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GIRIS

* Pulmoner hipertansiyon (PH), KOAH’lI hastalarin seyrini sikliklo
zorlastirmaktadir

* Tahmini prevalansi %1'den %80'e kadar bildirilen genis bir spekturumu
kapsamaktadir




GIRIS

KOAH hastalarinda PH ortaya cikmasi, fonksiyonel durumun
kotulesmesi ve sagkalim azalmasi ile iliskilidir

KOAH hastalarinda, pulmoner arteriyel hipertansiyon (PAH) tedavilerini
degerlendiren cok sayida calisma yapilmistir
Bunlarin cogu kucuUk, acik etiketli veya retrospektiftir

Bununla birlikte, bu calismalarin iki meta-analizi tedaviden faydo
saglandigini gostermistir




GIRIS

Inhale Treprostinil (TRE), Grup 1 (PAH) ve Grup 3 (Interstisyel akciger

nastaligiile iliskili PH (PH-ILD)) tedavisi icin ABD’de endike ve onayli bir
orostasiklin analogudur

Ikinci endikasyon, INCREASE calismasinin sonuclarina dayanmaktadir

* Grup 3 PHde bugune kadar yapilan randomize kontrollG 16 haftalik

calisma,

-6 dakikalik yorome mesafesi (6DYT)
-Klinik kétulesmeye kadar gecen sure
-NT-pro BNP seviyesindeki degisim Uzerine olumlu sonuclar gdsterdi




GIRIS

* Ayri olarak, PH-KOAH'da iTRE kullanimini degerlendirmek icin paralel
bir calisma baslatildi (PERFECT)

* Bu calisma, PH'si sag kalp kateterizasyonu ile belgelenen KOAH'I)
hastalar Uzerinde yapilan cift kér, randomize kontrollU bir calismadir

o Calismaq, risk 6dul faydasinin olmamasi nedeniyle 20 Eylul 2022'de veri
ve guvenlik izleme komitesi DSMC'nin isteqi Uzerine sonlandirildi




YONTEM

« PERFECT calismasi cok merkezli, randomize, cift kor, plasebo kontrollC
bir calismadir

» Calismaq, iki tedavi donemi iceren orijinal bir capraz tasarim ve ABD
Gida ve Ilac Dairesi tavsiyesine gore, Tedavi Dénemi 2'deki yUksek
orandaki kesilmeler nedeniyle yorumlanamayan veri potansiyeline
dayanan bir kosullu tasarim icermektedir




TABLO I: KONU DAGILIMI

Screen failure n=80 Screened (enrolled)
Failure to meet GOLD criteria for COPD n=188

Did not meet RHC criteria for PAH
Unwilling to undergo RHC

Entered run-in period

Screen failure n=32

T _ n=108
Inability to tolerate low-dose iTRE
Unwilling to undergo RHC
Randomised | Adaptive design implemented
n=T76 June 2022
Original crossover design Contingent parallel design
n=64 n=12
Dlétﬂ:ftlm";d Treat t Period 1 Treat t Period Discontinued
eath n= . reatment Perio reatment Peri Study termination n=3
Withdrawal by subject n=6 ITRE n=32 ITRE n=6
Placebo n=32 Placebo n=6 Completed n=9
Completed n=55
Discontinued Treatment Period 2
COVID-19 n=9 iTRE n=29
Lost to follow-up n=1 Placebo n=26
Study termination n=1
Withdrawal by subject n=4
Completed n=40 Summary of treatment exposures across both study designs
ITRE n=66
Placebo n=58

FIGURE 1 Subject disposition. GOLD: Global Initiative for Chronic Obstructive Lung Disease; RHC: right heart catheterisation; PAH: pulmonary
arterial hypertension; COVID-19: coronavirus disease 2019; iTRE: inhaled treprostinil.



