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GIRIS

* Astim, kronik hava yolu iltihabi, degisken hava yolu duz kas asiri
duyarhhgr ve asiri mukus salgisi gibi karmasik patofizyoloji ile
karakterize, yaygin ve heterojen bir solunum hastaligidir

e Astimli toplam nufusun yaklasik %5-10'unu etkileyen siddetli astim,
agir semptomlar, sik alevlenmeler ve geri donist olmayan hava akimi

kisitlamalari nedeniyle 6nemli saglik ve sosyoekonomik etkilere
sahiptir






GIRIS

. It-)l_as('jcallk remisyonu, belirli bir siire boyunca hastalik aktivitesinin dusik veya hic olmadigi
ir durum

v’ Kendiliginden
v’ Tedavinin bir sonucu

— E £

* Sonugc olarak, bir dizi calisma biyolojik tedavilerle klinik remisyonu arastirmistir ancak bu
calismalar, 'oop[]lasyonlar, tanimlar ve yontemler arasindaki farkliliklar nedeniyle degisken
sonuclar bildirmistir




GIRIS

* Biyolojik ilaclarla tedavi edilen siddetli astim hastalarinda klinik
remisyonun elde edilmesine iliskin bu sistematik derleme ve meta-
analizdeki amac;

v'Gelecekteki konsensisu saglamak icin gerekli olan tanimlardaki farkliliklari
aciklamayi ve gercekci tedavi hedefleri belirlemek

v'Gelecekteki prognostik modellerin tasarimina bilgi saglamak

v'Klinik remisyon oranlarini artirmayr amaclayan hedefe yonelik mudahalelerin
tasarimina rehberlik etmek icin kullanilabilecek klinik remisyonun tedavi

oncesi korelasyonlarini arastirmak
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METODLAR

* Hem sistematik inceleme hem de meta-analiz icin uygun kabul edilme
kriterleri;

> ingilizce dilinde hakemli bir dergide yayinlanmis

» Biyolojik ilaclardan (omalizumab, mepolizumab, benralizumab, reslizumab,
dupilumab ve tezepilumab) herhangi biri ile tedavi edilen siddetli astimli hastalar icin
klinik remisyon oranlarini bildirmis

* Farkh calismalar ayni populasyondan uygun veriler bildirdiginde istatistiksel
bagimsizhigi korumak icin ilk yayindan alinan veriler kullaniimistir



HATIRLATMA
N .

Omalizumab (Xolair) FceRl IgE notralizasyonu

Mepolizumab (Nucala) IL-5 Sitokin IL-5 n6tralizasyonu ->
eozinofil §

Reslizumab (Cingaero) IL-5 Sitokin IL-5 nétralizasyonu

Benralizumab (Fasenra) IL-5Ra Reseptor ADCC ile eozinofili
apoptozu

Dupilumab (Dupixent) IL-4Ra Reseptor IL-4 ve IL-13 blokaiji

Tezepelumab (Tezspire) TSLP Epitel “alarmini” TSLP blokaji — upstream

Th2 baskisi



HATIRLATMA
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METODLAR

* Baslangicta, meta-analize her calismadan, calisma yazarlari tarafindan
birincil tanim olarak belirlenen tek bir klinik remisyon tanimini dahil
etmeyi planlamistir

* Ancak veri c¢ikarimi sirasinda bircok calismanin birincil tanimi
belirtmedigi ve sonuclarin sunuldugu siradan birincil tanimin makul
bir sekilde tespit edilemedigi ortaya ¢cikmistir

* Bu nedenle ayri ayri G¢ bilesenli ve dort bilesenli analizler yapilmistir



METODLAR

Calisma tasarimi ve ortami, nifus demografisi ve klinik 6zellikleri, klinik remisyon
tanimlari, klinik remisyonun elde edilmesi ve klinik remisyonun korelasyonlari
hakkinda calisma dlizeyindeki veriler manuel olarak ¢ikarilmistir

Birden fazla populasyondan (Ornek: Farkh hastalik kayitlari veya randomize
kontrolli calismalar) ayrintili veriler sunan makaleler ayri ayri cikarilmistir

Klinik remisyon elde etme; klinik remisyon elde eden hastalarin, toplam
populasyona orani olarak tanimlanmistir

Klinik remisyonun korelasyonlari, degisken ile klinik remisyon elde etme
arasindaki oran orani (OR) ile tanimlanmistir



METODLAR

 Klinik remisyon tanimlarini su sekilde siniflandirilmistir:

v'Idame amacli oral kortikosteroid kullanimi ve alevlenmeler

v'idame amach oral kortikosteroid kullanimi, alevlenmeler ve semptom yiki (iic
bilesenli tanim)

v'Ildame amagli oral kortikosteroid kullanimi, alevlenmeler, semptom yUku ve akciger
fonksiyonu fdt')rt bilesenli tanim)

v'Uc bilesenli model ve baska bir faktor

v'Dort bilesenli model ve baska bir faktor



METODLAR

* Birden fazla uygun tanim bildiren calismalar icin, en az kati olan tanimi
kullaniimistir

* Bir calisma birden fazla zaman noktasinda klinik remisyon bildirdiginde, 1
yila en yakin olan kullanilmistir

* Her calismadan klinik remisyonun korelasyonlari icin %95 gliven araligi ile
tek degiskenli ve cok degiskenli OR'leri ¢ikariimistir

* Hem tek degiskenli hem de cok degiskenli tahminlerin mevcut oldugu
calismalar icin cok degiskenli tahmini cikariimistir



METODLAR

* Sonuclarin saglamligini degerlendirmek icin birini disarida birakma
duyarhlik analizi kullanilmistir

* Klinik remisyonun dort bilesenli tanimlarini kullanan calismalarin post-
hoc duyarllik analizini, FEV1 normalizasyonu kullananlar ve baslangic

degerinden FEV1'deki degisimi kullananlar olarak ayirarak
gerceklestirilmistir



BULGULAR

948 from Embase
1054 from MEDLINE

3014 potentially eligible studies identified
1012 from Web of Science

485 duplicates identified manually
717 duplicates identified by Covidence

1202 studies excluded
—>
h 4
1812 studies screened
—» 1778 studies excluded
v

34 studies sought for retrieval

-

34 full-text studies assessed for eligibility

9 excluded

3 intervention was not biologics for
severe asthma

2 did not report on clinical remission

2 extension of a study already included

1 did not report results separately for
severe asthma

1 overlap with a study already included

v

25 studies included in systematic review
28 analyses included in systematic review

Figure 1: Study flow diagram




BULGULAR

* Hicbir calisma Quality in progress studies tool (QUIPS) aracinin tum
alanlarinda diisik onyargi riski tasimiyordu ve calismalarin 6nemli bir kismi;

—_—

Katilim (25 calismanin 15'i [%60])

Kayip (25 calismanin 19'u [%76])

Faktor olcimu (19 calismanin 9'u [%47]) — Yiiksek risk altinda !!!

Karistirici faktorler (19 calismanin 14'G [%74])

= Analiz veya raporlama (19 calismanin 14'G [%74])




BULGULAR

e Tutarl sorunlar tespit edilmistir;

dCalisma yerlerinin ve zaman diliminin tanimlanmasinda (katilim alani)
dOnemli veya yetersiz tanimlanmis kayip (kayip alani)

dCalisma degiskenlerinin yetersiz veya eksik tanimlanmasi (faktor olcimi
alani)

dKlinik remisyon taniminin her bir bileseninin nasil olcildiginiin yetersiz
tanimlanmasi (sonuc alani)



BULGULAR

* Ozellikle, alevlenmelerin 8lculdigi zaman araligl bazen atlanmisti ve
spirometri strecleri genellikle yetersiz tanimlanmisti

* Bazi calismalarda, biyolojik ilaclarini degistiren veya birakan hastalar
calismadan cikarilmisti (kayip alani)

* Klinik remisyon icin cok degiskenli bir model olusturmayi amaclayan
calismalardan bazilari, model gelistirme gerekcelerini aciklamamis,
bazilari ise model performansini degerlendirmek icin vyeterli
dogrulama veya kalibrasyon yapmamistir



Study  Studytype  Stwdy Population Useof Symptoms  Numberof  FEV, FV(  Assessment Biologictherapy
ountry population®  demographics maintenance  questionnaire exacerbations (%) (W) timepoints administered!
oeal score in past (manths)
corticosteroids 12 moaths
(%}
Menzies-Gow  From Randomised 293 Mean age 47 yeass; o% AO6: 285 268 % NS 612 Anti-L-5{R}: 203 (100%)
@3l {20222, mustipke  controlied 64% female: mean
SROCCO)*  countries  triald UM 2B kafm’
Merzies-Gow  From Randomised 293 Maan age 50 years; % ACQE: 2.8 265 5% NS 6,12 Anti-IL-5(R): 293 (100%)
w3l (20228, mutiple  controlied 61% female; mian
CALMAY" countries  trald M1 29 kgim”
Mergies-Gow  From Randomisad 40 Mean age S5years: 100 ACO6:235 308 S5% NS 6 Ai-IL-5{R): 40 (100%)
etal 2022¢  muitiple  controlled 60r% fermale: mean
ZONDAY" countries  triald BMI 29 kgfm”
Numataetal  Japan Otrarvational 73 Moan age &0 years; 39% ACT 19§ 258 TTRS  GI%5 38§ Anti-i-5{R): 73 (100%)
(2022)° study 57% fermalo; mean
BMI123 hg/m*
Campisietal  ftaly Ctservational 74 Mean age 55ycary 7% ACT 149 69 615y 78%Y 12 Anti-ILS(R): 74 (100%)
(2023 study 58% fermale; mean
BMI 26 kgim”
Maghootal  Italy Otsenational 113 Mean age 58 years, 75% ACT 1428 495 6I% 78%§ 612 Anti-iL-5{R): 113 (300%)
{2023 study 64% fornale; mean
B 27 kg
McDowull L Observational Q25 Median age 52 yeary;  S8% A3 S 6%E 86%¢ 12 Angi-igE: 117 (13%)
etal (2023) study 60% fernale: Median anti 1L5(R): 708 (77%);
HM1 30 kg/m” and unknown biokgic
100 (11%)
Milges «t ol Germany  Otservational 110 Mean age 54 years, 39% ACQE:329 39 B4%4  79%S 12 Anti-igE-33 (16%):
o3 study 54% female, mean anti-IL-S(R): 122 {58%);
BMI 28 kg/m' and anti-IL- 4Ro: 56 (27%)
M Beigy Ot al 52 Mean age 52 yoan; 19% ACQ: 245 NE 68%y 8%y 12 AntiIL-5(R): 52 (100%)
(2023 study 56% female; mean
BMI 28 kgfnt*
Oishi et al Jagan Otemervational 54 Medisn age 61years,  3I7% ACQS 169 NS 79 NS 12 Anti-igE: 6 (13%
(2023~ study 48% female; median anti-B-S(R): 22 (41%);
B 24 kgim* anti- - 4Re 13 (24%)
and unknown biclogic
13(24%)
Fadlla-Galo  Span Otserational 87 Meoan age Sbyears:  29% ACT 148 258 67%5 NS 2 Ant)-H-5(R): 87 (100%)
w3l 2023 study 62'% forale; msan
BMI 2B kgim”
Pavordetal  Spain Observational 260 Mean age 59 ysary 2% ACT 148 42 765 NS 12 Angi-AL-5{R}- 260 (100%)
(2023 study 75% fermale; mean
BMI 28 kg/m’
Plaaeta  haly Otserational 127 Median age 56 years: NS ACT 149 M 7785 NS 6 Anti-IL-4Rea: 127 (100%)
(20231 study 50% fremale; median
HMI 26 kgim”
Portaccietal  ftaly Césenvational 18 Mean age 53years;  56% ACT: 138 245 TE%S 9%y 12 Anti-IL-gRa: 18 (100%)
(203" study 39% female; mean
M1 26 kg/m'
Sposatoetal  Maly NS 486 Moan age 55 years % ACTI158 355 7% NS 208 Anti-dgE: 302 (62%); anth
(023" 64% fermale; mean IL-5(RY: 150 (31%); and
DM 27 Rl anti-R-qRo 34 %)
Brestavsky Israck Observational 39 Moan age 60 years: 10% MG 2§ NS 66% 5% 612 Anti-igE 5 (13%)
aal 2024 study 72% fermale; tvean anth-0L-5{R): 23 (SO%};
BMI26 kg/m* and anti-IL- 4R 11 (28%)
Carpagnanc  ltaly Obsercatioral 266 Median age S8 years;  76% ACT:138 4y 70% 85%4 12 Anti-IL-5(R}. 266 (100%)
et ol 2024 study B65% female; median
BMI 26 kgim'
Citi ot af Torkiye  Observational 58 Moan age 56 years, 3% ACQG: 2-85 21§ 63%5 73% 122436 Anti-igE 58(100%)
(2024)" Sudy 78% female, mean 48 60
EMI30 kg'm”
(Table continues on next page)

