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Giris
 Kistik fibrozis disi bronsektazi, degisken klinik belirtiler ve cesitli

nedenleri olan kronik, ilerleyici, inflamatuvar bir akciger hastaligidur.

* Hastalik alevlenmesi; yasam kalitesinde azalma, akciger fonksiyonlarinda
dusus ve mortalite ile sonuclanabilir.



Giris
* Notrofil aracili inflamasyon; mukosilier klirens bozuklugu, yapisal hava

yvolu hasari ve tekrarlayan enfeksiyona neden olur.

* Bronsektazinin progresyonuna ve tekrarlayan inflamasyon déngtstne
yol acar.



Giris
* Bronsektazide kronik hava vyolu inflamasyonu notrofil serin

proteazlarinin asiri salinimi ile iliskilidir.

* Notrofil serin proteaz oncillleri, kemik iliginde Dipeptidil peptidaz 1
(DPP-1) tarafindan fonksiyonel enzimlere dondsturilur ve notrofil
aktivasyonu sirasinda salinir.
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Giris

* Bronsektazili hastalarin balgaminda artmis notrofil serin proteaz dizeyleri,
hastalik siddeti, alevlenme riskinde artis ve akciger fonksiyonunda duisus
ile iliskilidir.



Giris

* Bronsektazi icin tutarli ve yerlesmis bir standart tedavi yoktur.

 Uluslararasi kilavuzlar, tedavi icin hava yolu temizligi, mukozal ajanlari
ve antibiyotikleri 6nermektedir.

 Mevcut yaklasimlar inflamasyonu yeterince ele almamakta ve hastalik
ilerlemesini yavaslatmamaktadir.



Giris

* Brensocatib, oral yolla alinan, selektif ve geri donisimlia bir DPP-1
inhibitoradur.

* Notrofil serin proteazlarinin aktivasyonunu engeller ve notrofil aracili
inflamasyonu azaltir.

RxOnly = Noc71s5800230  RxOnly

(brensocatib) tablets

30 Tablets 30 Tablets




Giris
* Yetiskin bronsektazi hastalarini kapsayan faz 2 WILLOW calismasinda,
brensocatib'in 10 mg ve 25 mg dozlarinin ginde bir kez, 24 hafta

uygulanmasi, ilk alevlenmeye kadar gecen sureyi uzatmis ve
alevlenme oranini azaltmistir
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Amac

* Bu calismada bronsektazisi olan vyetiskin ve adoélesan hastalari
kapsayan uluslararasi, cift kor, randomize, plasebo kontrolli faz 3
ASPEN calismasi yapilmis

e GUnde bir kez 10 mg ve 25 mg brensocatib kullaniminin 52 hafta
boyunca etkinligi ve gtivenilirligi degerlendirilmis



Yontemler

e Calismaya 35 ulkede 390 merkezden alinan 1680 yetiskin, 41 addlesan
toplam 1721 hasta dahil edildi

Screened (n=2296)

Screen failed (n=529, 23.0%)"
Not meeting inclusion/exciusion cntena (n=474, 20.6%)

Withdrawal of consent (n=49, 2.1%)

Other (n=6, 0.3%)
Randomized (n=1767)

Discontinued due to war in Ukraine (n=44, 2.5%)!

|
Brensocatib 25 mg (n=575)

Significant GCP non-cofpliance (n=2, 0.1%)




Yontemler

e Dahil edilme kriterleri;
* Bronsektazi ile uyumlu klinik gecmise sahip olmak
* Son 5 yil icinde cekilmis taniy1 dogrulayici bilgisayarlh tomografisi

bulunmasi
* Yetiskinlericin; * Adolesanlaricin;
* 18-85 yas arasinda olmak * 12 -17 yas arasinda olmak
e Vicut kitle indeksi > 18,5 kg/m?2 * Vicut agirligi 2 30 kg
e Son 12 ayda en az iki alevlenme * Son 12 ayda en az bir alevlenme
gecirip antibiyotik tedavisi almis gecirip antibiyotik tedavisi almis
olmak olmak




Yontemler

* Dislama Kriterleri

e Solunum semptomlarinin birincil olarak KOAH veya astim kaynakli
oldugu dogrulanmis hastalar (ikincil tani olarak yer alabilmis)

e Kistik fibrozise bagli bronsektazi
* Bilinen ya da stiphelenilen immun yetmezlik bozuklugu