TABLO 2: GALISMA TASARIMI

n=32 n=28 .
—— 3 ITRE I TRE
Original
crossover
_ n=32 5 n=20
=138 - —» Placebo | Placebo
| » = @ s o o
Week Baseline [ 12 13 14 19 25
(second
baseline)
ITRE
Contingency
study
Placebo
& & 9
Week Baseline [ 12

FIGURE 2 Study design for crossover or contingency scenario. iTRE: inhaled treprostinil.



YONTEM

* Orijinal capraz calisma, olasi hastalarin 14-18 gun boyunca disuk doz
iTRE (3 nefes (0,6 mg/mL, nefes basina 6 ug) ginde 4 kez) alarak

tolere edilebilirlik ve uyumu garanti altina aldigi bir tarama periyoduyla
baslad




YONTEM

* iTRE'yi tolere edemeyen, doz rejimini takip edemeyen veya uyumsuz
hastalar randomizasyon icin uygun gorulmedi

» Geriye kalan hastalar daha sonra 12 hafta boyunca iTRE veya
olaseboya 1:1 oraninda randomize edildi ve ardindan ek 12 haftalik
tedaviye gecmeden 6nce 1 haftalik washout periyodu uygulands




YONTEM

» Kosullu calisma tasarimi, capraz gecis olmaksizin aktif ve plasebo
kollarinin paralel kohortlarindan olusuyordu

» Hastalar, tek bir tedavi periyodu boyunca, randomizasyon basina tek
bir washout periyodu (en az 7 gun, en fazla 14 gun) ve 12 hafta aktif ila¢
veya plasebo ile 21 haftalik bir periyotta 14 haftalik tedavi gordiler

» Bu kosullu tasarim icin, baslangicta, 6. haftada ve 12. haftada klinige G¢
tedavi ziyareti gerekiyordu
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YONTEM

« Calismailaci dozlari, ginde 4 kez 12 nefeslik hedef doz veya maksimum
tolere edilen doz ile yaklasik her 3 ginde bir gerceklesen doz artislar
(gunde 4 kez ek 1 nefes) ile tolere edilebilirlige gore titre edildi

* Doz ayarlamalari, her merkezdeki arastirmacinin takdirine bagli olarak
denek tolere edilebilirligine gdre yapildi




YONTEM

« Calisma ilaci Uzerinde kalan ve tUm tedavi donemi degerlendirmelerini
tamamlayan hastalara (orijinal capraz tasarimda 25. hafta veya
kosullu paralel tasarimda 12. hafta) acik etiketli uzatma (OLE)

calismasina katilma secenegi sunuldu




DAHIL EDILME KRITERLERL

« 2020 GOLD Kriterlerine gore KOAH tanisi almis olanlar
 Tarama sirasindao
o FEV1/FVC <%70
o FEV1<%80
o Yas >18
* Son 1 yllicinde sagd kalp kateterizasyonu ile orta-siddetli PH tanisi
olanlar
o Ortalama pulmoner arter basinci (MPAP) >30 mmHg
o Pulmoner vaskuler direnc (PVR) >4 WU
o Pulmoner kapiller kama basinc <15 mmHg
e |stirahat satUrasyonu >%90 (periferik kapiller oksijenasyon)
o oksijensiz veya max 10 L/min
e 6DYT >100 m




DISLAMA KRITERLERT

 Grup 1, 2, 4, 5 PH tanisi olanlar

» Interstisyel akciger hastaligi olanlar

« Kombine pulmoner fibroz ve amfizem
 PAH icin bir tedavi aliyor olmak




SONLANIM NOKTALARI

Birincil Sonlanim Noktasi Ikincil Sonlanim Noktasi

12 haftalik aktif tedaviden sonra: » Aktigrafiile 6lgcUlen orta ila siddetli fiziksel

: T : ktivitede degisiklik
6 dakika yurome testin lang °
yurume 1es de baslo gIc  Aktigrafiile 6lcUlen genel aktivitede degisiklik

seviyesine gore degisiklik » Borg dispne skorunda baslangic seviyesine
gore degisiklik