Study  Studytype  Study Population Useof Symptoms  Numberof  FEV, FVC  Assessment Biologictherapy
iy AR b in o bations (%) (%) timepoints adminktendi
oral score inpast12 (months)
corticosteroids months
(%)
(Continued from pravious page)
Gatesetal UK Obsenational 37 Meanagediyears;  54% AQE295 3% 6% N 1 Anti-ll-4R0 37 (100%)
(20245 study 70% female; mean
B 9 k'
Hamadaetal Japan  Ofsenvational 49 Median age 64 years;, 12% NS N % N D Ani-IL- 4R 49 {100%)
{2004)" study 69% female: median
BMI 24 kg/m®
Harsenetd  Denmark Observational 501 MeanageShyears; 4% ACQE:255 30 6% N » Anti-Igk: &7 {9k
(20245 study 51% female; mean antiHL-5(R}: 383 (76%);
BMI28 kg’ andantH-l-4Re 71(14%)
Matin-  Spain  Obsenational 3 MeanageSoyears; 2% MT1§ 28 76% N 1 Anti-IL-5{R): 93 (100%)
Moragon et al study 52% female; mean
{2024y BMI 28 kv
Pelaiaetal Iy  Obsenational 164 MeanageS4years;  75% ATUs N 69%5 B4wi 24 Anti-IL-5(R}: 164 (100%)
(2045 study 62% female; median
BMI 25 kgim’
Quaatoetad iy  Obsenational 20 MeanageSlyears;,  50% A1 158 B0% NS 1224 Anti-l-4Rx20(100%)
{2024y study 80% female: mean
BMI 0 k'
Thomasetd  Australia  Obsavational 249 Medianage SQyears;  42% AQ:34Y NS % 70% 1 Angi-IL-5{R): 243 {100%)
(20243; study 5% female; median
AMRy BMI 30 kgfm
Thomasetd Australia Obsenational 162 Medianage 3years;  41% AQ536E NS %% 77 12 Anti-IgE: 162 {100%)
(2024, study 60% female; median
AXR)* BMI29 kyf®
Vaverde  Spam  Obsenational 429 Meanage SSyears;  74% AT 33§ 7% N 55 Anti-igE: 200 {49%): and
Mongeetal study 66% female: mean antHi-5[R) 20{51%)
(20245 BMI28 ky/m
Yesitkayaetal Tirdye Ofbsenctional 74 MeanageS2years;  62% AT:I65 NS 70% NS 1236 AniiigE:51{69%) and
{2024F study £8% female; mean anti-L-5(RE 3 (31%}
BMI 30 byt

AC05=asthma coetrol questionrize version 5 ACQ6=asthma control questionnaire version 6, ACT=asthma control test AMR=Australian Mepolizumab Registry. AXR=Austrafan Xolair egistry. NS=not
spached *Largest dznominator of the included cinicalremission defintions. *Some patients might havereceived move than one drug ype, 50 pumibers might add pto more than N. £0nl data from the
intervention group inchadad in the analysis, {Diata e mean Data = median. |Measured for past 6 months **Timepaint of measurement not stated.

Table: Study characteristics




Study dytype  Stedy Population Useof Symptoms  Numberof  FEV, FVC
country population®  demographics i questionnais rhations (%) (%)
oeal score In past (manths)
corticosteroids 12 moaths
(%}
Memzies-Gow  From Mean age 47 years; o% ACQ6:2.85 268 5785 NS 612
@A 20022 mutiple  controfied
SROCCo” countries  trald
Morzies-Gow  From Randomesed ACQ&E: 28BS 26§ 5% NS 612
wtal (20226 muitiple  controlied
CALMAY" countries  trald
Menzies-Gow from  Randomisad AG6:235 308 S NS 6 <5(R): 40 (100%)
w3l 2022¢  muitiple  controlled
ZONDAY countries  triald
Numataetal  Japan Otrarvational ACT 19§ 255 TTRS Anti-iL-5{R): 73 (100%)
(2022)° study 57% fermalo; mean
ORA1 Y balew®
et al lﬁy Coservabon .e e e ) .
oo «  Cahsmalar on farkh ulkede gerceklestirilmistir;
Observa i —Q. 0
Vaglosta  faly Ot v’ Italya (n=8; %29)
i =A-0
Wbowd X Obsaraton v’ Ispanya (n=4; %14)
et al 2023) study
- [v)
v’ Japonya (n=3, %11) en yaygin konumlardi
Milges «t ol Gesmany  Ctservation..  __ S S . B _ _ R L
(023" study ' g
[z Belgium  Obsenational 52
«a 03 study
Oishi et al Jagan Otemervational 54
(2023~ study 48% female, median anti-B-S(R): 22 (41%);
HMI 24 kgim” anti- - 4Rc 13 (24%)
and unknown biologic
13{24'%)
Faclla-Galo  Span Observational 87 Mean age Sbyears:  29% ACT 14§ 258 7% N5 12 Anti-8-5(R): 87 (100%)
o (2023 study 62'% female; msan
BMI 2B kgim®
Pavordetal  Sgain Obsenvational 260 Mean age 59 yean, 2% ACT 148 435 765 NS 12 Anti-IL-5{R)- 260 (100%)
{20237 study 75% fermale; mean
BMI 28 kg/m”
Peliaetal  Maly Otsercational 127 Median age 56 years: NS ACT 14 49 TS NS 6 Anti-iL-4Ra: 127 (100W)
(2023 study 50% fremale; median
HMI 26 kg/m”
Portaccietal  italy Chservational 18 Maean age 53yea; 6% ACT 138 245 TE%S 9I%§ 12 Anti-iL-gRa: 18 (100%)
(2023 study 39% female; mean
M1 26 kg/m*
Sposatoetal  Maly NS 486 MoanageSSyears 3% ACTI15§ 355 7% NS 208 Anti-dgE 302 (62% ) anth
oz 64% female: mesn IL-5{RY: 150 (1% and
DM 27 gimy” anti-R-4Rw 34 (%)
Breslavsky  bsraol Observational 39 Moanage 60yoars:  10% A6 2§ NS 6% 5% 6,12 Anti-igE 5 {13%%
ol {2024y study T2% female; mean anth-0-5{R): 23 (S9%).
BMI 26 kg/m” and anti-IL- 4R 11 (28%)
Carpagnanc  Italy Obsercatioral 266 Median age S8 yaars;  76% ACT:13§ g 70% B5% 12 Anti-AL-5{R}: 266 {100%)
et ol 2024 study 65 fermale; median
BMI 26 kg/m’
Ciltk ot af Torkiye  Observational 58 Moan age 56 years, 1% ACQG: 2.8 238 63%5 73%% 1224 36 Anti-igE 58 (100%)
(2024) Sudy 78% female, mean 48 60
8130 kg my*

(Table cortimues on next page)

Gatesetal UK Obsenvational 37
(20245 study

Hamadaetal Jagan  Obsevationd 49

Denmark  Obsevational 501
study

San  Obsenationd 3
al study

Peiaetal My Obsenational 164

(2045 study
Quatoetal ialy Obsenvational 20
{2024y study
Thomasetal Austrafia  Obsenational 249
(20243; study

AMR}*

Thomasetd Australia  Obsenvational 162
{2024b; study

AXR®

Vaverd=  Spam  Cbsenational 429
Mongeetal study

(2045

Yesilkayaetal Tirdye Ofsenational 74
{2024 study

Meanage4lyears; 54%
70% female; mean
BMI 29 kg/m’
Median age 64 years; 12%
6% female; median
BMI 24 kg/m’

MeanageSbyears;  42%

51% female; mean
BMI 28 g/’

Meanage Sbyears; 2%
2% female: mean
BMI28 ky'm”
MeanageSdyears;  75%
62% female; median
BMI2S kgfm’
MeanageS2years;  50%
80% female: mean
BMI 30 k!
Medianage 59yaars; 42%
5% female; median

B 30 kg/
Medianage S3years;  41%
60% female; median
BMI 29 k'’
Meanage S5years;  74%
66% female; mean
BMI28 ky/m®
Meanage S2years,  62%
68% female; mean
BMI 20 kgfm’

ACQB:298

ACQE:25§

ACT-138

ACT:14§

ACT:15§

ACQ5:34%

ACQ5:36%

ACT:15§

ACT-168

E2)

15§

33

63% N D
RN D
6% N 1
6% N D
9% B4l X4
Boxi N 1Y
S 79% 1
S6%§ 7% 12
0% K558
0% N 136

Anti-1.-4Re 37 (100%)

Anti-Il-4Rx 49 {100%)

Anti-lgE: 47 {9%)
anti-L-5(R): 383 76%);
andanti-1-4Re 71{14%)
Anti-L-5{R):93 (100%)

Anti-IL-5R): 164 (100%)

Anti-L- 4R 20 (100%)

Anti--5(R): 249 {100%)

Anti-igE: 162 (100%)

Anti-gf: 209 {49%):and

antL-5Ry 20(51%)

Anti-igk: 51{69%);and
antiHL5(RE 23 (31%)

ACQ5=asthma control questionnarre version S ACQb=asthma control questionnaire version 6. ACT=asthma control test. AMR=Australian Mepalizumab Registry. AXR=Australian Yolair Registry. NS=not
spacified. *Largest denominator of the included dinical remission definitions. 7Some patients might have received move than one drug type, so numbers might add up tomore than N. 10nly data from the
intervention group inchuded in the analysis, {Diata re mean. §0ata are median. ||Measured for past § months **Timepaint of measurement not stated.

Table: Study characteristics
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w3l 200
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Marzies-Gow
wtal 20720
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ZONDAY"
Numata et al
(2022)"

Lampiu et al
(023"

Magho ot al
{2023)"

McDowull
etal 2023
Milges <4 al
(023"

study
Coservational
study

Italy Obsenvational
study
Obmervational
study

Gesmany  Ctservational
study

«a 03

Dishi et al
(2023*

Facklla-Gato
3l {2023

Pavord et al
{2023)"

Pelaia ot
(2023

Portac et al
(2023)*
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(oz3p?
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2024y
Carpagnanc
et Q024"

Citk ot 2
(2024)

Jagan Oteervational

Israck Observabional
study

Observational
sudy

Torkiye

7

13

o

260

39

58

oral

ticosteroid

(%)

months

Meanage4lyears; 54%
70% female; mean
BMI 29 kg/m’
Median age 64 years; 12%
6% female; median
BMI 24 kg/m’

MeanageSbyears;  42%

51% female; mean
BMI 28 g/’

Meanage Sbyears; 2%
2% female: mean
BMI28 ky'm”
MeanageSdyears;  75%
62% female; median
BMI2S kgfm’
MeanageS2years;  50%
80% female: mean
BMI 30 k!
Medianage 59yaars; 42%
5% female; median

B 30 kg/
Medianage S3years;  41%
60% female; median
BMI 29 k'’
Meanage S5years;  74%
66% female; mean
BMI28 ky/m®
Meanage S2years,  62%
68% female; mean
BMI 20 kgfm’

ACQE:25§

ACT-138

ACT:14§

ACT:15§

ACQ5:34%

ACQ5:36%

ACT:15§

ACT-168

15§

33

7549

69%§

76%

69%§

7%

56%

70%§

B4

e

2K

53]

.36

Anti-1.-4Re 37 (100%)

Anti-Il-4Rx 49 {100%)

Anti-lgE: 47 {9%)
anti-L-5(R): 383 76%);
andanti-1-4Re 71{14%)
Anti-L-5{R):93 (100%)

Anti-IL-5R): 164 (100%)

Anti-L- 4R 20 (100%)

Anti--5(R): 249 {100%)

Anti-igE: 162 (100%)

Anti-gf: 209 {49%):and

antL-5Ry 20(51%)

Anti-igk: 51{69%);and
antiHL5(RE 23 (31%)

ACQ5=asthma control questionnarre version S ACQb=asthma control questionnaire version 6. ACT=asthma control test. AMR=Australian Mepalizumab Registry. AXR=Australian Yolair Registry. NS=not
spacified. *Largest denominator of the included dinical remission definitions. 7Some patients might have received move than one drug type, so numbers might add up tomore than N. 10nly data from the
intervention group inchuded in the analysis, {Diata re mean. §0ata are median. ||Measured for past § months **Timepaint of measurement not stated.