Yontemler

* Alevlenme; antibiyotik kullanimi gerektiren 48 saat boyunca > 3
semptomun varligi olarak tanimlanmis

* Nefes darligi, 6ksuruk ,balgamda artis

* Balgam kivaminin degismesi

* Azalmis egzersiz toleransi

* Yorgunluk, halsizlik veya hemoptizi sikayetinden ikisinin bulunmasi

e Ciddi Alevlenme; iv antibiyotik tedavisi veya hastane yatisi gerekmesi



Yontemler

* Yetiskinler, calisma boyunca iki haftada bir
Yasam  Kalitesi—-Bronsektazi  anketinin
solunum semptomlari alanini doldurdular
(O - 100 arasi puanlar. Yiksek puanlar
daha az semptom)

—p QuaLITY OF LIFE QUESTIONNAIRE =BRONCHIECTASIS
e
-y

Section II. Respiratory Symptoms Please tick a box to indicate your answer.
A moderate
Indicate how you have been feeling during the past week: Alot amount  Alittle  Notatall
29. Have you felt congestion (fullness) in your chest?............cccrrrornecen O O O O
/i coughing ng AYT oo eeeeseeressee e aseeneaeesaseneeesenes
30: Have you bespiseuhine during g day? - H H H H
32. Has your sputum been mostly: O Clear O Clear to yellow O Yellowish-green

O Brownish-dark [ Green with traces of blood O Don't know

How often during the past week: Always Often  Sometimes  Never
33. Have you had shortness of breath when being more active, such as when O O O O

34. Have you had Wheezing? .........cmvererneeeeesismsesesssssseessssssessssssssessssssnnens
35. Have you had chest pain? ...

36. Have you had shortness of breath when falking? .........cccooeevcreriereeeinnnns

O OO o

O
O
O
O

O OO O
OO0 O

37. Have you woken up during the night because you were coughing?..........

Please make sure you have answered all the questions.



YOontemler

* Yetiskin hastalar her aksam ‘Bronsektazi
Alevlenme ve Semptomlar Anketini’ de
doldurdular (0-26 arasi puan. Dusuk
puanlar daha az semptom)

* Bu sayede calismacilar ve hasta olasi bir
alevlenmeye karsi uyarilmis

BREATHLESSNESS FATIGUE
D None 0O | do not feel tired
1 Breathlessness when 1 | feel a little tired
hurrying or walking up a
slight hill
2 Have to walk slowly on 2 | feel tired but can still do the things

U & W N = 0O

U s W N

level ground or stop for
breath after a few minutes
on level ground

Can walk less than 100 m
or a few minutes on level
ground before having to
stop

Breathless when washing
or dressing

SPUTUM VOLUME

No sputum

Less than a teaspoon
Teaspoon to an eggcup
Egg-cup to a cup

More than a cup
COUGH

None

Mild

Moderate
Severe
Very severe

A W N = O

wn

(®]

A W N

0]

would like to do

Tiredness is stopping me from doing
some things | want to do

I am so tired | am unable to carry out
my usual daily activities

SPUTUM COLOUR

No sputum

White

Yellow

Green

Dark Green

Blood stained

COLD AND FLU SYMPTOMS
None

Sore throat, sore muscles, or runny
nose
Fever/high temperature or shivers

| feel like a have an infection




Yontemler

* DPP-1 eksikligi sonucu olusan Papillon—Lefevre sendromunda izlenen
Hiperkeratozis ,periodontitis ve gingivitis 6zel 6neme sahip advers
olaylar olarak kabul edilmis

* Siddetli enfeksiyon ve pndmoni de Ozel 6neme sahip diger advers
olaylar olarak belirlenmis



Yontemler

Birincil Sonlanim Noktasi;

* 52 haftalik tedavi stiresince yillik pulmoner alevlenme sayisi



Yontemler

e |kincil sonlanim Noktalari;
e 52 haftalik tedavi stiresince ilk alevienmeye kadar gecen stre
e 52. haftada alevlenme gortulmeyen hasta yuzdesi
e 52. haftada bronkodilator sonrasi FEV1 degisimi
* Yillik siddetli alevlenme orani

e 52. haftada Yasam Kalitesi-Bronsektazi anketinin solunum
semptomlari alanindaki puan degisikligi (sadece yetiskinler icin)



