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Inset 1: Biologic agents for poorly controlled severe asthma

Agent name

Omalizumab

Dupilumab

Mepolizumab
Benralizumab
Reslizumab

Tezepelumab

Molecular target(s)

IgE

IL-4 receptor

(IL-4, IL-13)

IL-5

IL-5 receptor (IL-5)
IL-5

Thymic stromal
lymphopoietin

Selection criteria®

Elevated IgE; improved efficacy in
patients with eosinophilia or high FeNO

Peripheral eosinophilia; improved
efficacy in patients with high FeNO

Peripheral eosinophilia
Peripheral eosinophilia
Peripheral eosinophilia
No specific selection criteria;

improved efficacy in patients with
peripheral eosinophilia or high FeNO




MEPOLIZUMAB

Reslizumab

* Mepolizumab, bir monoklonal

antikordur ve hedefi IL-5 adli sitokindir. NK Cell

* |L-5, 6zellikle eozinofil Uretimi,
olgunlasmasi, dokulara gocu ve hayatta
kalmasinda anahtar rol oynar.

Mepolizumab

* Mepolizumab IL-5’e baglanir, bu sayede
IL-5’in eozinofil yizeyindeki IL-5
reseptorune (IL-5Ra) baglanmasini

engeller.
Eosinophil

* Bu engelleme sonucunda eozinofillerin apoptosis ><
aktivasyonu, cogalmasi, dokuya gocu ve \_/
yasami azalir.




RESLIZUMAB Aostzmat

eReslizumab, insan interlokin-5

(IL-5) sitokinine yuksek afiniteyle

baglanan bir monoklonal MepoRnNiiab
antikordur.

¢|L-5, eozinofil hiicresinin Uretimi,
olgunlasmasi, dokulara gocd,
aktivasyonu ve hayatta
kalmasinda kritik bir rol oynar.

Eosinophil

- oo .



BENRALIZUMAB

1.Hedef reseptor baglanmasi
*Benralizumab, IL-5Ra zincirine yuksek afiniteyle @)

baglanir. — *°

*|L-5Ra, ozellikle eozinofil ve bazofil hucrelerinin

O
yuzeyinde bulunur.
*Bu baglanma, IL-5 in reseptore baglanmasini ve sinyal
vermesini engeller. |

Programmed
cell death

Reslizumab



BENRALIZUMAB

2.Antikor-bagiml hicre aracili
sitotoksisite (ADCC)

eBenralizumab, IgG1 turtnde bir
monoklonal antikordur ve 6zellikle
“afukozile” (yani Fc bolimunden fukoz
sekeri cikarilmis) sekilde tasarlanmistir.
e Afukozilasyon, antikorun FcyRllla (NK
hiicreleri Gzerindeki reseptor) ile
baglanma afinitesini artirir.
eBenralizumab IL-5Ra’ya baglandiktan
sonra, NK hiicreleri ve makrofajlar
devreye girer. Bu hiicreler araciligiyla
eozinofil ve bazofil hticrelerin hizla
apoptozisi gerceklesir.

Programmed
cell death

Benralizumab farki; yalnizca sinyal
engelleme degil ayni zamanda aktif hucre yok
etme (cytotoksik) bir mekanizmasi vardir.



Mepolizumab

Eosinophils

Eosinophils
proliferation

Mepolizumab

-1

Benralizumab

IL-5Ra pﬂ

§ "= X
“J

IL-5RB ¢ o

Eosinophils
apoptosis (‘ ’

Benralizumab

Inhibition of:

- Activation/proliferation eosinophils
« Proliferation B cells

Activates

- Eosinophils apoptosis (ADCC)

FoRllla  NK cell

si0jelpaw 21X03034>)

ADCC, antibody-dependent cell cytotoxicity; IL-5Ra, a subunit of the IL-5 receptor; IL-5RB, B subunit of the IL-5

receptor; NK, natural killer,




DUPILUMAB

Dupilumab, IL-4 ve IL-13 adli iki 6nemli sitokinin ortak ':‘:Nod —_—
reseptor alt birimine (IL-4Rat) baglanarak etki gosterir. R SReHIoRI

Dupilumab bu iki sitokinin etkilerini eszamanli olarak
inhibe eder:

IL-4’ln etkileri:
* B hiicrelerinde IgE Uretimini artirir
* Th2 hiicre farklilagmasini uyarir IL-4Ra