Nusmber of FEV, WC  Assessment Biologic therapy
rhations (%) (W)  timepoints administered!
In past (manths)
12 moaths
268 5% NS B2 AntiHL-5{R}: 293 (100%)
265 57% NS 612 Anti-IL-5{R): 293 (100;
30§ 5% NS 6 (2024); M
¢ 55 TS 5785 385 Damads nb ol funae Obsevational 49
B . . .
M Analizler genellikle gozlemsel tasarimhiydi o
5E%
B 1t Jo v
o (28 ¢alismanin 24'ii [%86]) b Obsenationd 501
64% romaw; msan (evas) m
BV 27 kgymy'
“‘mqszm Sin A3 SN 6% 86%¢ 12 AM-IQE.;}V)[;?'A), Mati N :
fermale; Median anti & 5(R): 708 (77%); ne- Dbservational
HMI 30 hg/m” andunknown biokgic d Spin 8
100 (13%) Moragon et study
MeanageSdyearss  39% ACO6:329 39 B4% 79%8 12 Anti-lgE- 33 (16%): (20245
54% female, mean anti-IL-S(R): 122 (58%); > -
B84 28 h/m* andantill-4Ro: 56 (27%) | Felametal iy Obsenvational 164
Mean age Slyean;  19% ACQ:295 NS 68%y B1%y 12 Anti-IL-5[R}: 52 (100%) (2024 study
56°% female; mean
BMI 28 kg/m*
Medin age S1years;  37% ACOS 169 NS 7759 NS 1 ANtIIgE: 6 {11%) Quaatoeta  Haly Chsevational 20
48% female; median anti-B-S(R): 22 (41%);
M 24 kgjm* anti 4R 13 (24%% {2024y study
and unknown biologic
13{24%)
Meanage S6years:  29% ACT 145 258 7% NS 12 Antl-H-5(R): 87 (100%) Thomasetal Austrafia  Obsenational 249
M1 28 kglen® {2024a;
Mean age 59 years 2% ACT 145 425 76%5 NS 2 Angi-AL-5{R): 260 {100%) AMR)'
el Thomasetd Austrlia Obsenvational 162
Median age 56 years: NS AT4E 49 7 ONS 6 Anti-il-4Ra: 127 (100W) {2024b; study
::xmm AXR)®
126 ka/m”
Mean age 53yeasy; 6% ACT 38 245 TE%S 9%y 12 Anti-IL-gRa: 18 (100%) Vahverd= Sﬁ'l'l (Obsenational 429
39% female; mean etal M
M1 26 kg/m' Monge
MoanageSsyears 3% ACTISS 355 nsy N 20 AntidgE 302 (62%fkamth | (20247
64% female; mean IL-5(RY: 150 (31%); andd X 2P %
BV 27 ki’ anti-R-4Rex: 34 (7%) Yesilkayaetal Torkye Obsenctional 74
Moan age 60 yoars: 10% AG6: 2§ NS 66% 5% 6,12 Anti-igE 5 (13%) (2024}5’ M
T2% female; mean anth-0-5{R): 23 (S9%).
BM126 kgl and anti-IL- 4R 11 (28%)
Median age S8 years;  76% ACTI138 4 J0% B34 12 Anti- AL 5(R): 266 (100%)
65 fermale; median
BMI 26 kg/m’
Moanage S6years,  33% ACOG: 2.8 21§ 63%5 73% 122436 Anti-gE 58(100%)
78% female, mean 48 60
60130 kg/m*
(Table cortirues on next page) T&Mm




i : Usof  Symptoms MNumberof  FEY, FUC e s
FEV, PVC  Assessment Biologictherapy Sty  Studytypel] Study ko ¢ questionnaire exacerbations (%) (%) timepoints
i o (%) 4 e - : i s :ﬂmﬂ! score et o
oy el corticosteroids months
A6 285 265 % NS 12 Sty on ™
Gow .
::.(:lh Ss 05 &0 Anti-IL-5{R}: 293 (100%) QG295 3% 6% NS 1 Anti-IL-480 37 {100%)
SROCCO)" 6 ; ; Meanage dlyears;  54%
Morgies-Gow From  Randomised 293 "W;“J"z"’“" Obsenvational 37
RS- % femalke; mean f!mﬂh;
wtal 20220 mutiple :‘:::dm ::;; 29 kg/m” SoRs NS 6 Anti-iL-5{R): 40 M % m,m
mmm r(‘w fmm - %0 Mean age SSyears:  100% BMI29 by ' - - D Anéi-IL-2R 49 {100%)
o~ Pt =
®a{2002c  multiple  controlied ngwm ™5 385 Anti | amadastal  lanon Obsenvational 49 Medianage 64years; 12%
ZONDAY countries trialt —— et o 2 TS5 k sy 69% female; median
Numatactal Jagan  Otrarvations 57% formale: man cof peswoee o li BMI 24 kg’ :
: sy s . iskenli Al 47 (9%
w— Kohortlarin buyikligu degis L LR
imictal ftaly Clrervational . .e 1 1l
v e A gostermekteydi ) i e andant e 71149
: . L-5{RY: 93 (100%)
otal  Maly  Observational 133 Mean age - katilimci A 73 %% N D Anti-L-5{
oy a1 (medyan 103 [IQR 51 263]mm0m Watns-  San Obeatord §  MemapStyes 2% aE W
L S(R): . ; female:
& Obervational 975 Nincheri 25 N :uiumnhuhg-c Moragon etal study 52 o
McDowel 60% fermale; BMI28 kg’ i
etal 2023) S B 30 g/’ AR ey {2024)% 9 ATUS NS 69%5 B4%T 24 Anki-1-5(R): 164 (1005%)
. 3 -igE- 33 (16%): - <
: Mean age S4years. 3% ACO6:329 39 baxs 79w 12 ::,:;I?S(Wlf 122 (58%); Pelaetal Iy Chsenational 164 Mm*ﬁmm o
Nileesan) " Crmnmny - Dteeni¥orm 2320 54% fumale;, mean st . (20245 study aR KN
Qoz3)" Sudy BMI 28 kg/m* - ~ 68wy B1%y 12 Anti-IL-5(R}: 52 (100%) BMI 25 kg/m® . Anéi-IL-4R0- 20 (100%)
3 Mean age Slyean;  19% ACQ:295 4 158 BOX N 1Y
" G S e (54 ssnf::n:uw 3 Obsercaional 20 MeanageSlyears;  50% ACT:15§ 3
et a o2y p—y 1 28 kg prer T NS B it T gmtoet 2y sty 80% femal; mean
™ . anti-B-5(R): 3 024"
Ohietal  Jaun  Otmervational 54 preyTn g SO AN o BN 30 kg/m’ 79% 12 Ani-L-5/R]: 249 {100%)
(2023)" study HMI 24 kg/m* :"':;.,m;m o Obsenvational Medianage Syears;  42% MQ534T 15 i
Ajnl-smﬂ(lw\) Thomasetd  Australia = female; median
. 29% AT 25 s 3 {2024a; study 53
fadllaGalo  Span  Obsrational 87 &E*%m AMR® BMI 30 kgfm’ 5% 77 1 Anti-lgE: 162 {100%)
o3l 2023 Hody BMI2B { 12 Anti-AL-5{R}: 260 (100%) - ;  41% MO:368 N .
kgin 76%5 NS Diservational 162 Median age 53 years;
nagesgyear;  42% e SR Thomasetd  Austraia  femmale: median
Pavordetal  Spain Ofservational 260 g&?‘;‘pm (20241,. m mfm
022" study m - 127 (100%) ' 'm’ . b
2023) BMI 28 kg A— T —— N 6 Anti-1L-dRe o BMI29 kg/m P o Andi-lgE: 200 {49%): and
il S o ol i o Omatond £3  MenapShyes 74 - LR 20 (5%
(2023 study 1 26 kafm’ — i s oS 13 AntiiL-4Ra: 18 (100%) VMd; ; sty §6% female: mean
oary, 6% Mﬂm
Portaccietal  Haly OCbssevationnl 18 ?;::::zlrymm B2 wm’ NS 12 36 Am'lgE- 51 (597'.\3 and
ad - T LS8 150000yt maa Tope Osenatord 74 Menaelyers 6% KT8 M6 " ati 5B BB}
ey e 496 Maan age 55 yeans anti-R-4Rex 34 (%) o 68% famale; mean
vhon ff.‘""v"'w"";ym S ospmyy Am)-:; L (2024F sty BMI 30 ky/m? Yok Rt ok
3 it-0-5{R): 2 3 = ustralian Yok ;
binky: bl Otwewaiiorsd’- 39 Wi (pymes: 0% and et L4811 (28%) : jonnaire version 6. ACT=asthma control test AMR=Australian Mepolizumab Regstry. AXR=A i the
i ey Sdy ity e T Anti-IL5{R: 266 (100%) ﬁ%mmaquﬁo«mmmskmm_ o have received move than one drug type, 50 numibers might add up to more than N. 0n data from
) 166 Median age S8 years;  76% ACT:138 " ified. *1argest denominator of the included dinical remission definitions. Some patients might e e e
Carymcrann. )| iy Dbissrenttcess) 65% female; median : Wﬁﬁi' inchaded in the analysis. {Data e mean YDt a2 mecian. |Measured for past & manths. **Timey
et ol 202" stody BMI 26 ky/m’ %5 122436 Anti-igE 58 (100%) mfervention group inchaded in the analysis.
Moanage Séyears.  37% ANV -2y Rl
Citi ot 3t Tarkiye ‘:‘b‘w‘"’m » 78% female; mean
(2024)" B30 kg m*




Mean age 41years;
70% female: mean
BMI 2 byl
Median age 64 years;
69% female; median
BMI 24 ky/m'

Mean age 56 years;
51% female; mean
BMI28 kg/m’
Mean age 56 years;
32% female: mezn
BMI28 ky'm”
Mean age 54 years;
62% female; median

BN 25 kgjm®
Mean age 52years;
80% female; mean
BMI 30 kg/m’
Medianage S9years;
9% female; median
BMI 30 kfmy’
Median age §3years;
60% female: median
BMI 29 k'’

Mean age 55 years;
66% female; mean
BMI 28 kg’

Mean age 52 years;
68% female; mean
BMI 30 kg/m’

%

%

2%

2%

75%

41%

74%

62%

ACQ6:29§

ACQ6:25§

ACT-13§

ACT-14§

ACT:15§

ACQ5:349

ACQ5: 365

ACT:15§

ACT-168

20}

by

NS

335

NS

69%§

7554

69%§

76%

69%§

B0%S

5%

56%

70%§

Bax

79%§

e

i

53]
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AntiIL-4% 37 {100%)

Anti-AL-4x 49 {100%)

Anti-lgk: 47 (9%}
anti-L-5(R}): 383 (76%);
andanti-IL-4Rc 71 {14%)

Andi-L-5{R): 93 (100%)

Anti-IL-S(Rl: 164 (100%)

Anti-IL-4Ra: 20 (100%)

AntiL-5{R: 249 (100%)

Anti-igE: 162 (100%)

AntgE: 209 498} and

anbHL-5[RY: 220 {S1%)

Ani-IgE: 51 (69% ) and
antHL-5(R: 13 (31%)

A(Q5=asthma control quesbionnare version 5. ACQB=asthma control questionnaire version 6. A T=asthma control test. AMR=Australian Mepolizumab Regstry. AXR=Australian Xolair Registry. NS=not
spacified. *Largest denominator of the indudzd dinical remission definitions. #Same patients might have receved move than one drug type, s numibers might add up to more than N. 10nly data from the

Study  Studytype  Stady Population Useof Symptoms  Numberof  FEV, FV(  Assessment Biologictherapy
ountry poputatiodfl] demographi i quest jons (%) (W)  timepoints administeredt
oeal score in past (manths)
porticosteroids 12 moaths
Memzies-Gow  From Randomesed 293 Mean age 47 years; 5785 NS 612 Ant-IL-5{R}: 293 (100%)
@3 {20222,  musltipke  controfied 64% female: mean
SROCCo” ountries  trald BMI 28 kg/m"
Mergies-Gow  From Randomised 293 Moan age 50 years; 57% NS 612 Anti-IL-5{R): 293 (100%)
w3l (20228 muRiple  controlied 6% female; mean
CALIMAY* countries  tralé 8MI1 29 kg/m’ 0‘ | i 37
Mergies-Gow  From Ranchomesad 40 Mean age S5years: 100 ACO6: 238 S55%5 NS 6 Anti-IL-5{¥): 40 (100%)
tal {2022c  multiple  controlled 60r% fermale: mean m
ZONDAY" countries  triald BMI 29 kgfm”
Numataetal  Japan Ctsarational 23 Moan age &0 yoars. 39% ACT 198 258 GI%5 38§ Anti-I-5R): 73 (100%) .
(2022) study 57% femalo: mean (Obsenvational 49
BMI23 g/’ Monan ctuad.
S mmam Hastal llikle orta yashyd
(023" b mean
e astalar genellikle orta yasliydi
Maghootal  Italy Otsencational 113 Mean age 58 years, 75%
{2023) study 64% fornale; maan (medyan ya§ 55 [IQR 53_58])
M 27 ke
McDowel (L3 Observational 925 Median age 52 yean;  S8%
etal (2023) study 60% fermale; Median
HIAI 30 kg’ o
o
Cogunlukla kadin (%62 [57-67])
Milgesr < ol Germany  Clservational 110 Mean age 54 years, 39%
(023" study S4% female, mean
BMI 28 kg/m*
" Belgs O 5 Memn age 52yvan; 9% Ve e . L1 .
& (2023 &% 1 [ J
o) sty sl o BMI ¢alismalar arasinda degisiklik gostermis
Dishietal  Japen  Obmservational 54 Medion age 61years,  37% 2
(2023)" study 48% female, median (28 kg/m [26_29])
HMI 24 kg/m’
Pacdlla-Gabo  Span Observational 87 Meanage Sbyears:  29% . .o . ope .
oy s G20l e * Irk veya etnik kdkenle ilgili veri elde
o
Pavordetal Dbsenvational 260 Mo 59 % H 1c¥1
e s edilememigtir
BMI 28 kg’
Pelaiaetal  Ialy Obsenational 127 Median age 56 years: NS ACT 149 49 T NS 6 Anti-iL-4Re- 127 (100%) {2024b; study
(2023 study 50% female; median Axm:
M 26 kg/m’ ,
Portaccietal  Haly Chservational 18 Mean age 51yoasy; 5% ACT3S 245 7ENS 9IRS 12 Anti-IL-gRa: 18 (100%) Vaverde- m Obsenational 429
(2023 study 39% female, mean etal m
BMI126 kg/m* Mﬂl '99
Sposstoctal Maly NS 436 MeanageSSyeans 8% ACTISS 355 % NS 208 AnthgE 302 (62%K anth (2004
(03" 64% fernale; mesn IL-S(RY: 150 (1% ) andd y s X
M1 27 gl nntil’-lh 340%) Yesilkayaetal Torkye Obsenctional 74
Breslavsky Israck Observabional 39 Moan age 60 yoars: 10% AGH 2§ NS 66%5 5% 6,12 Anti-igE 5 {13%) (202_!“3‘ M
al {2024y study 72% fervales mvean anth-0-5{R): 23 (5%}, '
BMI 26 kg/m” and anti-IL-4Rx 11 (28%)
Carpagnano  Italy Obsercational 266 Median age S8 years;  76% ACT:138 4T 7o%§ 85% 12 Anti-IL-5(R): 266 (100%)
et ol 2024 study B65% female; median
B 26 keg/m'
Cilh ot 2 Torkiye  Observational 58 Moan age 56 years, 3% ACOG: 2.8 218 63%5 73% 122436 Anti-igE 58 (100%)
(2024)" Qudy 78% female, mean 48 60