Yontemler

e Calismada bazi alt gruplar belirlenmis ve bu alt gruplarda ;
* Yilhik alevlenme orani
e 52. haftada bronkodilatdr sonrasi FVC degisimi

* Tedavi suresince Bronsektazi Alevlenme ve Semptomlar anketinde
gunlik ortalama puandaki degisim degerlendirilmis



Yontemler

Kasim 2020 - Mart 2023 arasinda 2296
hasta tarandi ve 1721 hasta randomize
olarak bir calisma grubuna yaklasik esit
olarak atandi

Hastalarin %86 si 52 haftalik tedaviyi
tamamladi

Cogunluk kadin (%64) ve beyaz irk (%73)

Gruplarin diger demografik ve klinik
ozellikleri benzerdi

Table 1. Demographic and Clinical Characteristics of the Patients at Baseline (Intention-to-Treat Population).*

Brensocatib,

Brensocatib,

10 mg 25 mg Placebo
Characteristic (N=583) (N=575) (N=563)
Age
Mean — yr 59.8+15.9 60.6+15.8 60.0+15.4
Distribution — no. (%)
275 yr 83 (14.2) 34 (14.6) 93 (16.5)
18 to 74 yr 433 (82.8) 475 (32.6) 462 (82.1)
<18 yr 17 (2.9} 16 (2.8) 8 (1.4)
Female sex — no. (%) 385 (66.0) 360 (62.6) 362 (64.3)
Race or ethnic group — no. (%)
White 431 (73.9) 430 (74.8) 405 (71.9)
Asian 63 (10.8) 64 (11.1) 64 (11.4)
Mare than one race or ethnic group 25 (4.3) 20 (3.5) 21(3.7)
American Indian or Alaska Native 3 (1.4) 6 (1.0) 9(1.6)
Black or African American 2(0.3) 5(0.9) 3(0.5)
Mative Hawaiian or Pacific Islander 1(0.2) 0 1(0.2)
Other 5 (0.9) 4(0.7) 1(02)
Unknown or not reported 43 (8.2) 46 (8.0 59 (10.5)
Body-mass index: 25.545.4 25.4+5.1 25.1+4.9
Maost common causes of bronchiectasis — no. (%)
|diopathic or other 131 (56.8) 354 (6l.6) 321 (57.0)
Injury: pneumonia or childhood infection 173 (29.7) 156 (27.1) 174 (30. 9}
Cilia abnormalities: primary ciliary dyskinesia 47 (8.1) 38 (6.6) 33 (5.9
Long-term use of antibiotics — no. (%) 146 (25.0) 154 (26.8) 133 (23. 6}
Macrolides 110 (18.9) 114 (19.8) 105 (18.7)
Inhaled antibiotics 41 (7.0) 40 (7.0) 36 (6.4)




Yontemler

Hastalarin %35

P. aeruginosa pozitif

balgam orneklerine sahip

%29 u son 12 ayda en az u¢ alevilenme

yasamis

%15 inde KOAH, %18 inde ise astim dykusu

Adolesan hastalar ;

* 10 mg grubunda 17
25 mg grubunda 16
* Plasebo grubunda 8 birey

Table 1. Demographic and Clinical Characteristics of the Patients at Baseline (Intention-to-Treat Population).*

Brensocatib,

Brensocatib,

10 mg 25 mg Placebo
—Ghrrraeteristie =589 ! R
Pseudomonas aeruginosa—positive sputum sample 203 (34.8) 205 (35.7) 199 (35.3)
— no. (%)
Exacerbations in previous 12 mo — no. (%)
29 411 (70.5) 412 (71.7) 396 (70.3)
=3 172 (29.5) 163 (28.3) 167 (29.7)
Bronchiectasis Severity Index score — points|| 7.1£3.5 7.1£3.6 7.1£3.6
Hospitalized for exacerbation in previous 24 mo 146 (25.0) 133 (23.1) 142 (25.2)
—no. (%)
Postbronchodilator FEV, — % of predicted value** 74323 4 743246 71.9+22.2
Blood eosinophil count — no. (%)
<300 cells/mm’ 465 (79.8) 461 (30.2) 452 (80.3)
=300 cells/mm? 115 (19.7) 111 (19.3) 106 (18.8)
Missiogdata 1408) 2{0.5) 50 gy
History of COPD — no. (%) 77 (13.2) 83 (14.4) 102 (18.1)
History of asthma — no. (%) 101 (17.3) 109 (19.0) 111 (19.7)
Age
Mean —yr 59.8+15.9 60.6+15.8 60.0+15.4
Distribution — no. (%)
=75 yr 83 (14.2) 84 (14.6) 93 (16.5)
120 74 4330828\ Al532.5) 452820
<18 yr 17 (2.9) 16 (2.8) 8 (1.4)