IL-13’uin etkileri:
* Mukus liretimini, goblet hiicre hiperplazisini artirir
* Epitelyal bariyer disfonksiyonuna yol acar
* Eozinofil aktivasyonuna katkida bulunur

Dupilumab - Tip 2 inflamatuvar yaniti azaltir

2 |gE Uretimi {

= Eozinofil aktivas\{onu J

"HDUPILUMAB

\"NUCLEUS Th2 duffercmnatuop
Airway inflammation

SIDE EFFECT

T Blood eosinophils 2 Quality of life

M Quality of life TFEV,

= Mukus Uretimi

e T PMFEV MUpper airway
¢ Ea§mt' Vle %‘It mflarEJ?SYf)nl.J\ﬂ/ LEASI 4 T2 inflammator
< Hava Yyolu niperreakKtivitesl biomarkers

JF.NO
TLung function
J Asthma exacerbation rate



OMELIZUMAB

Omelizumab, serbest dolasan IgE

antikorlarina baglanir.Bu baglanma, IE ‘nin

mast hucreleri ve bazofiller Uzerindeki

gijksek afiniteli reseptoriine (FceRl)
aglanmasini engeller.

Mast hiicreleri ve bazofillerin aktivasyonu
engellenir.

Histamin, lokotrien, prostaglandin gibi
mediatorlerin salinimi azalir.

Alerjik inflamasyon baskilanir.

Zamanla dolasimdaki IgE diizeyi azalir,
buna bagli olarak da hucre ylzeyinde FceRI
ekspresyonu azalir.Bu da alerjik yanitin
uzun sureli baskilanmasini saglar.

Omalizumab Wf

B cell

@ IgE class-
\s:vitching

Plasma cell

Voo

1

I

Binds to free
IgE, decreasing
cell-bound IgE

|

Release
of IgE

Decreases
expression
of high-affinity

Decreases
mediator
release

receptors

SUE

IgE antibodies

|

Mast cell,
basophil or
eosinophil

¢ Decreases allergic
inflammation

« Prevents exacerbation
of asthma and reduces
symptoms

|

Allergic

o 0o inflammation

Release of soluble
mediators




TEZEPELUMAB

* Tezepelumab, TSLP (thymic stromal o o Py
lymphopoietin) adli bir epitelyal kékenli ‘® o, WA gy
sitokine baglanir. b2l
TSLP, epitelyal bariyer hasari sonrasinda

(alerjen, virus, polen, d.uma.nﬁibi (orie TAE

uyaranlarla) salinir ve tip 2 inflamasyonun \Y/ R

ana baslaticisidir (“alarmin” olarak da

bilinir). |

OO IL-S

TSLP; ¥ I I 13 T 1
* Dendritik hiicreleri aktive eder - Th2 e

hiicre farkhlasmasi artar . A

A

* ILC2 (Innate Lymphoid Cell 2) hiicrelerini g - e _——

uyarir - IL-5 ve IL-13 Uretimi artar ol000 ACTIVATION  PRODUCTION PRODUCTION o
* B hiicreleri, mast hiicreleri ve eozinofilleri 6 2

dolayli olarak aktive eder sy

AIRWAY HYPER-
RESPONSIVENESS



Global Initiative for 2026

Chronic Obstructive

Lung Disease REPORT

Global Strategy for the Diagnosis, Management, and
Prevention of Chronic Obstructive Pulmonary Disease



Dupilumab is a fully human monoclonal antibody that blocks the shared receptor component for IL-4 and IL-13. In two
large, Phase I, double-blind, randomized trials, patients with COPD, chronic bronchitis, a history of two or more
moderate exacerbations or one or more severe exacerbationls] in the last year despite treatment with
LABA+LAMAFICS, and blood easinaphil count of = 300 cells/ul who received dupilumab had fewer exacerbations,
better lung function and improved health status over 52 weeks (Figure 3.11) E81E22)

Mepolizumab s a humanized monoclonal antibody that targets IL-5, a cytokine that promotes eosinophilic
inflammation. Three phase Ill, double-blind RCTs comparing mepolizumab versus placebo were conducted in patients
with COPD with and without chronic bronchitis who had a histery of two or more moderate exacerbations or one or
more severe exacerbation(s) in the last year despite treatment with LABA+LAMA+ICS. Patients who received
mepolizumab had fewer moderate or severe exacerbations over 52-104 weeks (Figure 3.11) =050