EM130 kg/'m”

(Table cortimues on next page)

interventiaon group inchaded in the analysis. §Diata 2re mean Y0ata zre median. ||Measured for past 6 months **Timepaint of measurement not stated.
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Study  Studytype  Study Mumberof  FEV, FVC  Assessment Biologictherapy
s popelation” & mations (%) (%)  timepoints adménistered!
Inpast (manths)
12 moaths
Merzies-Gow From  Randomised 293 % NS 612 Anti-11-5(R): 203 (100%)
@3 (20222 nustiple  controlied
SROCCO  countries  triald
Merwies-Gow  From Randomssed Maoan n NS 612 Angi-lL-5[R): 2¢ (ﬂm Ed mﬂlﬂli
wal (20220 muitiple  controlied 2 sxslx? m - ! R o ( from Page)
CALIMAY countries  tralé 8MI1 29 kg/m’ UI I. I ; . 9
Morgies-Gow from  Rardomissd 40 Mean age SSyears: 100 ACOR: 238 Anti-iL-5(R)- 40 (100%) = K AQe:2%5 3% il o AL (0}
tal{2022c  muitiple  controlled 60% fermale: mean (2024
ZONDAY  countries trialt BMI 20 kgfm’
(';ng;xaonl Japan Inxlz:ymlml 3 ;A;mhn“::om 39% ALCT 19§ 258 Anti-IL-5{R): 73 (100%) dtal h)a'l Am-lL-.ﬁlug{lOO%)
BMI23 g/’ 2004
Campisictal faly  Cteenabionsl 74 Mean ageSSyosry 3% ACT4E 69 6189 78%0 LS(R): 74 (100%) o4y B 24 kg’
(2023 study mmm
wooets 1y Ot 1 e atee e et e v amaemo, | Hwendd Deomak Obmafon S MemapShers &% AOGIS N B N D AMEQON
(2023)" study 64% fornale; . . . . . . . > anti-L-5(R): 383 (76%);
woae o Astim 6zelliklerinde bazi heterojenlikler gozlemlenmesine ragmen andantd-4Ra T (4%
McDowel UK Obmerational 925 Median age 5. ’ l
’ N ] ] ] .o - 2.8¢ ¢ N .
ey - S 30 oral kortikosteroidlerin medyan kullanimi yiiksek (42% [IQR 29-62]) "= * mE s AnLSR:5(00%)
Milgeretal  Germany Observational 10 Mesnage S4years.  30% ACOE:329 39 B4% 70§ 12 Anti-igE- 33 (16%): (20247 B 28 ky'm”
023" % female, mean i-I-S(R): 122 : . - A
o) o oo i i sttt | Pelaetal  l  Obsenationa 164 Meanage S4years;  75% ATHS NS 69%5 B4%i 24 Anti-L-5(R}: 164 (100%)
" Belgium  Obsenaationsl 52 Mem age Slyoan;  19% ACQ:295 NS 68wy B1my 12 Anti-ILS(R): 52 (100%) {20247® study 62'% female; median
BMI 28 kg
o M s ;2% ACOS 164 NS ™ N 1 g Quaatoeta ity  Obsenaiond 20 MeanageSyears,  50% A5 156 BO%E NS 1224 Antil-4Re20(100%)
E B 24 kg/m* anti & 4Ra 13 (24% {2024y study 80% female: mean
and unknown biologic !
cxpiens BMI30 kg/m’
PadllaGabo  Spain  Obwrational 87 Mean age Soyears:  29% ATs 258 6% N 12 Antl-11-5(R): 87 (100%) Thomasetal  Australia  Obsenvational 249 Medianage S0yaars;  42% MOG34 NS % 70% 12 Ant-IL-5{R}: 249 {100%)
s - o g (2024 sty 5% femak; median
w'!(.ﬂ Spain Obsenational 260 Mean age 59 year, 9% ACT 148 428 765 NS 12 Angi-iL-5{R): 260 (100%) AMR)’ M}Okym’
(2023)° study e Thomasetd Australia Ofsenational 162 Medianage S3years;  41% AQ5:36§ NS S6% 7% 12 Anti-igE: 162 {100%)
Peliaetal Mtaly Otservational 127 Median age 56 years: NS ACT4E 49 TR NS 6 Anti-iL-4Re: 127 (100W) {2024b; study 60% female; median
(2023 study m;:v;:;"?\uﬂm AXR]:. BT 29 tg'm’
Portaccietal  italy Chservational 18 :ha::j:z]ynm‘ 6% ACT: 138 245 TE%S 93§ 12 Anti-IL-4Ra: 18 (100%) Vahrerde Spain Obsenvational 429 Meanage S5years;  74% ACT:15§ 33 70% NS 558 Amﬁm“gﬁ).m
03" o . mean A
g = B 2 e Mongeetl sty 6% fenale mean SRy I0(51%)
Spostoctal Haly NS 436 MoanageSSyears 3% ACTISS 35E n%y NS 208 Ak 4k 30 (623 et (2024* BMI28 ky/m’
207 64% female; SRy 150 (31%k X : A .
”r ey g ad e Veslkaaeta Tordye Obsenationdl 74 Meanage 2years;  62% AT165 NS 0% N 136 AniHigES1(69%)and
Breslavsky  brack Obserabonal 39 Moanage 60years:  10% A 2§ NS 66%s 75% 6,12 Anti-igE 5 {13%) {2004F sty 68% famale: mean antiHL-5(RE 13 (31%)
ol {2024y study T2% female; mean anth-0-5(R): 23 (S9%). M))ig'm‘
BMI 26 kg/m* and anti-IL- 4R 11 (28%)
Ofercatioral Median : ACT: . 8 LR IRV iz ; 2 e
m’:’- i study e ﬁ,h&m i = 1 IS i i A(Q5=asthma control questionrare version 5. ACQf=asthma conitrol questionnaire version 6. ACT=asthma control test AMR=Australian Mepalizumab Registry. AXR=Australian Xolair Registry. NS=not
. BMI26 k'’ i spacified. *Largest denominator of the included dinical remission definitions. 7Some patients might have received move than one drug type, so numbers might add up tomore than N. 10nly data from the
f;;;;‘ e :;""W » ;‘:.:’;:ﬁr m":: o NN -5 6% 7% 22‘03"' 3 intervention group inchuded in the analysis, {Diata re mean. §0ata are median. ||Measured for past § months **Timepaint of measurement not stated.
HMI30 kg'm*
(Table contirues on next page) | Table: Study characteristics




t Biologic therapy
:f timepoints administered?
(manths)
Study  Studytype  Stdy
| P — Anti-I-5{R: 203 (100%) = Anti-IL-&Ro: 37 {100%)
(100%) (Continued from previous page) ACQE:295 32§ <
P Randomisad 293 e 612 Anti-UL-5(R): 293 :
waem ot A gl S AntAL- 49 {100%)
S Fom  Randomised 293 :,‘::r?uzom 3 ATHILS00: 40 (100%) (20248 o L
:ﬁ;ﬂ:" epls - oot BM'J‘?*@'S‘;‘;M — ACG%:235 e
CAUMA}"  countries ; 40 Mean age 55 fp LM (o o ‘
Rarchomesad B0rs fermale: mean 5 Anti- q{g*,;
= - o = e e e
o Otrardational 73 ;‘:‘:.mm — S(): 74 (200%) : 51 MeanageSbyears;  42% andant-il-4Rm 71(14%)
(';‘g;‘;;‘ - study BM123 hg/m’* 5% ACT 149 69 iy Harsenetad  Denmark W A8 bl e Andi-I-S{R): 3 (100%)
74 Mean age 55ycary - Anti-1L-5{R): 113 (100%) Fann 1 \
a taly Corervational shfm"_‘ 61%5 78%§ 612 . . —3'2] oo
vt study Mlﬁ"-"‘;‘wm 2o ACT 142 495 keti [ACQ] skoru 2-8 [2 5 YUKSEK !
tional 113 M«vnv")“ ko ntrOI a n . . m]
tal  Ialy Observa 6% I ( a st im Anti-IL-5(R}: 164 (1
o i = ACT] skoru 14 [14-15]) ey
M o
x5 |
ot & Ol “ «  Astim kontrol testi [ da 3,0 [2,6-4,0]) — A
et al 20237 e | r (son 12 ay d ’ 4 sty szxfemak’ 3 Anti-IL-4Ro 20 (100%)
10 - 6nceki alevlenmele Anti IL-5(R): 52 (100%) 4y L ACT15§ 15§ R o
Sl e m’ml ‘ o G295 NS SERYLERE 2 . 2 Meanage S2years;  50% .
W ACG: 2 = . .
023) 2 Mem ageS2yoars;  19% e Quatoetal ialy ;ﬁ;ﬁm@ 3m,fema?e,m Angi-IL-5/R): 243 {100%)
. e F At e 1 mER e soo | QAP _—— NQ5341 S i
™ AL i -4Ra 13 . 3 A
a3l (2023) — comeany ‘9,__6:!,,:& % :':d;mnmx ) Z 149 Medianage 59yaars;  42%
Obeenva femasbe. " : Australia  Observational median
3':;';)!_«1 Jagun study :ﬁngm‘ :;,J:;m.wuoo\) Thomas et d sty 59‘5"95"-“ e Anti-lgE: 162 (100%)
o 2 ¢ b
2% s W fﬂ# B!:: Syears; 41% NE361. 16 o
: - < n
Obsarvational &7 oo ot . 12 At 850 260 (o) d Austrlia Ofsenational 162 2 fa::liﬂm \
fadllaGalo  Spain i 128 kgl 3t 76%5 NS Thomas et 60% Anti-gE: 200 (49%) and
3 {2023 :“mmsw" am ntamaiiihie oom) | (o2, sy BMI2g by 3% o %55 anti-L-SR): 20{51%)
Observational 260 S ol st — Anti-tl-4Ret: 127 (1 o I ACT-15§
deicromati M 28 kg’ a4 77 ' jonal 429 e Sy
2023)" age sy NS s =y Vaverde-  Spam  Ofsenational 66% female; mean Anti-lgE: 51 (69%);and
Obsercational 137 0% fermale: median _ . 17 Anti-dL-gRa: ¥ Al study I 28 byl 0%y NS 1236 ; :
dorectrgi 8 S B 26 g 245 M. Me ’ AT16§ NS e antiHL5(RE 23 (31%)
s MonageS3yess 6% o Ganpanti | (204 Obsenvational 74 Nowa ey 33 4
' ( i
dietal  Haly Sho— ST% facmale; capemy - 7% NS 208 ,t',‘“,ggfl:oof;mu Yesilkayaetal Toriaye 68% female; mean
Portac 26 kg/m : 56 silkaya =
(2073)* o o ar 3% ACEYSS. 33 anti-B-4Rex 34 (7%) % stidy kg’ _ =Australian Xolair Registry. NS=not
NS 486 “"‘“,"-",,,..,”’nz 612 Anti-igE 5 {13%% (004F i ontrol test AMR=Australian Mepalizumab Regstry. AXR than N. £0nly data from the
s:p‘oz;mrad Htaly ;‘;Tvlalm' ACO6: 2§ NS 66% 75%§ 6, x:ﬁfiﬂﬁ’(‘z"w LR |':umire\m" 6.:'_(T-—aii'm'm m; et moee than one drug type, 5o numbers might addp to more
. 3 Moanage 60years:  10% AL (R}, 266 (100%) A(Q5=asthma control questionrarre version ical remission definiticns. $Some patients might )7 int of measurement not stated.
Observabional 72% female: myean 5% 1 Anti inztor of the indudsd dinical remission red for past & months **Timepaint
Breslavsky ol Study M1 26 kg a8 70%§ 83 spacified. *Largest denominator ; QData zr= median. |Measu
“al {2024y ! S ACT:13 - : > inchuded in the analysis. {Data re mean
Obserational 266 Median age etei 22436 Anti-igE 58 (100%) mntervention grovp
Capagrano  Italy s 215 b 60
et al (20247 i M!GWS(M 1% ACGE:2-85 2 48
) ational 58 Mnan:;)': 'l. |>
‘L;;,‘:;‘ o 37.?," oty