A Exacerbations over the 52-Wk Treatment Period
L50

125 Placebo

~Brensocatib, 10 mg

L.00
Rate Ratio

vs. Placebo  Adjusted
(95%Cl) P Value

Brensocatib, 25 mg

Brensocatib, 10 mg 0.79 (0.68 to 0.92) 0.004
(N=583)
Brensocatib, 25 mg 081 (0.69 to 0.94) 0.005
(N=575)
Placebo (N=563)

of Exacerbations

Cumulative Mean No.

0 4 8§ 12 16 20 M4 28 32 36 40 44 4 32

Weeks since Randomization

No. at Risk

Brensocatib, 10mg 583 582 582 576 570 565 S64 555 546 540 533 529 522 516
Brensocatib, 25 mg 575 572 568 566 563 552 550 543 540 537 528 523 520 SIS
Placebo 563 562 556 551 547 544 539 534 529 522 519 509 507 499

Table 2. Primary and Secondary End Points (Intention-to-Treat Population).*

Brensocatib, Brensocatib,
10 mg 25 mg Placebo

End Point (N=583) (N=575) (N=563)
Primary end point

Annualized rate of pulmonary exacerbations 102 (091to1.13)  104(0.93to1.16)  129(L16to1.43)
— no. of events fyr (95% Cl)

Rate ratio (95% Cl) 0.79 (0.68t00.92) 0.8 (0.69 to 0.94)
Adjusted P value 0.004 0.005




B Time to the First Pulmonary Exacerbation

Hazard Ratio
vs. Placebo  Adjusted
(95%Cl)  PValue
Brensocatib, 10 mg 0.81 (0.70 to 0.95) 0.02
(N=583)
Brensocatib, 25 mg 0.83 (0.70 to 0.97) 0.04
(N=575)
Placebo (N=563)

Brensocatib, 10 mg

Brensocatib, 25 mg

Percentage of Patients with
No Exacerbations

16 20 24 28 32 136
Weeks since Randomization

No. at Risk

Brensocatib, 10 mg 583 537 498 459 427 393 367 346 322 310
Brensocatib, 25 mg 575 526 475 433 400 380 1357 337 313 296
Placebo 563 506 461 417 386 354 328 303 281 261

Table 2. Primary and Secondary End Points (Intention-to-Treat Population).*
Brensocatib, Brensocatib,

10 mg 25 mg Placebo
(N =583) (N=575) (N=563)

Secondary end points

Hazard ratio for the time to the first exacerbation 0.81 (0.70 to 0.95) 0.83 (0.70 to 0.97)
during the treatment period (35% Cl)

Adjusted P value 0.02 0.04



C Exacerbation-free during the Treatment Period

Rate Ratio
ws. Placebo Adjusted
(952a 1) P Walue

Brensocatib, 10 mg 1.20 (1.06 to 1.37) o0z
(M=583)
Brensocatib, 25 mg 1.18 (1.04 to 1_34) DOt
(N=575)
Placebo (MN=56&63)

£
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Table 2. Primary and Secondary End Points (Intention-to-Treat Population).*

Brensocatib, Brensocatib,
10 mg 25 mg
(N=583) (N=575)

Exacerbation-free during the treatment period 283 (48.5) 279 (48.5) 227 (40.3)
— no. (%5)T

Rate ratio for remaining exacerbation-free 1.20 (1.06 to 1.37) 1.18 (1.04 to 1.34)
at week 52 (95% Cl)i

Adjusted P valuef 0.02 0.04




D Change in Postbronchodilator FEV; from Baseline

—60- —=— Brensocatib, 10 mg
_70-] —— Brensocatib, 25 mg

_80- —™— Placebo

Least-Squares Mean Change (ml)