In the METREX trial unselected patients in the modified intention-to-treat papulation were stratified according to
blood eosinophil count (2 150 cells/ul at screening or 2 300 per cells/p L during the previous year). In METRED, all
patients had a blood eosinophil count of = 150 cellsfulL at screenifg or = 300 cells/plduring the previous year. An
analysis that evaluated moderate and severe exacerbations in'both trialsaccording to the blood eosinophil counts
demonstrated that mepaolizumab was only superior in patients that at.ene point in time (historic or at screening) had
a blood eosinophil count of = 300 cells,/pL =2 In MATIMNEE, all patients needed to have a blood eosinophil count of 2
300 cells/ul at screening. =2 Based on these findings, we Suggest considering treatment with mepolizumab in COPD
pnly in individuals where a blood eosinophil count = 300 cells/ [l hasbeen documented.
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GIRIS

* KOAH olan hastalarin yaklasik %20 ila %40’inda eozinofilik
inflamasyon belirtileri géralur.

* Eozinofilik inflamasyonun neden oldugu degisiklikler arasinda hava
yolu yeniden yapilanmasi (remodeling),mukus tikaclari ve immiin
yvanitlarin bozulmasi sayilabilir. Bu sirecler, KOAH ta hastalik
alevlenmelerinin ve klinik kotulesmenin 6nemli nedenlerindendir.



GIRIS

 KOAH alevlenmeleri, siklikla hastaneye yatisa yol acar ve bu durum
kdtl bir prognozla, artmis saglik harcamalariyla ve olim riskiyle
iliskilidir.

* Mepolizumab, insanlastiriimis bir monoklonal antikor olup IL-5’e
ozgu olarak baglanur.

IL-5’i notralize ederek eozinofil sayisini hem kanda hem de dokularda
azaltir.



YONTEM

 MATINEE, 25 ulkede, 344 merkezde yurutulmus olan, faz 3, ¢ift kor,
randomize, plasebo kontrollu bir klinik calismadir.

e Katilimcilar, Ekim 2019 — Agustos 2023 tarihleri arasinda
kaydedilmistir.

* COVID-19 pandemisi nedeniyle 23 Mart — 9 Haziran 2020 tarihleri
arasinda hasta alimi gecici olarak durdurulmustur.



YONTEM

 Katilimcilar, tiglii inhale tedavi (ICS + LABA + LAMA) almakta olan
KOAH hastalarindan secilmistir ve 1:1 oraninda 100 mg mepolizumab
veya plasebo almak Uzere rastgele atanmistir.

* |laclar 4 haftada bir subkutan enjeksiyon yoluyla uygulanmistir.



YONTEM

* Pandemi nedeniyle diinya genelinde KOAH alevlenme oranlarinda
dusus gorulmastir; bu nedenle,baslangicta planlanan 52 haftalik
sabit calisma suiresi, 104 haftaya kadar uzatiimistir.

* Protokol degisikliginden (6 Aralik 2021) 6nce calismaya dahil olan
katilimcilar, onay vererek 52 haftadan uzun sure izlenebilmistir.

* Calisma, Helsinki Bildirgesi, lyi Klinik Uygulamalar (ICH-GCP) ve
ulusal etik kurallara uygun sekilde yurttiulmas,
tum hastalardan yazihl bilgilendirilmis onam alinmistir.



Katihmcilar (Hasta Secim Kriterleri)

Dahil edilme kriterleri:

* Tarama sirasinda 240 yas

* En az 1 yil 6nce tanisi dogrulanmis KOAH

* FEV, / FVC < 0.70 (reversibilite testi 6ncesi ve sonrasi)

e Post-bronkodilator FEV, %20-80 (beklenenin) arasinda (orta-cok agir
obstriksiyon)

* Son 12 ayda:
* En az 2 orta siddette alevlenme (sistemik steroid + antibiyotik tedavisi gerektiren)
e veya en az 1 agir alevlenme (hastanede >24 saat yatis gerektiren)

* En az 3 aydir u¢lu inhale tedavi almakta olmasi

* Taramada kan eozinofil sayisi 2300 hiicre/uL,
ayrica son 12 ayda veya randomizasyondan 14-21 giin dnce 2150 hiicre/plL
olarak belgelenmis olmasi



Dislama kriterleri:
* Es zamanli veya gecmiste astim tanisi (cocukluk cagi astimi dahil)
» Aktif akciger enfeksiyonu, kanser veya ciddi sistemik hastalik



Diger ozellikler:

e Katilimcilarin timu 210 paket-yil sigara oykusiuine sahip aktif veya
eski sigara icicileriydi.