(Table cortirues on next page)

Tabie:Study characteristics




Study Study type Stdy Population Useof Symptoms  Numberof BV, W
country population®  demographi i questl rations (%) (%)
oeal score In past
corticosterokds 12 moaths
(%}
Memzies-Gow  From Randomesed 293 Mean age 47 years; o A6 28 268 % NS 612 Anti-IL-5{R): 293 (100%)
@3 (20222, mustiple  controfied 64% female: mean
SROCCOY* countries  trald BMI 28 kg/m"
Morwies-Gow  From Randomssed 93 Mean age 50 years; % ACQE: 2.8% 2685 7% NS 612 Anti-UL-5(R): 293 (100%)
a3l (2022 multiple  controlied 61% female; mian
CALIMAY* countries  tralé 8MI1 29 kg/m’
Mergies-Gow  From Randsomesad 40 Mean age S5years: 100 ACOS:235 308 S54% NS 6 Anti-IL-5{R): 40 (100%)
tal {2022c  multiple  controlled 60r% fermale; mean
ZONDAY countries  triald BMI 29 kgfm”
Numataetal  Japan Ctsarational 23 Moan age &0 yoars; 39% ACT 198 258 TTRS  5I%5 38§ Anti-I-5R): 73 (100%)
{2022y study 57% fermalo; mean
BMI23 g/’
Campimetal  Raly Coservational 74 Mean age 55ycany; 73% ACT 249 (1] 61%Y 78%9 12 Anti-ILS(R): 74 (100%)
(2023 study 58% fermale; mean
BMI 26 kgim’
Maghaotal  Italy Obsenational 113 Meanage58years,  75% ACT148 495 61%5 78%§ 612 Anti-iL-5{R): 113 (300%)
{20237 study 64% fornale; mean
BV 27 kgymy'
McDowul (L3 Observational Q25 Median age 52 yeany;  S8% ACGS 3% SN 6% B86%¢ 12 Angi-igE 117 (13%),
et (2023 study 60% fermale: Median ants 14(R): 708 (77%);
HMI 30 kg/m” andunknown biologic
100 (11%)
Milges «t ol Germany  Clservational 110 Mean age 54 years; 39% ACOE: 329 39 B4%4  79%S 12 Anti-igE- 33 (16%)
023" sStudy 54% female, mean anti-I-S(R): 122 (58%);
BMI 28 kg/m* and anti-IL-480: 56 (27%)
", Belgs O 52 Mean age 52yean; 19% ACG: 2495 NE 68%) Bi1%y 12 Anti-IL-5[R): 52 (100%)
«®a o) study 56°% female; mean
BMI 28 kg/mv*
Oishi et al Jaguany Otwervational 54 Median age 61years, 3% ACQS 169 NS 7789 NS 12 Anti-igE 6 (11% )
(2023)" study 48% female, median anti-R-5(R): 22 (41%);
HMI 24 kg/m” anti- - 4Rc 13 (24%)
and unknown biologic
13(24%)
Facila-Gado  Spaen Observational 87 Mean age 56 years: 29% ACT 148 358 67%s NS 2 Antl-8-5(R): 87 (100%)
o3l 2023 study 62'% female; msan
BMI 2B kgim”
Pavordetal  Spain Obsenational 260 Mean age 59 year, 9% ACT 148 42 765 NS 12 Angi-iL-5{R): 260 (100%)
(2023} study 75% fermale; mean
BMI 28 kgim’
Pelaaetal  Maly Otservational 127 Median age 56 years: NS ACT 149 49 T NS 6 Anti-1-4Rex- 127 (100W)
(2023 study 50% female; median
HMI 26 kg/m”
Portaccietal  Haly Chservational 18 Mean age 53yoas, 5% ACT3S 245 7ENS 9IRS 12 Anti-IL-gRa: 18 (100%)
(2023 study 9% female; mean
BV 26 kg/m*
Sposatoetal  Maly NS 486 Moan age 55 years. % ACTI158 355 JI% NS 20§ AntiigE: 302 (62%); anth
oz 64% fernale; mean ILS(RY: 150 (3% andd
BV 27 Rgim® anti-R-4Rx 34 (%)
Brestavsky Isract Observabional 39 Moan age 60 yoars: 10% AMG6: 2§ NS 66% 5% 6,12 Anti-igE 5 {13%)
ol {2024y study T2% fermale; mean anth-0-5(R): 23 (S9%).
BMI26 kg/im* and anti-IL- 4R 11 (28%)
Carpagnano  ltaly Obsercational 266 Median age S8 years;  76% ACT:138 4 70% 85% 12 Anti-L5(R): 266 (100%)
et ol 2024 study B65% female; median
BMI 26 kg/m*
Citk ot 2t Torkiye  Observational 58 Maoan age 56 years, 1% ACQ6: 2-85 2318 63%5 73%% 122436  Anti-igE 58(100%)
(2024)" Qudy 78% female, mean 48 60
B30 kg m*
(Table cortimues on next page)

Stody Studytype Study  Population Useof Symptoms  Numberof  FEV, FVC
country population®  demographics maintenance  questionnaire exacerbations (%) (%)
oral score inpast12
corticosteroids months
®)
Omenatond 77 Menapdlyers 545 MO52%5 38 Ant-: 7 (100%)
(2004 70% female; mean
BMI 29 by
Hamadaetal Japan Median age 64 years; 12% N D Anti-IL-4Rm 49 {100%)
{2024)" 69% female; median
BMI 24 kg
Harsenetad Denmark Obsenvational 50 MeanageSbyears;  42% N N Anti-IgE: 47 {9%k
{2024 chbs £1& fomale maan anti-L-5(R): 383 (76%);
Biyolojik ila¢ recetesi hakkinda veri matoeni
Mart e N oD Anti-L-S(R): 93 (100%)
vz  bulunan 5083 hastanin 3658'ine (%72)
(202‘ Ll . . Ll Ll
w anti-IL-5 veya anti-IL-5(R) ilaci verilmis, .. ., e
> 990"Ina (%19) anti-IgE ve 436'sina (%9)
Qua anti-IL-4Ra biyolojik ilag verilmistir N 0% A4 20(100)
{202, — I
B 0 ke
Thomasetad  Australia  Obsenvational 249 MedianageSgyars;  42% AQS:348 NS % 0% D Anti-IL-5(R): 249 {100%)
(20243 study 9% female; median
AMR} BMI 30 kgt
Thomasetad Australis  Obsenvational 162 Medianage S3years;  41% AQ536§ N 5% 77 12 Anti-IgE: 162 {100%)
(2024 study 60% female; median
AXR) BMI 29 kgy/m’
Vaverde  Span  Obsenvationdl 429 Meanage SSyears,  74% ATISS 33 0% NS 555 AntigE:209(49%)and
Mongeetal sty 66% fomale; mean anti-L-5(R) 20{51%)
(2045 BMI 28 ky/m®
Vesikaaetal Tordye Obsenvaiondl 74 Meanage52years;,  62% ATEI65 NS 7% NS 1236 AndiigES1{69%)and
{2024F study 68% female; mean antiL-5(RE B3 (31%)
BMI 30 ky/m?

A(Q5=asthma control quesbionnare version 5. ACQB=asthma control questionnaire version 6. A T=asthma control test. AMR=Australian Mepolizumab Regstry. AXR=Australian Xolair Registry. NS=not
spacified. *Largest denominator of the included dinical remission definitions. 7Some patients might have received move than one drug type, so numbers might add up tomore than N. 10nly data from the
intervention group inchuded in the analysis, {Diata re mean. Y0t zre median. ||Measured for past & months **Timepaint of measurement not stated.
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A Klinik remisyonun ii¢ bilegenli tanim

Klinik remisyon oram (95% C1)

BULGULAR —
Hamada ve ark(2024)" 22/49 - a5 10,7

Campisi ve ark, (2023)* 30/74 === a 1

Milger ve ark(2023)" 79/210 38 13

Pavord ve ark(2023)" 96/260 I %37 (31-43) 13

Thormas ve ark(2024a)" 87/249 o 35 13

8’i (%29) en az bir uc bilesenli Thomas ve ark(2024b)" 44/162 " % 12

McDowell ve ark. (2023)" 196/925 = 1 14

tanlml arastlrmls Genel (F =%93; p<0,0001) %38 (29-47) %

o 28 Bl ™

B Kiinik remisyonun dirt bilegenti tanim

Rtata Vo ark, (2023] /127 Y47 {3856) 44
Martinez-Moragon ve ark, (2024 41/93 o 44 a1
Padilla-Galo ve ark. (2023)* 3g/g7 —— a )
Gates ve ark(2024)* 16/37 . %43 (27-61) 29
Pelaia ve ark, (2024)* 69/164 e a2 4,6
Breslavsky ve ark, (2024)" 16/39 — a1 3,0
Portacel ve ark. (2023)" 18 —. 39 1,9
Campisi ve ark. (2023)"* 27/14 ™ 36 38
Maglio ve ark. (2023)" 37/113 RN I E— 33 43
Menzles-Gow ve ark. (2022¢)" 13/40 — 3 3
Milger ve ark({2023)" 62/193 - 2 a

i (o o .o . o Carpagnano ve ark, (2024)" 81/266 30 5
25'i (%89) en az bir dort bilesenli tanimi Qo oz 0 30 (1254
Pavord ve ark(2023)" 43/144 30 45
a ra stl r m I s Thomas ve ark(2024a)" 35/127 %28 (20-36) 44
Valverde-Monge ve ark. (2024)* 116/429 27 5
Hamada ve ark(2024)" 13/49 — %27 (15-41) 3
Menzies-Gow ve ark, (2022b)* 76/293 Wit %26 (21-31)
Cilli ve ark(2024)" 15/58 il A 26 35
Sposato ve ark, (2023)" 121/486 — %25 (21-29) 5
Thomas ve ark(2024b)" 11/47 e %23 (12-38) 32
Menzies-Gow ve ark(2022a)" 64/293 - %22 (17-27) 5
Numata ve ark(2022)* 5/23 —_—.— % 2
Hansen ve ark(2024)" 97/501 —.— 19 5
McDowell ve ark, (2023)' 152/830 R S N %18 (16-21) 54
Genel (I «%83; p<0,0001) .- %30 (27-34) %
-~
?
[ T T T
0 25 5 75
Oran (95% C1)