15 28

40

Weeks since Randomization

Mo. with Data

Brensocatib, 579 545 529
10 mg

Brensocatib, 571 5259 523
25 mg

Placebo 563 522 513

Least-Squares Mean
Difference vs. Placebo
(95% CI)
—24
(-43 to —4)
38
11 to 65
—50 11 li&djusl:ed]
(-69to -32) |( 1410 37) P=0.04
v Adjusted

(-80to-43) ~ ", e

513 475

494 487

494 468

Table 2. Primary and Secondary End Points (Intention-to-Treat Population).*

End Point

Postbronchodilator FEV,

LS mean change from baseline to wk 52

—mlq
LS mean difference vs. placebo (95% CI) — ml
Adjusted P value

Brensocatib,
10 mg
(N=583)

-50+9

Brensocatib,
25 mg
(N=575)

-24+10

11 (-14 t0 37) 38 (11t0 65)

0.38

0.04



Bulgular

Table 2. Primary and Secondary End Points (Intention-to-Treat Population).*

Ikincil Sonlanim Noktalar
Brensocatib, Brensocatib,

* Yilhk siddetli alevlenme orani ; | 10 mg 25 mg Placebo
End Point (N=583 IN=575) (N=563
* 10 mg ve 25 mg grubunda 0.14 Annualized ateof severe exacerbations (5% C1) 014 (010t0018)  014(011to018)  019(014t0024)
* Plasebo grubunda 0.19 olarak — no.of events yr
bulunmus Rt ratio (95% ) 0405110108 074 (052to 10 -

Adjusted Pvalue NA 021 ~



Table 2. (Continued.)

Brensocatib, Brensocatib,
10 mg 25 mg Placebo
End Point (N=583) (N=575) (N=563)

QOL-B RSS

LS mean change from baseline to wk 52 6.84:0.77 8.58:0.76 481:0.75
— points|

LS mean difference vs. placebo (95% C) 203 (-008to4.14) 3.7 (1.68 to 5.85)
— points

10-mg 25-mg
Brensocatib Brensocatib  Placebo
(n=487) (n=486)

LS mean change

from baseline in 6.841 8.575
QOL-BRSS at (0.7706) (0.7556)
week 52 (SE)

LS mean
difference vs.

=&~ 10-mg Brensocatib ggtegoégs (-0081,4.143) | (1.680,5852)

=~ 25-mg Brensocatib (95% CI)
~+~ Placebo

14 8 1216 20 24 28 32 36 40 44 48 52

No. of Patients with Observation Week
10-mg Brensocatib 488 473 463 456 453 450 446 443 418 418 435 423 416 381

25-mg Brensocatio 497 476 464 459 454 456 442 446 434 438 432 426 423 394
Placebo 487 457 459 452 448 437 421 434 428 411 408 405 399 366

0
£
3
@
i
T
£5
8
€0
29
§u
=9
O
i
i
c
)
0
E
)
-l




o
i
)

i

)
A
o
Y04
IO
I

W)
)

k
T
k

Kk
M)
k

i
M)

Y
W

(N
R

‘ | i)
| T

N i
W) | M0




fomg 25
Brensocatlh ~ Brensocaty ~ Placebo
(=564 (neSSt)  (n=5%9)

LS mean change
from baseline In “2mk - -8Tml

pstBDFVC at R
week 52 ()

LS mean
difference vs, BmL T5ml
placebon (3,69) (40, 110)

& 10 Brensocat posk8D FYC (984 )
~+ 251g Brensocath

k- Placebo

1

No. of Patients with Observation

10-mg Brensocatlp 579 845
26-mq Brensocatb 571 59
Placebo 563 52
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P48 RIBAUBRYLUE

Mo of et it Obsenatn Week

{0-mq Brensocatly 558 553 555 547 $44 534 528 520 §16 506 S04 505 497 488
25imq Brensocath 557 552 542 540 534 529 517 520 22 §13 07 505 499 4%4
Placebo 49549 541 534 527 520 B17 508 505 49 493 490 485 411

Placebo
(856 (54
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Dueskawagetdy (005 0090) (005
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S mean difference A5
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Bulgular