* Kronik bronsit, amfizem veya her ikisine sahip hastalar dahil edilmistir.



Sonlanim Noktalari

Birincil sonlanim noktasi:
Yilhik orta veya agir KOAH alevlenme orani
Tanimlar:

* Orta alevlenme: Sistemik glukokortikoid, antibiyotik veya her ikisinin kullanimi
gerektiren durum

* Agir alevlenme: 224 saat hastane yatisi veya olimle sonuclanan atak



Sonlanim Noktalari

e ikincil sonlanim noktalari
1.1lk orta/agir alevlenmeye kadar gecen sure

2.Yasam kalitesi ol¢litleri:
 COPD Assessment Test (CAT) — 0—40 puan (yuksek = kott durum)

e St. George’s Respiratory Questionnaire (SGRQ) — 0—100 puan (yuksek = kot
yasam kalitesi)

e E-RS—COPD (Evaluating Respiratory Symptoms) — 0—40 puan (yliksek = agir
semptom)

3.Acil servis basvurusu / hastane yatisi gerektiren alevlenmelerin yillik
orani

4 .Exploratif: FEV, degisimi (pre-bronkodilator)



BULGULAR

Hasta Popilasyonu

* Toplam 3306 hasta taranmis; bunlarin 806°s1 dahil edilme kriterlerini
karsilamistir.
404 hasta mepolizumab grubuna, 402 hasta plasebo grubuna rastgele
dagitilmistir.

* Tarama basarisizliklarinin %80’inden fazlasi, kan eozinofil sayisi kriterini
karsilamama nedeniyle olmustur.

* 170 mepolizumab ve 175 plasebo hastasi, sabit 52 haftalik tedavi suresini
tamamladi.

e 233 mepolizumab ve 226 plasebo hastasi, 104 haftaya kadar degisken
sureli protokolde yer ald.

* Erken tedavi birakma orani: mepolizumab grubunda %19 (77 kisi),
plaseboda %22 (87 kisi).



Figure S2. Patient enrollment, randomization, and follow-up.

3306 patients were assessed for eligibility

\

2500 were excluded

2258 faled pre-screening*
242 faded screening/run-n

806 underwent randomization

2 were randomized in error and excluded

403 were assigned to triple nhaled therapy'
+ mepolizumab 100 mg and included in the mITT population

.

170 participated for a
fixed duration
(52 weeks)

24 were withdrawn
from the study
9 had adverse event
1 had lack of efficacy
1 was lost 1o follow-up
1 was withdrawn by physician®
12 self withdrew?

146 completed the study

233 participated for a
variable duration
(up to 104 weeks)

40 were withdrawn
from the study
& had adverse event
1 had lack of efficacy
2 were lost to follow-up
3 were withdrawn by physican®
28 self withdrew?

193 completed the study

B

401 were assigned to friple inhaled therapy'
+ placebo and included in the mITT population

B N
175 participated for a 226 participated for a
fixed duration variable duration
(52 weeks) (up to 104 weeks)
| |
28 were withdrawn 42 were withdrawn
from the study from the study
6 had adverse event 10 had adverse event
2 had lack of efficacy 4 5 had lack of efficacy
3 were lost to follow-up 2 were lost 1o follow-up
3 were withdrawn by physican® 4 were withdrawn by physician?
14 selif withdrew? 21 selif withdrew?
vy
147 completed the study 184 completed the study




* Demografik ve klinik o6zellikler iki grup arasinda dengeliydi.
Hastalarin %22’si (mepolizumab) ve %19’u (plasebo) siddetli

alevlenme oykustne sahipti.
%25’inde kardiyak hastalik dykusu, %72’sinde kardiyovaskuler risk

faktori mevcuttu.
Ortalama tedavi stresi her iki grupta da yaklasik 15 ay idi.