Online Supplement %5: Definitions of clinical remission

Study 1D Time mocs Exacerbations Symptoms Lung Funcrion Other Attainment %, (95% CI)
Yesilkaya 202a4* 12m None None (12m) ACT=20 AFEVI=10% Stakeholders Agree 73.0(6G1.Aa4,82.0)
Oishi 2023
D1*r 12m N None (12m) ACQOQS5=1.5 68.5 (54.4,80.5)
D2 12m None None (1.2m) ACQS=1.5 FEV1=80% BEC<=100cells/ul AND 11.5 (19.5,45.6)
FeNO <35 pphb
Pelaia 2023 % Gm None None (Gm) ACT=20 FEV1=80% Aa47.2 (28.3,%6.3)
Hamuada 2024
D1 12m None None (1.2m) ACQOG=0.75 ORACT=23 14,9 (30.7,59.8)
D2+t 12m None None (12m) ACQG=0.7% OR ACT=23 FEV1=/70% 2G.5 (14.9,41.1)
D3 12m None None (12m) ACOG6«0.75 OR ACT=23 FEV1=809% 24.5 (13.3,38.9)
Martinez-Maoaragan 2024*%F 12m Nore None (12m) ACT=20 FEV1=80%, A4.1 (33.8,54.8)
Padilln-Galo 2023% 12m Nore None (12m) ACT=20 AFEV1=100ml A3.7 (33.1,54.7)
Gates 202a4*% 12m None None (1.2m) ACQG=1.5 AFEV1I=-10% A3 2(27.1,60.5)
Pelaia 2024%% 24m None None (12m) ACT=20 FEV1=80% A42.1 (324.4,%0.0)
Campizi 2023
01 12m None None (1.2m) 41.9 (30.5,532.9)
D21 12m None None (12m) ACT=20 A40.5 (29.3,52.6)
D3vs 12 None None (12m) ACT=20 FEV1=809%, 36.5 (25.6,48.5)
Da 12m None None (1.2m) ACT=20 AFEV1I=100ml 31.1 (208,42 .9)
Breslavsky 2024
D1t 12m None (12m) None (12m) ACT=20 AFEV1I=100ml A41.0 (25.6,57.9)
D2 12m None (12m) None (12m) ACT=20 AFEV1=109% 35.9 (21.2,52.8)
D3* 12m None (12m) None (1.2m) ACT=20 FEV1=80% 30.8 (17.0,47.6)
DA 12m None (12m)  None (12m) ACT=20 FEV1/FVC=75%% 23.1(11.1,39.3)
Ds 12m None (12m) None (12m) ACOG6=1.5 AFEV1=100ml 41.0(25.6,57.9)
Do 12m None (12m) None (12m) ACQ6=1.5 AFEV1=10%, AR5 (23.4,55.4)
D7 12m Naone (12m) None (12m) ACQG=1.5 FEV1=80% 28.2 (15.0,44.9)
(B22) 12m None (12m) None (1.2m) ACQG=1.5 FEV1/FVC=75% 20.5 (9.3,36.59)
(815} 12m None (12m) None (12m) ACOG=0.7% AFEV1=100ml 320.8 (17.0,47.6)
D10 12m None (12m) None (12m) ACQ6=0.75 AFEV1=10%, 28.2 (15.0,44.9)
D1 12m None (12m) None (1.2m) ACQG=0. 75 FEV1=80% 23.1(11.1,39.3)
D12 12m None (12m) None (12m) ACQG=0.75 FEV1/FVC=7%% 20.5 (9.32,36.5)
Portamcci 2023%% 12m Naone None (12m) ACT=20 AFEV1=100ml 38.9(17.3,64.3)
o L2 N N (1L20n) ACT=20 A7 G (2099 %)
D2 12 None None (1.2m) ACTm20 AP EVIE1OOmI B2 (25.6,39.2)
Pavard 20253
[EE S 12 None None (12m) AC V=20 360 (31.,0,45.1)
[EERET 12m None Naone (12m) ACT=20 FEV 1 =80% 29.9 (22.%,20.0)
Thamas 2024[(«)
[EE S 12 None (Gm) None (Grm) ACCIS=1. % 3.0 (29.0,941.2)
D2~ 1200 Mo (Grn) Mo (G ACCL= 29,3 (22.7,3%.4)
s 12 None (Gm) None (Grm) AC =0, 7% 220 (1 7.58,25.06)
A 1200 Paarvves (Coony) MNavnes (o) ACCL 5= (G M 1 20n) 1.9 (1a4.2,24a4.3)
D5 12 N (Grn) Mo (Grm) ACCS5=1 FEV1=320% OR A 10% 276 (20.0,36.2)
[ST5% 12 Mo (G MNane (G ACCI FEVI®ROM OFR An-"% 2%.2 (17.9,A2.7)
7 A2 MNeosrer (Grny) Psres (Grny) ACCrS=1 (6 & 12mn) FEVIZ80% ORI’ AZ-5% 182,10 (11.8,.25.9)
Muaglico 2023F% A2 None MNormne (12m) ACT =20 FEV =809 327 (2a.2,42.2)
Maenziss-Goaw 2022([c]
1t N N (Grry) ACCIG= 1S AFEVLIE=100mIt 3225 (18 . 6,a49.1)
D2~ Nome MNane () ACCIGRO. 7" AFEVLI® 1001 22.% (10.M,31m.%)
Carpagnanao 20zav% MNesrrer N (1L2in) ACT=20 FEV1I=20% 205 (25 . 0.36.4)
Quarato 2024% MNone Neome (12m) ACT=20 FEV LMo B30O.0 (11.9,%4a.9)
Thoamas 2024(k)
o MNone (Gr) None (Grn) ACCISwL. S 27.2 (20.%,34.7)
D2~ Nanes (G MNeres (G ACCINw 220 (166G, 20.1)
03 None (Grm) N (Giv) ACQS=0.75 1.7 (7.2.47.7)
0a None (Gin) None (Grn) ACCIS=T (G 8 1T2m) 12.83 (7.7,1n.4)
D5t o (Grny) ACCI5=1 FEVA=209% OR A= 1096 2324 (12.32,38.0)
Do () ACCISwL FEVIEBOM O A -5 19.1 (D.1,33.3)
07 () ACCRS=] (G 2 20n) FEVILZ=20%6 OR Ax 59 1LO.G (25, 221)
Valverde-WMonge 2024%F MMMeran: Shmnm ACT=20 FEVI =3O, 270 (22.9,31.%)

Menziea-Goaw 2022[]
D
D2
<t 2ozavx
Sposato Z20253%F%
Maenziss-Gaw 2022([a]
(S5 IS
Da-

Numates 2022%F
McDowell 2023

DT

D2

D3

Da*i

Dns

DG

o7
Moermans 2023*
Hans 2024%%

L2
A2
L2y
Meoan: 29m

T2
1200

Mean: 38m

12m
12
12
12m
12m
12m
12m
12m
12

=Sy
=5mg
“=Hmng
None
None

None (L2om)
MNone (12m)
N (L20n0)
MNeone

None (1
N (1

None (12m)

None (12m)
None (12m)
None (12m)
Nonae (12m)
None (12m)
None (1L2m)
None (12m)
None (12m)
None (12m)

ACQG=1.5

ACQGEO. 7%

ACCQUG=1 OR ACT=20
ACTx20

ACCG=1 %
ACCUOG=O. 7%

ACT=20

ACQS<1.%

ACQS5=<1.5

ACOS5=1.5

ACQS5=1.5

ACOS5=1.5

ACQS=1.5

ACQS=0. 75

ACQ*<=1.% OR ACT=20
ACQ6G=1.5

AFEVLI=100mI
AEV1e100mmi
FEVI=809
FEV 1m0

AFrEVLE=100mI|
AFEVI=> 1000010

FEV1=R0%,

=2 putfa SABA / day

No SABA
FEV1I=LLN OR A=-100ml
FEVI=LIN OR Ax-5%
FEVI=LLN OR A=O
FEVI=LLN OR A= 100m)
FEV1=80% OR A=10% BEC<=300cells/ul

FEV1=809%,

259 (21,0,31.4)
1%.7 (11.7,20.4)
25 .9 (15 .2, 29.0)
240 (21.1,29.0)

B (1 7.2,27.0)
A(D.GL1T7.7)

21.7 (7.5,43.7)

21.2 (18.6,24.0)
19.4 (16.9,22.2)
13.8 (11.6,16.2)
18.3 (15.7,21.1)
18.3 (15.7,21.1)
17.7 (15.2,20.5)
11.9 (9.8,14.3)

21.2(11.1,34.7)
19.4 (16.0,23.1)



Online Supplement 5:

remission

dy 1D

mocCcs

‘;l__-c.r_hTﬂoﬁ_c

Symptomes

Lung Funcrtion

Other

A&t_-lnm.nt_;ﬁ“(-ﬂ_i;;-— _cli'_

gvoollkaya 20z2a*
Oishi 2023
(S B}
D2

Pelaia 2023%
Hamuada 20249
Dy
D2+t
D3

Martinez-Maoragan 2024

Padilla-Gualo 2023F%
Gates 2024*%
Pelaia 2024%%
Campixi 2023

D1

D21

D3vs

Da
Breslavsky 2024

D1r

D2

D3+

(&)

Ds

(B 15

D7

DX

Do

D10

Hh1a

D12
Portmcci 2023%%

o

D2*%
Pavard 20253

o

D2
Thoamas 2024[(«)

oDar

D2

s

A

DS

Do

7
Muaglico 2023F%
Menziss-Goaw 2022(c]

[Eh

D2~
Carpoagnanao 20zav%
Quearato 20248
Thomeas 2024(k)

S5 )

D2~

3

0a

D5

0o

D7
Valverde-VMionge 2024%F%
Menziea-Gaw 2022[k]

D

D2
<t zozavx
Sposato ZO23*F
Menziss-Gaw 2022([a]

(S5 I

Da-

Numates 2022%F%
McDowell 2023

Dar

D2

D3

Da*y

ns

Do

07
Moermans 2023*%
Hansen 2024%%

None

N
None

None

None
None
None
Nore
Norne
None
None

None
Nona
None
None

None (12m)
None (12m)
None (12m)
None (12m)
None (12m)
None (12m)
Naone (12m)
None (12m)
None (12m)
None (12m)
None (12m)
None (12m)

<

()
(Cearnn)
(Griv)
(G
()

(eny)

Muevan:

AR

12m
12m
12
12m
12
12m
12m
12m

None (12m)

None (12m)
None (12m)

None (Gm)

None (1.2m)
None (12m)
None (12m)
None (12m)
None (12m)
None (1.2m)
None (12m)

None (1.2m)
None (12m)
None (12m)
None (1.2m)

None (12m)
None (12m)
None (12m)
None (1.2m)
None (12m)
None (12m)
None (12m)
None (1.2m)
None (12m)
None (12m)
None (1.2m)
None (12m)
None (12m)

Nomne (12mm)
Name (1200)

(Grmy)
(Gin)
()
(Gn)
MNores (Giny)
(12ry)

(Grrv)
(Crrn)
(1L2enn)
(12m)

None (Gina)
None (Gm)
N (Giny)
(Grny)
o ()
()
(Garnv)

N (4
None (12m)
1

Zony)

MNosres
MNomne

MNorme (
N (

None (12m)

None (1.2m)
None (12m)
None (12m)
Nonae (12m)
None (12m)
None (12m)
None (1L.2m)
None (12m)
None (12m)

ACT=20

ACOS=1.5
ACQS=1.5

ACT=20

ACQG=0.75 ORACT=23
ACQG=0.7% OR ACT=23
ACOG6=0.75 OR ACT=23
ACT=20

ACT=20

ACQG=1.5

ACT=20

ACT=20
ACT=20
ACT=20

ACT=20
ACT=20
ACT=20

AFEV1=10%

FEV1=80%

FEV1=80%

FEV1=/70%
FEV1=809%
FEV1=80%
AFEV1=100ml
AFEV1I=-10%
FEV1=80%

FEVI1=80%,
AFEV1I=100ml

AFEV1I=100ml
AFEV1=109%9
FEV1=80%,

e 28 analizden;

» 22'si (%79) 12 aylik klinik remisyonu

degerlendirmis

»4 analiz (%14) ortalama 55 aya kadar

Stakeholders Agree

BEC<=3100cels/ul. AND
FeNO <35 pphb

daha uzun sureler kullanmis

»2 analiz (%7) sadece 6 aylik klinik
remisyonu degerlendirmis

ACCIG=1 .5
ACCIGRO. T
ACT=20
ACT=20

ACCISwL. S

ACCISw

ACOS<=O. 75
ACCIS (G & 1T 2mnmy)
ACrS=<1
ACCISw
ACCAS=1 (G &
ACT=20

12vv)

ACCLG=1 S

ACCAGO. 7%

ACCUG=L OR AC T>=20
ACTw20

ACCAG=1 %
ACCUG=O . 7%

ACT=20

ACQS<1.%

ACOS5=1.5

ACO5=1.5

ACOS5=1.5

ACOS5=1.5

ACQS5=1.5

ACQS=0. 7%

ACQ*<=1.% OR ACT=20
ACQ6G=1.5

AFEVIE=100mIt
AFEVI®1O00mI
FEVIE=20%
FEVIaNOM

FEVIZ2090 OR A 10%G
FEV T sO%h OO0 A "5
FEVI=R20%% OR A S9%
FEVI =30

FEV1=R80%

“EVLE100m|
EVI= 10000

FEV1=LLN OR A=-100ml

FEVI=LIN OR Ax-

594

FEVI=LIN OR A=O

I

FEV1=809%

“VI=LLN OR A= 100m)
1=80% OR A=10%

=2 putfs SABA / day
No SABA

BEC<=300cels/ul

73.0 (61.4,82.6)

68.5 (54.4,80.5)
31.5 (19.5,45.6)
A47.2 (38.3,506.3)
a44.9 (30.7,59.18)
26.5 (14 9,41.1)
24.5 (1

44,1 (3

A3.7 (3 1'1,
a3z (27.1,
42.1 (34.4,50.0)