 Tum yan etkiler brensocatib ve
plasebo grubunda benzer

* Brensocatibin her iki dozunda
plaseboya kiyasla daha sik
gorlulen advers olaylar Covid-
19, nazofarenjit, oksutruk ve
bas agrisi

Table 3. Safety Analyses.*

Brensocatib,

Brensocatib,

10 mg 25 mg Placebo
Event (N=582) (N =574) (N=563)
bt
Any adverse event 452 (77.7) 440 (76.7) 448 (79.6)
CEevere adverse event fa (1L T) of (LL.7) 0 (1e.U)
Adverse event determined by an investigator 72 (12.4) 85 (14.8) 73 (13.0)
to be related to brensocatib or placebo
Serious adverse event 101 (17.4) 97 (16.9) 108 (19.2)
Serious adverse event determined by an investiga- 0 1(0.2) 4]
tor to be related to brensocatib or placebo
Adverse event resulting in death 3 (0.5) 4 (0.7) 7 (1.2)
Adverse event leading to discontinuation of 25 (4.3) 22 (3.8) 23 (4.1)
brensocatib or placebo
Adverse event leading to trial withdrawal 14 (2.4) 16 (2.8) 16 (2.8)
Most commeon adverse eventsi
Covid-19 92 (15.8) 120 (20.9) 89 (15.8)
MNasopharyngitis 45 (7.7) 36 (6.3) 43 (7.68)
Cough 41 (7.0) 35 (6.1) 16 (6.4)
Headache 39 (6.7) 49 (8.5) 39 (6.9)
Most common serious adverse events|
Bronchiectasis| 47 (8.1) 48 (8.4) 67 (11.9)
Prneumonia 11 (1.9) 13 (2.3) 16 (2.8)
Any adverse event of special interest®* 42 (7.2) 56 (9.8) 53 (9.4)
Hyperkeratosis 2 (1.4) 17 (3.0) 4 (0.7)
Periodontitis or gingivitis 2 (1.4) 12 (2.1) 15 (2.7)
Severe infection 4 (0.7) 7 (1.2) 4 (0.7)
Prneumonia 23 (4.0) 27 (4.7) 33 (5.9)




Bulgular

Table 3. Safety Analyses.*

Brensocatib,

Brensocatib,

. . . Event “10 Tsnng} (:5 ;1}'34] [':ac:g;;
. Cidd ki; = = =
CI I ya n et I’ number (percent)
° 0/ Any adverse event 452 (77.7) 440 (76.7) 448 (79.6)
10 m rUbunda 101 ( 017) Severe adverse event 74 (12.7 67 (11.7 90 (16.0
/) ( ) ( ] ( )
Adverse event determined by an investigator 72 (12.4) 85 (14.8) 73 (13.0)
- bunda 97 (%16) e
25 mg gru u n a 97 e 1 6 Serious adverse eventT 101 (17.4) a7 (16.9) 108 (19.2)
* Plasebo grubunda 108 hastada — e ° ”
0/ 19) b'ld' -I o Adverse event resulting in deathi 3 (0.5) 4 (0.7) 7 (1.2)
0 I I rI m IS AEVET ST WETTL :CCILJI|||5 L Lr:l CFTTLIT T G LT T = |l‘7J‘|' E.JI'JJ' = 1._f-J-j
brensocatib or placebo
Adverse event leading to trial withdrawal 14 (2.4) 16 (2.8) 16 (2.8)
Most common adverse events§
.. Covid-19 92 (15.8) 120 (20.9) 89 (15.8)
° I o I I d I | . Nasopharyngitis 45 (7.7) 36 (6.3) 43 (7.6)
Olumle sonucianan advers olaylar, Coueh i 00 15 o) 16 (6.0
Headache 39 (6.7) 49 (8.5) 39 (6.9)
d 10 mg gru bunda 3 Most common serious adverse events'|
Bronchiectasis| 47 (8.1) 48 (8.4) 67 (11.9)
o 25 mg gru bunda 4 Pneumonia 11 (1.9) 13 (2.3) 16 (2.8)
Any adverse event of special interest** 42 (7.2) 56 (9.8) 53 (9.4)
[ ) | b b d h d Hyperkeratosis B (1.4) 17 (3.0) 4 (0.7)
p ase O gru u n a 7 a Sta a Periodontitis or gingivitis 8 (1.4) 12 (2.1) 15 (2.7)
I Severe infection 4 (0.7) 7(1.2) 4 (0.7)
go ru m u S * Pneumonia 23 (4.0) 27 (4.7) 33 (5.9)
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* Ozel dneme sahip advers olaylar
her grupta benzermis