Table 1. Demographic and Clinical Characteristics of the Patients at Baseline.™

Characteristic
Age —yr
Female sex — no. (36)
Smoking status — no. (%)
Current smoker
Former smoker
Severity of airflow obstruction — no. (%)}
Mild
Moderate
Severe
Very severe

Moderate or severe exacerbations =12 mo
befare screening

MNo. per patient
=1 moderate exacerbation — no. (%)
=1 severe exacerbation — no. (%)

Geometric mean blood eosinophil count +log
SD — cells/jul

Mepolizumab

(N =403)

66.4:8.1
127 (32)

111 (28)
292 (72)

2 (<1)
168 (42)
180 (45)
53 (13)

2.3+1.0
350 (87)
28 (22)

4580+0.378

Placebo
(N =401

66.0+7.9
126 (31)

111 (28)
290 (72)

3(1)
181 (45)
160 (40)

57 (14)

2.2:0.9
348 (87)
77 (19)

480+0.393

Overall
(N =804)

66.2+8.0
253 (31)

222 (28)
582 (72)

5 (1)
349 (43)
340 (42)
110 (14)

2.3:0.9
693 (87)
165 (21)

450+0.388



Table 1. Demographic and Clinical Characteristics of the Patients at Baseline.®

Characteristic
Coexisting condition — no. (%)

Previous or current diagnosis of cardiac
disease

Previous or current risk factor for cardio-
vascular disease

Previous diagnosis of pneumonia

mMRC dyspnea scale grade at screening —

no. (%)]
<2
=2
Missing data

Health-related quality of life]

CAT score
SGRQ total score
E-RS5-COPD total score

Symptoms of chronic bronchitis — no. (%) |
Present

Absent

Unknown

Mepolizumab

(N =403)

103 (26)
289 (72)

75 (19)

89 (22)
310 (77)
4 (1)

19.2+7.0
55.3£17.7
13.2+6.8

277 (69)
113 (28)
13 (3)

Placebo
(N =401)

97 (24)
288 (72)

63 (16)

98 (24)
301 (75)
2 (<1)

19.1+6.3
53.9+17.9
12.9+6.8

267 (67)
126 (31)
8 (2)

Overall
(N =804)

200 (25)
577 (72)

138 (17)

187 (23)
611 (76)
6 (1)

19.2+6.9
5464178
13.1+6.8

544 (68)
239 (30)
21 (3)



Birincil Sonlanim Noktasi

* Yilhik orta veya siddetli alevienme orani, mepolizumab grubunda anlamli olarak daha
dusuktu:

0.80 olay/yil (mepolizumab)
1.01 olay/yil (plasebo)

* Oran orani (rate ratio): 0.79 (%95 GA, 0.66—0.94; P = 0.01)
Bu, %21 oraninda azalma anlamina gelir.

Table 2. Primary and Secondary Efficacy End Points.*

Mepolizumab Placebo
End Point (N = 403) (N=401)
Primary end point
Annualized rate of moderate or severe exacerbations 0.20 (0.70-0.91) 1.01 (0.89-1.15)
[95% Cl) — eventsfyr
Rate ratio vs. placebo (95% Cl) 0.79 (0.66-0.94)

P value 0.01



Ikincil Sonlanim Noktalari

* 1. ilk Alevlenmeye Kadar Gegen Siire

e Kaplan—Meier medyan sure:
 Mepolizumab: 419 giin (GA 332-530)
* Plasebo: 321 giin (GA 262-396)

 Tehlike orani (HR): 0.77 (%95 GA, 0.64—-0.93; P = 0.009)

* Bu, mepolizumab ile ilk alevlenmeye kadar ge¢en siirenin %23
daha uzun oldugunu goéstermektedir.



A Moderate or Severe Exacerbations

B00-
550-
500~
450-
400
350=
300+
250-
200=
150~
100-
50
0 I I I I | I ! | ! I I I |

0 & 16 24 32 40 48 56 64 72 80 B8R 95 104

Weeks to Event

Placeba (N=401)

Mepolizumab

(N=403)

Cumulative No.