41.9 (30.5,53.9)
40.5 (29.3,52.6)
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= Exacerbations  Symptoms Y Other
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8 en yaygln O an ar, ACQG=1.5 FEV1=809% 28.2 (15.0,44.9)
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L ACQG=0.75 FEV1=80%, 23.1(11.1,39.3)
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A Klinik remisyonun ii¢ bilegenli tanim
n/N Klinik remisyon oram (95% C1)
Oishi ve ark. (2023)* 37/54 - 69 10,9
Hamada ve ark(2024)" 22/49 — a5 10,7
Campisi ve ark, (2023)" 30/74 : .- . a1 11
Milger ve ark(2023)" 79/210 38 13
Pavord ve ark(2023)" 96/260 - : %37 (31-43) 13
Trsas e ccoai) oo - % 3 * Klinik remisyonun Ug¢ bilesenli tanimini
Thomas ve ark(2024b)" 447162 % 12
McDowell ve ark. (2023)* 196/925 14 H H H 1 H
e, - b inceleyen sekiz analiz arasinda, klinik
0 —r ™ remisyon ulasan hastalarin birlestirilmis
orani %38 idi (95% Cl 29-47; 2=93%)
Pefataveark: {2023y V07127 WaT{38~56) 44
Martinez-Moragon ve ark, (2024 41793 B 44 4,1
Padllla-Galo ve ark. (2023)* 38/87 — a4 4
Gates ve ark(2024)* 16/37 . %43 (27-61) 29
Pelaia ve ark, (2024)* 69/164 - a2 4,6
Breslavsky ve ark, (2024)" 16/39 —- a1 3,0
Portaccl ve ark. (2023)" 718 —_— ., 39 1,9
Campisi ve ark. (2023)" 27/74 - 36 2,8
Maglio ve ark. (2023)" 37/113 R 33 43
Menzies-Gow ve ark. (2022¢)" 13/40 a3 3
Milger ve ark(2023)" 62/193 32 a
Carpagnano ve ark, (2024)" 81/266 30 5
Quarato ve ark(2024)" 6/20 %30 (12-54) 2,0
Pavord ve ark(2023)" 43/144 30 45
Thomas ve ark(2024a)* 35/127 : ) 2628 (20-36) a4
Valverde-Monge ve ark. (2024)* 116/429 27 5
Hamada ve ark(2024)" 13/49 — %27 (15-41) 3
Menzies-Gow ve ark, (2022b)* 76/293 - %26 (21-31) 5
Cilli ve ark(2024)" 15/58 - 26 3,5
Sposato ve ark, (2023)" 121/486 — - %25 (21-29) 5
Thomas ve ark(2024b)" 11/47 - %23 (12-38) 32
Menzies-Gow ve ark(2022a)" 64/293 - %22 (17-27) 5 . . . .
Numta ve ark(2022)° s/23 e % 2 * Dort bilesenli tanimi uygulayan 25 analiz
Hansen ve ark(2024)" 97/501 —-— 19 5 .. .
McDowell ve ark, (2023)" 152/830 - %18 (16 araslnda, kII nl k remlsyon u Ia§an
Genel (I «%83; p<0,0001) —— . . ) o
- hastalarin birlestirilmis orani %30 idi
f I? T T (27_34; |2=83%)
0 25 5 75
Oran (95% C1)
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Number of

Odds ratio

P
studies (95% )

Demographics
Female sex 14 092 {071+119) 44%
Age 2 - 0-80(0-07-919) 2%
« . o Former smoking 12 R ] 074({059-004) 2%

e Klinik remisyona ulasan ve ulasmayan : i ok skt
hastalarin 6zelliklerini karsilastiran 19 = s - LeBI622) o
Chronic rhinosinusitis 4 1.53{0-83-2.82) 14%
calismadan; Nasa pois : 133(089-108) 6ox
Rhinitis 3 1.09 (079-1-48) 0%
* Demografik 6zellikler Amicy : e gcs i
EGPA 3 092(032-260) 0%
] 1~ Atopic dermatitis 5 091(051-163) 2%
Komorbiditeler i . coopBiE o
a0 o o GORD 9 084(0-69-102) 0%
| |
Astim oOzellikleri = : i
. Diabetes 4 0-65 (0-37-1-15) 0%
= Ato p1 Psychiatric liness 3 058(034098) 0%
. . Cardiovasoular disease 2 058 (0-34-097) 0%
= Biyobelirtecler Oxpeooiuds p Gy o
. Hypertension 2 048 (033-070) 2%
= Tedaviler ¢ cstowor) ox
v . . 2 0-45 (0-23-0-88) 31%
= Saglik hizmetleri kaynak kullanimi 6 osroar0s  ox
5 038(023-061) 6%
3 1-49(0-67-332) 3I5%
Atopy 11 - 089 (071-1-12) 12%
Any familly history of asthma 2 — 070(0:33-1-50) 0%
Longer asthma duration 3 N - 0-49(032-076) 2%
Worse asthma symptoms 5 - 023 (017-033) 0%
Worse FEV, 2 A 009(001-092) 87%
[ Atopy |
Nofi-steroidal anti-infl ity [ 1.55({110-2-19) 0%
House dust mite sensitisation 2 N 0-66 (0-43-1.02) 0%
ighes 2 - om 194 (100-346) 45%
Higher blood ecsinophils 7 —- 1.91 (142-2-56) 0%
Higher 1o 2 - — 150 (0-92-2.72) o%
Lewkotrizne receptor antagonists 3 112 (082-152) o%
Short-acting B-agonists 2 i 0.91{056-146) 0%
Long-acting muscarinic antagonists 5 0-85(0-48-150) 60%
Pravious use of biologics S B 0-66 (0-44-097) 0%
L = i 13 —— 0-57{0-40-079) 49%
7 e N 077 {0-50-1-18) 0%
Attended emergency department 5 —— 056 (0-42-075) 0%
Admission to hospital 2 om 054 (030-097) 32%
00625 025 4 10




Number of Odds ratio P
studies (95% )

I Demographics I l
Female sex 14 092 (071+-119) 44%
=
L

Age 2 0-80(0-07-9-19) 92%
. .. . Former smoking 12 074{059-004) 2%
* Demografik 6zellikler agisindan; —— : S— E——
Comorbidities
insi g %95 Cl 0,71-1,19]; T s o
D Cl nS|yete go re (OR 0’92 [ (s} , , ; Chronic riunosinusitis with nasal polyps 5 - 1-68 (1-26-2-25) 0%
Chronic rhinosinusitis 4 . E— 1.53{0-83-2.82) 14%
p=0 5 1 g I 2=44%) Nasai polyps 8 1, 133{0-89-1.98) 60%
’ ’ Rhinitis 3 1.09 {(079-1-48) 0%
Ariety 3 097 (056-1-68) 16%
EGPA 3 092 (0-32-2-60) 0%
VEYA Atopic dermatitis S 091 (051-1-63) 2%
Allergic rhinitis 3 . 0-90(0-59-1-38) 0%
GORD 9 0-84(0-69-1-02) 0%
Bronchiectasis 7 — 0-66(042-103) 60%
ao 2 0 Diabetes 4 —a— 0-65 (0-37-1-15} 0%
D Ya§a gore (0,80 [0,07_9, 19], p—0,85, I —92 A)) Psychiatric iflness 3 ] 058(034-098) 0%
Cardiovascular disease 2 —— 058 (0-34-097) 0%
\ ) Osteoporosis - — ;- 0-48 (0-31-075) 0%
Hypertension 2 = 0-48 (0-33-070) 2%
Y Obstructive skeep apnoea 6 — -, 0-48 (030-06-75) o%
CoPD 2 | ] 0-45 (0-23-0-88) 31%
Obesity 6 - 0-41 {0-31-0-54) o%
= 5 ] 038 {0-23-0-61) 6%
L3 L3 L3 .o
Klinik remisyon oranlarinda bir fark bulanamamis Fap—
Later asthyna onset 3 B 1-49(0-67-3-32) 35%
Atopy 11 [ | 0-89 (071-1-12) 12%
Any family history of asthma 2 - 070 (033-1.50) 0%
AN CAK Longer asthma duration 3 [ ] 0-49 (032-076) 22%
Worse asthma symptoms S —— 023(017-033) 0%
Worse FEV, 2 B — 009{001-092) E87%
Icn»steml!al anti-inflammatory drug sensitivity 6 - 1-55(110-219) 0%
House dust mite sensitisation 2 [ ] 0-66 (0-43-102) 0%

* Eski veya mevcut sigara icenler arasinda hig sigara Mgt r = 194(109346) 4

5
Higher blood ecsinophils 7 - 1.91 (142-2-56) o%

icmemislere gore klinik remisyon oranlarinin daha sl f —-— 159(092272) 0
d w n k Id 3 d 1 b k I b I Leukotriene receptor antagonists 3 1-12 (0-82-152) 0%
USUk olduguna dair bazi kanitlar bulunmustur R : = i
= 2_ (y ) Long-acting muscarinic antagonists 5 0-85(0-48-150) 60%

— . - . —
(0174 [0159 0194]' p 01013’ I 22 Y Pravious use of biclogics 5 —— 066 (0-44-097) 0%
jotonance o orticoctacni 13 —l— 0-57({0-40-079) 49%
Exacerbations 7 [ ] 077 {0-.50-1-18) 0%
Attended emergency department 5 - 0-56 (0-42-075) 0%
Admission to hospital 2 ] 0-54 (0-30-0-97) 2%
o Oézs o ':3 1 -‘4 llo



SONUCLAR

* Klinik remisyonun o6nundeki engeller olarak cesitli komorbiditeler
tespit edildi;
v'Depresyon
v’ Obezite
v'Kronik obstriktif akciger hastahig (KOAH)
v’ Obstriktif uyku apnesi

v Osteoporoz



SONUCLAR

FEV1 degeri daha kotu hastalar

Astim semptomlari daha siddetli
hastalar

Astim sliresi daha uzun olan hastalar




SONUCLAR

* Oral kortikosteroidlerin idame tedavisi, biyolojik ilaclarin 6nceki
kullanimi gibi, tutarh bir sekilde daha dusuk klinik remisyon oranlari
ile iliskiliydi

* Son 12 ayda daha fazla saglik hizmeti kullanimi, 6zellikle hastaneye
yatislar ve acil servis ziyaretleri icin, daha dusik klinik remisyon
oranlariile iliskiliydi

* FeNO ve kan eozinofilleri dahil olmak ulzere daha yluksek T2
biyobelirtecleri, klinik remisyonu kolaylastirici faktorlerdi




SONUCLAR

e Alti calisma, biyolojik siniflarina gore klinik remisyonun elde edilmesine iliskin
veriler saglamistir

Anti-IL5(R) vs Anti-IgE
Study OR (95% Cl) m/N, miN;  Weight

McDowell 2023 - s | 4.69 (1.66, 13.28) 133/649 5/96 16.3%

Hansen 2024 L 3.45(0.84, 14.18) 731383 3/47 12.6%

Milger 2023 a 3.39 (1.06, 10.84) 46122 5/33 15.0%

Yesilkaya 2024 = 3.33 (0.67, 16.51) 20/23 3461 11.1%

Sposato 2023 + 1.63(1.03, 2680) 47150 66/302 22.4%
R

Valverde-Monge 2024 R 0.64(0.41,1.00) 50/220 66/200 22.5%

Overall
Testof 0, =6:Q(5)=22.04, p=0.00

2 1 2 4 8 16
Anti-IgE verilen hastalara kiyasla anti-IL-5(R) verilen hastalarda daha yiiksek klinik
remisyon oranlari gozlemlenmistir (OR 2,08 [%95 Cl 1,02-4,27]; p=0,045; 12>=77%)



SONUCLAR

Anti-IL4Ra vs Anti-IgE

Study OR (95% Cl) nfN; nNz:  Weight
Hansen 2024 | 6.16 (1.36, 27.95) 21/71 3/47  25.8%
Milger 2023 8 1.69(0.46,6.24) 13/56 5/33  30.9%
Sposato 2023 —B— 1.10(0.43,2.80) 8/34 66/302 43.3%
Overall R

Testof 8,=6: Q(2)=3.61,p=0.16
| | T T

12 1 2 4 8 16

Anti-IgE tedavisi alan hastalara kiyasla anti-IL4Ra tedavisi alan hastalarda da
daha yiiksek klinik remisyon oranlarn goézlemlenmistir (1,96 [0,76-5,08];
p=0,17; 12=45%), ancak bu iliskinin buyukliigiu belirsiz ve anlaml degildir



SONUCLAR

Anti-IL4Ra vs Anti-IL5(R)

Stuady OR (95% Cl) nNe  nz/N;  Weight
Hansen 2024 —— 1.78(0.97,3.29) 21171 73/383 37.6%
Sposato 2023 B 0.67(0.26,1.77) 8/34 471150 29.1%
Milger 2023 | 0.50(0.23,1.10) 13156 46122 33.3%
Overall S

Testof 6. =6:Q(2)=7.08, p=0.03

I T

14 112 1 2

U¢ calisma, anti-IL-5(R) ve anti-IL-4Ra ile tedavi edilen hastalar arasinda
klinik remisyon oranlarini karsilastirmis, iki grup arasinda fark olduguna dair
cok az kanit bulunmus (0,88 [0,38-2,05]; p=0,77; 1>=72%) ve calismalar
arasinda onemli heterojenlik gozlemlenmistir