* Ozel dneme sahip en yaygin advers
olay pnomoni, plasebo grubunda
(%5.9) daha sik gorilmus

* Siddetli enfeksiyon ;
* 10 mg ve plasebo grubunda 4

* 25 mg grubunda 7 hastada
bildirilmis

Table 3. Safety Analyses.*

Brensocatib,

Brensocatib,

10 mg 25 mg Placebo

Event (N=582) (N=574) (N =563)

number (percent)

Any adverse event 452 (77.7) 440 (76.7) 448 (79.8)
Severe adverse event 74 (12.7) 67 (11.7) 90 (16.0)
Adverse event determined by an investigator 72 (12.4) 85 (14.8) 73 (13.0)

to be related to brensocatib or placebo
Serious adverse eventT 101 (17.4) 97 (16.9) 108 (19.2)
Serious adverse event determined by an investiga- 0 1(0.2) 4]
tor to be related to brensocatib or placebo
Adverse event resulting in deathi 3 (0.5) 4 (0.7) 7(1.2)
Adverse event leading to discontinuation of 25 (4.3) 22 (3.8) 23 (4.1)
brensocatib or placebo
Adverse event leading to trial withdrawal 14 (2.4) 16 (2.8) 16 (2.8)

Most common adverse events|
Covid-19 92 (15.8) 120 (20.9) 89 (15.8)
Nasopharyngitis 45 (7.7) 36 (6.3) 43 (7.6)
Cough 41 (7.0) 35 (6.1) 36 (6.4)
Headache 39 (6.7) 49 (8.5) 39 (6.9)

Most common serious adverse eventsY)

Bronchiectasis| 47 (8.1) 48 (8.4) 67 (11.9)
Pneurmonia 11 (1.9) 13 (2.3} 16 (2.8)

Any adverse event of special interest** 42 (7.2) 56 (9.8) 53 (9.4)
Hyperkeratosis & [ 1.4) L 3.0) < (U.F)
Periodontitis or gingivitis 8 (1.4) 12 (2. 1) 15 (2.7
Severe infection 4 (0.7) 7(1.2) 4 (0.7)
Pneumonia 23 (4.0) 27 (4.7) 33 (5.9)
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Table 3. Safety Analyses.*

* Hiperkeratoz
* 10 mg grubunda 8 (%1) v stveres v
°® 25 mg grubunda 17 (%3) to be related to brensocatib or placebo

° P | ase bo gru bu N d 3 4 h asta d 3 R R i, My P
(%O . 7) gé ru | m U§ Adverse event leading to discontinuation of

* 25 mg grubunda 1 hiperkeratoz
vakas! tedavi kesilmesine yol ot cormmen serious v everte
acmis. Digerleri hafif-orta siddette ...

Brensocatib,

Brensocatib,

gorulmus

10 mg 25 mg Placebo
Event (N =582) (N=574) (N =563)
number (percent)
452 (77.7) 440 (76.7) 448 (79.6)
74 (12.7) 67 (11.7) 90 (16.0)
Adverse event determined by an investigator 72 (12.4) 85 (14.8) 73 (13.0)
Serious adverse event 101 (17.4) 97 (16.9) 108 (19.2)
Serious adverse event determined by an investiga- 0 1(0.2) 0
Adverse event resulting in deathi 3 (0.5) 4 (0.7) 7 (1.2)
25 (4.3) 22 (3.8) 23 (4.1)
brensocatib or placebo
Adverse event leading to trial withdrawal 14 (2.4) 16 (2.8) 16 (2.8)
Most common adverse ever‘ltsﬁ
Covid-19 92 (15.8) 120 (20.9) 89 (15.8)
Masopharyngitis 45 (7.7) 36 (6.3) 43 (7.6)
41 (7.0) 35 (6.1) 36 (6.4)
Headache 39 (6.7) 49 (8.5) 39 (6.9)
Bronchiectasis| 47 (8.1) 48 (8.4) 67 (11.9)
11 (1.9) 13 (2.3) 16 (2.8)
Any adverse event of special interest** 42 (7.2) 56 (9.8) 53 (9.4)
8 (1.4) 17 (3.0) 4 (0.7)
Periodontitis or gingivitis 8 (1.4) 12 (2.1) 15 (2.7)
Severe infection 4 (0.7) 7 (1.2) 4 (0.7)
Pneumonia 23 (4.0) 27 (4.7) 13 (5.9)



Tartisma

* Bu calismada brensocatib, plaseboya gore vyillik alevilenme oranini
anlamli sekilde dustrmus ve bu etkinin alt gruplarda da tutarh oldugu
gozlenmistir.

