri
	Slayt 86: Biyolojik değişiminde Hamilton Stratejisi
	Slayt 87
	Slayt 88: AĞIR ASTIMDA BİYOLOJİK TEDAVİYİ KESME?
	Slayt 89:   Omalizumab (EXPORT) kesilirse?  Atak riski artar Astım kontrolü bozulur 
	Slayt 90: Omalizumab kesilen grupta ataklar eozinofil artışına bağlı
	Slayt 91: Omalizumab kesilirse gerçek yaşam verisi  49 hasta, 6 YIL omalizumab alan kendi isteğiyle bırakan hastalar 4 yıl takip 
	Slayt 92
	Slayt 93
	Slayt 94: GINA -2023 BİYOLOJİK TEDAVİYİ KESME
	Slayt 95: Mepolizumab kesildikten sonra  ilk atağa kadar geçen süre anlamlı olarak azalmıştır
	Slayt 96: Mepolizumab kesildikten sonra  astım kontrolünde azalmaya kadar geçen süre kısalmıştır 
	Slayt 97: TEŞEKKÜRLER-SÜREYYA ALERJİ POWER