Uclii inhalasyon tedavisine ek olarak mepolizumab (100 mg dozda) veya plasebo alan
kronik obstruktif akciger hastaligi olan hastalarda baslangictan 104. haftaya kadar orta
veya siddetli alevlenmelerin kimulatif sayisi



B First Moderate or Severe Exacerbation

100+ ;
80 :
® 80+ : Placebo (N=401)
g 704 : A O .
§ . ! T R | | Mepolizumab ve plasebo
= = T 1 B 5
o 1 1 =T gruplarinda ilk orta veya
= L Mepalizumab . . .
v (N=403) siddetli alevlenmenin
= kimalatif insidansini
E gostermektedir; sirasiyla
3 172 ve 146 hasta, 52.
haftada ilk orta veya
A T T S siddetli alevlenmeden
0 & 16 24 32 40 48 56 64 72 BO 3% 56 104 kurtulmustur.
Weeks to Event
Mo. at Risk
Placebo 401 333 202 250 223 203 180 71 56 46 41 37 32 22

Mepolizumab 403 355 309 277 251 222 202 82 69 58 5@ 48 41 24



Ikincil Sonlanim Noktalari

2. Ya Sa m KalitESi ve Sem ptom Figure S3. Change from baseline in (A) CAT score, (B) SGRQ total score, and (C) E-RS: COPD.

A

Yanitlari : \ =
 CAT (KOAH Degerlendirme  © ..
Testi): \ 4\
>2 puan iyilesme gosteren 3= | ]
hasta orani
* Mepolizumab: %41 7 |
* Plasebo: %46 : i

« OR: 0.81 (%95 GA, 0.60—1.09)



Ikincil Sonlanim Noktalari

2. Yasam Kalitesi ve
Semptom Yanltlarl Figure 53. Change from baseline in (A) CAT score, (B) 5GRQ total score, and (C) E-RS: COPD.

 SGRQ (St. George Solunum
Anketi):
>4 puan iyilesme gosteren
hasta orani

(=)
]
L

LS mean change from baseline (85% Cl) @

* Mepolizumab: %50 8-
* Plasebo: %46 10-
* OR:1.17 (%95 GA, 0.87—- -12
1.57) cn 1 1 ” ;

Visit (Week)



Ikincil Sonlanim Noktalari

2. Yasam Kalitesi ve
SemptOm Yanltlarl Figure $3. Change from baseline in (A) CAT score, (B) SGRQ total score, and (C) E-RS: COPD.

e E-RS—COPD (Solunum
Semptomlari Olgegi): e o
>2 puan iyilesme : \\ ‘
gosteren hasta orani Lo _,

* Mepolizumab: %31
* Plasebo: %34

* OR: 0.82 (%95 GA
[ ] [ ] 0 ’
-0 &
“w T T T T T T T T T T T T 1
060—112 Basoline 14 5-8 9-12 13-16 17-20 21-24 25-28 29-32 33-36 37-40 41-44 45-48 49-52

O i v 0 ot e i o 09 o o e 0 9 e 0

LS mean change from baseline

-~ Placebo (n=401) Mepolizumab 100 mg (n=403)



Yasam Kalitesi ve Semptom Yanitlari

Yasam kalitesi ve semptom skorlarinda istatistiksel olarak anlamli fark
bulunmamistir, ancak her iki grupta da genel iyilesme gozlenmistir



IKINCIL SONLANIM

End Point
Secondary end points

Time to first moderate or severe exacerbation

Kaplan-Meier median time to first moderate or severe
exacerbation (95% Cl) — days

Estimated risk of a moderate or severe exacerbation up
to wk 104 (95% Cl) — %

Hazard ratio for the first moderate or severe exacerba-
tion up to wk 104 vs. placebo (95% Cl)

P value

Response, defined as a decrease in the CAT score{
Mo. of patients with a response (%)
Mo. of patients without a response (%)
Odds ratio of response vs. placebo (95% ClI)
Relative risk of response vs. placebo (95% CI)§

Mepolizumab
(N =403)

419 (332-530)
64.5 (57.5-71.4)
0.77 (0.64-0.93)

0.009

162 (41)
220 (56)
0.81 (0.60-1.09)
0.92 (0.81-1.05)

Placebo
(N =401)

321 (262-396)

68.3 (61.4-74.9)

180 (46)
206 (52)



End Point

Secondary end points

Response, defined as a decrease in the SGRQ total score|
Mo. of patients with a response (%)
Mo. of patients without a response (%)
Odds ratio of response vs. placebo (95% Cl)
Relative risk of response vs. placebo (95% CI)§

Response, defined as a decrease in the E-RS-COPD total
score||

Mo. of patients with a response (%)