* 10 mg ve 25 mg brensocatib dozlarinda ilk alevienmeye kadar gecen
sire daha uzun ve alevlenme yasamayan hasta yuzdesi plaseboya
kiyasla daha yuksek gortulmustar.



Tartisma

* 25 mg brensocatib dozunda 52 hafta boyunca FEV1 disust anlamli
derecede yavas gorilmus. Bu etki 10 mg dozunda gozlenmemistir.

* Bu sonuclar, brensocatib ile DPP-1'i inhibe etmenin dolayisiyla notrofilik
inflamasyonu hedeflemenin bronsektazili hastalarda anlamli sonucg
verdigini gostermistir.



Tartisma

* Bronsektazi ilerleyici bir hastaliktir ve sik alevlenmeler, akciger
fonksiyonunun dusmesi, yasam kalitesinin koétulesmesi ve erken

olumlere neden olmaktadir.

* Akciger fonksiyonlarinda dlisus , artan morbidite ve mortalite ile glicli
iliskilidir. ~ Simdiye  kadar herhangi bir tedavinin  akciger
fonksiyonundaki diisisu yavaslattigi gosterilmemistir



Tartisma

* Bu calismada, brensocatib alevlenme yikiu Uzerinde klinik olarak
anlamli bir etki gostermistir.

* 25 mg’lik doz akciger fonksiyonundaki dusitsu yavaslatmistir. Bu etki
mukus 6zelliklerinin iyilesmesi ve hava yolu inflamasyonunun azalmasi
ile iliskilendirilmis.



Tartisma

* Brensocatib ve plasebonun kesilmesine yol acan advers olaylar
gruplar arasinda benzer gorulmustur.

* Brensocatib grubunda bakteriyel enfeksiyonlarin goérilme sikliginda
artis gézlemlenmemistir.

* Hiperkeratozis goritlme sikligi yiksek doz brensocatib ile daha ylksek
izlenmis. Vakalar nadir ve geneli hafif siddette gorulmus.

* Brensocatibin kesilmesine yol acan bir vaka da dahil tim vakalar
dizelmis.



Tartisma

* ASPEN calismasi Covid-19 pandemisinin zirve ddneminde ve sonrasinda
gerceklestirilmis

* Pandemi sirasinda klinige basvuran hastalar hastaneye gitme riskini goze
alacak kadar ciddi vakalar oldugu dustnulmus

* Ancak plasebo grubundaki yilik alevlenme orani pandemi oncesinde
tamamlanan WILLOW calismasindaki plasebo grubuna benzer bulunmus



Kisithliklar

 Adolesan hastalarla genel popullasyon arasinda sonuclar benzer
gorulmus ancak adolesan populasyon buyudklagt sinirh  kaldigi
belirtilmis

e Calisma genel popullasyonda tedavi farkhliklarini tespit etmeye yeterli
oldugu, alt gruplar hakkinda kesin sonuclar cikarmak icin yeterli
blyuklUukte tasarlanmadigi belirtilmis



Sonuc

 Bronsektazi patofizyolojisi  ‘Kisir
Girdap modeli’ denen her
basamakta birbirini etkileyen
sureclerden olusur.

Bu sureclere midahale ederek
donguylu durdurmak icin enfeksiyon
tedavisine yogunlasiimistir

Bu calismada anti inflamatuar
tedavinin de ne kadar O6nemli
oldugu gdsterilmistir.

Havayolu
disfonksiyonu




Sonuc

« ASPEN calismasinda, brensocatib tedavisi plaseboya kiyasla vyillik
alevlenme oranini distirmus ve akciger fonksiyonundaki dtsts 25 mg
brensocatib dozunda daha az oldugu gdsterilmis
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