SONUCLAR
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SONUCLAR

e Post-hoc analizde, FEV1 esikleri normalizasyona (31% [95% Cl 27-36];
12=81%) veya baslangic degerinden degisime (32% [27-38]; 1°=69%)
dayandiginda, dort bilesenli klinik remisyon taniminin birlestirilmis
basarisi benzerdi

* Daha ileri post-hoc analizlerde, populasyonlari cakismis olabilecek bes
calismayr  haric  tuttugumuzda sonuclarimiz  buyuk o6lclide
degismemistir



TARTISMA

* Klinik remisyon, biyolojik ilaclarla tedavi edilen siddetli astimli hastalarin azinlig
icin ulasilabilir bir tedavi hedefidir, ancak calismalar arasinda onemli farkhliklar
bulunmaktadir

e Klinik remisyonun dnltindeki birkac¢ engel tespit edilmistir;
v’ Astimin daha uzun sirmesi
v'Semptom kontroliiniin ve akciger fonksiyonunun daha kot olmasi
v’ Oral kortikosteroidlerin idame tedavisinde kullaniimasi
v’ Saghk hizmetleri kaynaklarinin daha fazla kullaniimasi

v’ Anti-IgE ilaglarla tedavi



TARTISMA

e Obezite ve depresyon gibi komorbiditelerin varligi, klinik remisyonun
onundeki onemli pulmoner olmayan engeller olarak tespit edilmistir

* Klinik remisyonun tanimlari, calismalar arasinda 6nemli 6lctde farklilik
gostermekte ve klinik remisyon elde eden hastalarin oranini
etkilemektedir



TARTISMA

astimda tedavi yanitinin

alternatif  bir  bilesik
olclisti  olarak ortaya ANA YAN

ctkmistir KRITERLER KRITERLER

v'Oral kortikosteroid
gerektiren alevlenmelerin
ortadan kaldirilmasi

Alevlenmelerde >%75
azalma

* SUper vyanit, U¢ veya
da d faZ d k”terde (en az v'Astim kontroliinde Astimin iyi kontrol altinda
iki ana kriter dahil) snemli iyilesme olmasi

lyilesme gerektirir
v : e
Oral kort|!<oste_r0|dler|n FEV1'de 2500 mL iyilesme
kesilmesi




TARTISMA

* Klinik remisyon ve sUper yanit tanimlari arasinda 6nemli dlclde
ortisme olsa da, klinik remisyon basit bir tedavi yaniti 6lcisinin

Otesine gecer
= Tum alanlarda minimal

aktiviteye sahip daha iddiali bir hastalik durumunu

temsil eder, uzun vadede hastaligin seyrini ve ilerlemesini degistirme

potansiyeline sahiptir

e Calismadaki bulgularla uyumlu olarak, cesitli calismalar obezite, daha

uzun hastalik stresi,

komorbiditelerin varligi ve daha dusuk kan

eozinofil sayilarinin biyolojik ilaclara yanitin oniindeki onemli

engeller oldugunu belir

emistir



TARTISMA

* Onceki calismalar, hastalhigin siddetinin artmasinin biyolojik ilaclara
verilen yanitin artmasiyla iliskili oldugunu bildirmistir

* Bu durum, inceledigimiz calismadaki bulgular ile celismekle birlikte,
biyolojik tedavi 6ncesinde en siddetli bozuklugu olan hastalarin klinik
remisyona ulasmak icin en buyuk iyilesmeye ihtiyac duymalari
nedeniyle beklenen bir durumdur



TARTISMA

* Klinik remisyon, siddetli astimi olan hastalar icin 6nemli bir tedavi hedefi
olarak ortaya c¢cikmis ve son zamanlarda bircok ulusal kilavuzda
benimsenmistir

* Bu calismadaki sonuclar, biyolojik ilaclarla tedavi edilen hastalarin az bir
kisminda klinik remisyonun elde edilebilecegini gostermektedir

°$all?malar arasinda gozlemlenen klinik remisyon oranlarindaki onemli
arkhliklar, muhtemelen populasyonlar arasindaki farkhiliklari
yansitmaktadir

» Klinik remisyon oranlari en yiksek; astim siddeti, hastalik siresi ve tedavi yiki daha
dusuk olan daha saglikli popullasyonlarda gézlemlenmistir



TARTISMA

e Bu faktorler, calismalar icinde klinik remisyonun ontindeki énemli engeller
olarak da tanimlanmistir ve klinik remisyon oranlarini_artirmak icin,
tedaviye bagh zararlarin ve kalict  hava akimi obstriksiyonunun
gelismesinden 6nce, etkili biyolojik tedavi ile erken mudahale gerektigini
gosterebilir

* Bu calismadaki sonuclar, biyolojik seciminin klinik remisyonun énemli bir
itici glict olabilecegini gostermektedir

e Anti-Igk ilaclarina kiyasla anti-IL-5(R) ve anti-IL-4Ra biyolojiklerinin Ustin
steroid tasarruf etkileri goz 6nline alindiginda, bu belki de sasirtici degildir



TARTISMA

* Bununla birlikte, biyolojik tedavilerin bu karsilastirmalari, farkli biyolojik
secim kriterleri nedeniyle dikkatle yorumlanmalidir ve daha hedefli anti-IgE
kullanimi, muhtemelen daha ylksek klinik remisyon oranlarina yol acabilir

e Sonuclar, komorbiditelerin varliginin klinik remisyon oranlari Uzerinde
onemli bir etkiye sahip olabilecegini gostermektedir

* Bu da, klinik remisyon oranlarini artirmak icin komorbiditelere 6zel 6nem
veren daha bdatinsel bir tedavi yaklasiminin  gerekli olabilecegini
distindurmektedir



TARTISMA

 Ozellikle obezite ve depresyonun klinik remisyonun onindeki énemli
engeller oldugu tutarh bir sekilde tespit ediImiTtir ve daha once de siddetli
astim semptomlarinin yukunde cinsiyet farkliliklarini etkiledigi bildirilmistir

* Obezite ile dustk klinik remisyon oranlari arasindaki %Udﬂ iliski kismen
kortikosteroidlerin toksisitesinden kaynaklaniyor olabilir, ancak obezite
ulmoner fonksiyonun azalmasi, astim semptomlarinin koétlilesmesi ve
ortikosteroid direnci ile de iliskilidir

* Astim ve e?lik eden obezite hastalari genellikle heterojen bir inflamatuar
prolfil g?rgi erler ve bu da hedefe yonelik biyolojik tedavilerin etkinligini
azaltabilir



TARTISMA

* Benzer sekilde, depresyon ve anksiyete daha 6nce ?iddetli astimi olan hastalarda
daha kotu hastalik kontroli ve artan alevlenmelerle iliskilendirilmis ve biyolojik
tedaviye yanitin azalmasiyla iliskilendirilmistir

* Astim ve depresyon semptomlari, nefes darligi ve solunum bozuklugu dahil olmak
Uzere blyuk Olcide oOrtusmektedir ve bu da semptomlarin yanlis
degerler}dligr_ill_mesine ve tedavinin uygun olmayan sekilde yogunlastiriimasina
neden olabilir

* Bilgimiz dahilinde, etnik kdkenin etkisini arastiran sadece iki ¢calisma vardir ve bu
faktorler astim saglik sonuclarinin énemli belirleyicileri olmasina ragmen,
sosyoekonomik duruma goére klinik remisyondaki farkhliklari degerlendiren hicbir
calisma yoktur



TARTISMA

* Klinik remisyon oranlarinin kullanilan tanimlara oldukca duyarl oldugunu
tespit edilmis; ancak en uygun tanim konusunda cok az fikir birligi
bulunmaktadir

e Klinik remisyonun oral kortikosteroidlerin kesilmesini Eerektirdiéi
konusunda yaygin bir fikir birligi olsa da, remisyonun ilan edilebilmesi icin
kortikosteroidlerin ne kadar sureyle kesilmesi gerektigi konusunda hala
farkhhklar bulunmaktadir

* Alevlenmelerin stokastik ve mevsimsel dogasi goz online alindiginda, bazi
calismalarda kullanilan 6 aylik stre, bir hastanin alevlenme yasamadigini
llan etmek icin yeterli olmayabilir



TARTISMA

 Semptomlarin nasil degerlendirildigine dair de cok az fikir birligi

oldugunu ve calismalar arasinda, 6zellikle ACQ icin esik degerlerinde
onemli farkhliklar oldugu goruldi

 Onceki arastirmalar, iyi kontrol edilen astimi tanimlamak icin optimal
ACQ kesme noktasinin 0,75 oldugunu ve klinik remisyonu tanimlamak
icin daha yaygin olarak kullanilan 1,5 kesme noktasindan ziyade bu

daha saglam esik degerinin kullanilmasinin  tercih edilebilir
olabilecegini gdstermektedir



TARTISMA

* ACT icin kullanilan esik degerlerde bir miktar tutarlilik tespit edildi;
cogu calismada kontroli tanimlamak icin en az 20 puanlik bir esik
degeri kullaniliyordu

* ACT ve ACQ, kontrolstiz astimi tanimlamada orta ila 6nemli dizeyde
uyum gosteriyor; ancak, semptomlari 6lcmek icin kullanilan spesifik
yontemlerin klinik remisyon oranlarini nasil etkiledigini anlamak icgin
daha fazla calisma yapilmasi gerekiyor



TARTISMA

* Calismalarda genellikle akci%er fonksiyonunu 6lcmek icin FEV1 kullaniimis
olsa da, eTik egerler 6nemli dlctde farklilik gostermis ve normallesme mi
yoksa baslangic degerinden sapma mi en uygun Olcut oldugu konusunda
cok az fikir birligi saglanabilmistir

 Biyolojik ilaclar alan bircok hastada, akci%er fonksiyonlarinin  hizla
bozulmasiyla iliskili olan alevlenmelerin 6nemli ve uzun vadeli yuki goz
onlune alindiginda, akciger fonksiyonlarinin normallesmesi bircok hasta icin
gercekci bir tedavi hedefi olmaktan uzaktir

e Tersine, akciger fonksiyonundaki degisikliklerin 6lcilmesi, tedaviye yanit
olmaktan ziyade bir hastalik durumu olarak klinik remisyon kavramiyla
tutarli olmayabilir



TARTISMA

* Klinikk  remisyonun uygun tanimlari  hakkindaki tartismalar
muhtemelen gelismeye devam edecek ve bazi uzmanlar, reliver
kullanimi, hava yolu iltihabi ve astimin is veya egitim Uzerindeki
etkisinin de dikkate alinmasi gerektigini 6ne sirtyor

* Her halukarda, klinik remisyonun saglk hizmetleri ve arastirma
amaclari icin yararh bir sonuc haline gelmesi icin, hastalar da dahil
olmak Uzere siddetli astim toplulugunun, belirli araclar ve esikler
iceren standart bir tanim Uzerinde anlasmasi gerekmektedir



TARTISMA

e Calismamizda dikkate alinmasi gereken birkac sinirlama bulunmaktadir

* Calismalar arasinda klinik remisyon oranlarinda onemli farkliliklar tespit
edilmis, bu nedenle toplu tahminleri bireysel hasta gruplarina uygularken
dikkatli olunmahdir

e Faktorler arasinda karsilastirma yapabilmek icin klinik remisyonun
korelasyonlarini kategorik degiskenlerle sinirlandirilmis; ancak surekli
karsilastirmalar sunulmakta ve belirli faktorlerin daha hedefli bir sentezini
vapmak isteyenler icin yararl bir baslangic noktasi saglamaktadir



TARTISMA

* Dahil edilen calismalar genel olarak orta veya yuksek diuzeyde onyargi riski
tasimaktaydi ve tezepelumab ile tedavi edilen hastalarin klinik remisyonunu
arastiran herhangi bir calisma tespit edilememistir

 Klinik remisyonun korelasyonlarini arastirilirken, cogu iliski tek degiskenliydi
ve bu nedenle karistirici faktorlere acikti

* Klinik remisyonun nedensel faktorlerini ve 6zellikle hangi komorbiditelerin
astim siddetinin veya onceki kortikosteroid yuktnin belirtecleri degil, klinik
remisyonun bagimsiz engelleri oldugunu anlamak icin ek cok degiskenli
modelleme calismalarina ihtiyac vardir



TARTISMA

e Sonuc¢ olarak, klinik remisyon, biyolojik tedavi goéren siddetli astimli
hastalarin azinhigi icin ulasilabilir bir tedavi hedefidir

* Daha uzun hastalik stresi, daha ylksek hastalik siddeti ve komorbiditelerin
varhgi, klinik remisyonun ontndeki onemli engeller olarak tanimlanmis
olup, daha erken muidahale veya tedavi edilebilir 6zellikler yaklasimlarina
uygun olabilir

* Klinik remisyon tanimlari, calismalar arasinda onemli olctde farkhilik
gostermis ve basariyi onemli oOlctide etkilemistir, bu da acil olarak
konsensus odakli tanimlarin gelistirilmesi gerektigini gostermektedir