Mo. of patients without a response (%)

Odds ratio of response vs. placebo (95% Cl)
Relative risk of response vs. placebo (95% CI)§

Annualized rate of exacerbations resulting in emergency
department visit, hospitalization, or both

Events/yr (95% CI)
Rate ratio vs. placebo (95% Cl)

Mepolizumab
(N =403)

195 (50)
186 (48)
1.17 {0.87-1.57)
1.04 {0.91-1.20)

123 (31)
271 (67)
0.82 (0.60-1.12)
0.87 (0.72-1.04)

0.13 (0.10-0.18)
0.65 (0.43-0.96)

Placebo
(N =401)

179 (46)
206 (52)

137 (34)
254 (64)

0.20 (0.15-0.27)



Ikincil Sonlanim Noktalari

3. Acil Servis veya Hastaneye Yatis Gerektiren Alevlenmeler

* Mepolizumab: 0.13 olay/yil
* Plasebo: 0.20 olay/yil
* Oran orani: 0.65 (%95 GA, 0.43-0.96)

* Yani mepolizumab, agir alevlenmelerde %35 oraninda azalma
saglamistir



Ikincil Sonlanim Noktalari

4. Siddetli Alevlenmeler (Hastaneye Yatis veya Oliim)
e Mepolizumab: 0.10 olay/yil
 Plasebo: 0.15 olay/yil

* Oran orani: 0.66 (%95 GA, 0.43-1.01)
(Sinirda istatistiksel anlamlilik)



Akciger Fonksiyonlari

Hafta 52’de prebronkodilatoér FEV, degisimi:

* Mepolizumab: +24.6 mL (GA -11.5 ila +60.7)
* Plasebo: +33.6 mL (GA -2.5 ila +69.7)

* Fark: =9.0 mL (%95 GA, -60.1 ila +42.1)

* Yani mepolizumab grubunda FEV,’de anlaml fark yoktur.



Advers Olay

Herhangi bir advers olay
insidansi:

* Mepolizumab: %74
* Plasebo: %77

* En sik olaylar:

 KOAH alevlenmesi veya
kotulesmesi (%12 ve %15)

e SARS-CoV-2 enfeksiyonu (%12
her iki grupta)

Ciddi advers olay orani:
 Mepolizumab: %25
* Plasebo: %28

Table 3. Adverse Events during or after the Treatment Period (Safety Population).*

Adverse Events

Any event during the treatment period
Any event during or after the treatment period
Overall
Event leading to treatment discontinuation
Event leading to withdrawal from the trial
Any serious adverse event or death during the treatment period
Death during or after the treatment period
Adverse events of special interest
Systemic reaction during the treatment period
Local site reaction during the treatment periodf
Cancer during the treatment periods:
Independently adjudicated MACE during or after the treatment period§
Death from a cardiovascular cause|
Monfatal myocardial infarction
Monfatal stroke
Fatal or nonfatal myocardial infarction

Fatal or nonfatal stroke"|

Mepolizumab
(N =403)

Placebo

(N =401)

number of patients (percent)

299 (74)

301 (75)
14 (3)
15 (4)
99 (25)
11 (3)

5 (1)
2 (<1)
i (2)
11 (3)
6 (1)
2 (<1)
3 (1)
2 (<1)
3 (1)

307 (77)

308 (77)
18 (4)
16 (4)

112 (28)
11 (3)

5(1)
31
13 (3)
11 (3)
31
6(1)
3(1)
6(1)
3(1)



Advers Olay

Oliim:
e 11 hasta (her iki grupta da %3).

. (")IQm nedenleri, tedavi gruplaqndan habersiz
bagimsiz komite tarafindan degerlendirilmistir.

Ana kardiyovaskiiler olaylar (MACE):
* Mepolizumab: 11 (%3)

* Plasebo: 11 (%3)

Kanser:

* Mepolizumab: 8 (%2)

* Plasebo: 13 (%3)

Ciddi alerjik reaksiyon veya anafilaksi
bildirilmemistir. Genel olarak, giivenlilik profili
mepolizumab lehine ve 6nceki ¢alismalarla uyumiu
bulunmustur.

Table 3. Adverse Events during or after the Treatment Period (Safety Population).*

Adverse Events

Any event during the treatment period
Any event during or after the treatment period
Overall
Event leading to treatment discontinuation
Event leading to withdrawal from the trial
Any serious adverse event or death during the treatment pericd
Death during or after the treatment period
Adverse events of special interest
Systemnic reaction during the treatment periody
Local site reaction during the treatment period{
Cancer during the treatment period
Independently adjudicated MACE during or after the treatment period|
Death from a cardiovascular cause|
Monfatal myocardial infarction
Monfatal stroke
Fatal or nonfatal myocardial infarction§

Fatal or nonfatal stroke

Mepolizumab
(N =403)

Placebo
(N =401)

number of patients (percent)

299 (74)

301 (75)
14 (3)
15 (4)
99 (25)
11 (3)

5 (1)
2 (<1)
8 (2)
11 (3)
6 (1)
2 (<1)
3 (1)
2 (<1)
3 (1)

307 (77)

308 (77)
18 (4)
16 (4)

112 (28)
11 (3)

5 (1)
3 (1)
13 (3)
11 (3)
3(1)
6 (1)
3(1)
6 (1)
3(1)



TARTISMA

* Bu faz 3 calisma, eozinofilik fenotipe sahip KOAH hastalarinda
mepolizumab’in eklenmesinin, G¢lG inhaler tedaviye gore yillik orta
veya siddetli alevilenme oranini anlamli sekilde azalttigini
gostermistir.

Bu etki, daha uzun alevlenmesiz stire ve daha az acil servis/hastaneye

yatis orani ile desteklenmistir.
* Katilimcilarin genis ozellik yelpazesi (bronsitik veya amfizem tipi, farkl

FEV; diizeyleri, komorbiditeler) mepolizumab’in genel KOAH
populasyonunda ek fayda saglayabilecegini gostermektedir.



TARTISMA

* Ayrica dupilumab (IL-4/13 inhibitori) ve benralizumab (IL-5R inhibitord) ile
yvapilan benzer calismalar da eozinofilik ve alevlenmeye yatkin KOAH
hastalarinda biyolojik tedavi yaniti oldugunu gostermistir.

* A post hoc analysis of the GALATHEA (Benralizumab Effi cacy in Moderate to Very Severe Chronic Ob
structive Pulmonary Disease with Exacerbation History) and TERRANOVA (Efficacy and Safety of
Benralizumab in Moderate to Very Severe Chronic Obstructive Pulmonary Disease with Exacerbation
History) trials showed the efficacy of the monoclonal antibody benralizumab, which targets the
interleukin-5 receptor, in reducing the rate of exacerbations of COPD in patients with a blood
eosinophil count of at least 300 cells per microliter and frequent exacerbations de spite the receipt of
background therapy.24 In the NOTUS and BOREAS trials, dupilumab treatment resulted in a lower
annualized rate of moderate or severe exacerbations than placebo among patients with a blood
eosinophil count of at least 300 cells per microliter and chronic bronchitis who were receiving
maintenance triple inhaled therapy.25,26 Together, these findings support the relevance of
personalized medicine to tar get type 2 inflammation in selected patients with COPD.



SONUC

1.Mepolizumab grubunda vyillik orta veya siddetli alevlenme orani anlaml

olarak daha dusuk bulunmustur
(0.80 olay/yil vs 1.01 olay/yil, oran orani = 0.79; %95 GA, 0.66-0.94; P=0.01).

2.1lk alevlenmeye kadar gecen siire mepolizumab grubunda daha uzundur
(419 giin vs 321 giin, hazard orani = 0.77; %95 GA, 0.64-0.93; P=0.009).

3.Yasam kalitesi skorlarinda anlamli fark saptanmamustir.

4 Yan etki sikhgr mepolizumab ve plasebo gruplari arasinda benzerdir.



SON SOZ

e Calismada, mepolizumab tedavisi, lclu inhaler tedaviye ek olarak
uygulandiginda, eozinofilik fenotipli KOAH hastalarinda (kan eozinofil
sayisi 2300 hiicre/ulL) orta ve siddetli alevlenmelerin yillik oranini
anlamh bicimde azalttigi gozlenmistir.

* Bu sonuclar, tip 2 inflamasyonu hedefleyen biyolojik tedavilerin,
Ozellikle eozinofilik fenotipe sahip KOAH hastalarinda kisisellestirilmis
tedavi stratejilerinin 6nemli bir parcasi olabilecegini géstermektedir.