« 6DYT/Borg dispne bilesik skorunda
baslangi¢ seviyesine gore dedisiklik

« St George's Solunum Anketi ve California

Universitesi San Diego Nefes Darligi Anketi ile
blculen yasam kalitesinde (Qol)
baslangic seviyesine gore dedisiklik

* NT-proBNP plazma konsantrasyonunda
baslangic seviyesine gore degisiklik

« Hastanin genel dederlendirmesinde degisiklik




SONUCLAR

ozellikleri
o Etkinlik

e GUvenlik

o Hasta olum
e Calismanin son

o Calisma populasyonunun temel demografik ozellikleri ve klinik

o 6 Dakikalik YOrUme Testi sonuclari

o Tedaviile ortaya cikan advers etkiler

er]
andirilmasi




TABLO |- Caligma populasyonunun temel demografik ézellikleri ve klinik 6zellikleri

TABLE 1 Baseline demographics and clinical characteristics of the study population

Original crossover (n=64)

Contingent parallel (n=12)

Total iTRE Placebo Total
Treatment Treatment Treatment Treatment (n=64) (n=6) (n=6) (n=12)
Period 1 Period 2 Period 1 Period 2
(n=32) (n=29) (n=33) (n=26)
Age (years) 68.7+8.1 66.9+7.6 66.547.6 68.048.3 BT.67.8 T0.3+6.7 73.3+2.2 T1.845.0
Sex
Male 19 (59.4) 12 (41.4) 14 (43.8) 16 (61.5) 33 (51.6) 6 (100.0) 4 (66.7) 10 (83.3)
Female 13 (40.6) 17 (58.6) 18 (56.3) 10 (38.5) 31 (48.4) 0 2(333) 2 (16.7)
Race
White 25 (78.1) 19 (65.5) 22 (68.8) 22 (B84.6) 47 (73.4) 5 (83.3) 4 (66.7) 9 (75.0)
Black T121.9) B (27.6) B (25.0) 4 (15.4) 15 (23.4) 1(16.7) 21333) 3 (25.0)
Multiple 0 2 (6.9) 2(6.3) 0 2(3.]) 0 0 0
Ethnicity
Hispanic or Latino 2 (6.3) 0 0 2 (1.7) 2(3.]) 0 2(333) 2 (16.7)
Mot Hispanic or Latino 30 (93.8) 29 (100.0) 32 (100.0) 24 (92.3) 62 (96.9) 6 (100.0) 4 (66.T) 10 (83.3)
BMI (kg-m™3) 30.545.9 29.146.5 29.046.2 31.0+6.0 29.646.1 26.3:4.8 26.5¢4.1 26.3+4.3
Age at time of WHO Group 3 PH-COPD diagnosis
<63 years T(21.9) 10 (34.5) 12 (37.5) T (26.9) 19 (29.7) 1(16.7) 0 1(8.3)
=63— <69 years 9(28.1) T(24.1) T(21.9) B (23.1) 16 (25.0) 3 (50.0) 0 3 (25.0)
=09 <T5 years 8(25.0) b6 (20.7) T (21.9) T (26.9) 15 {23.4) 0 4 (66.7) 4 (33.3)
=T5 years 8 (25.0) B (20.7) b (18.8) B (23.1) 14 {21.9) 2133.3) 2133.3) 4 (33.3)
Borg dyspnoea score 5.48+2.8 462425 463424 5.48+3.1 51+26 3.08+1.9 5.17+16 4.1+2.0
MWD (m) 213.6284.9 215.1+79.2 226.1+87.9 219.8+80.0 219.8+86.0 231.5¢60.8 259.2484.2 2453171.5
Oxygen use (yes) 26 (81.3) 26 (B9.7) 28 (B7.5) 22 (84.6) 54 (84.4) 5 (83.3) 5 (83.3) 10 (83.3)
mPAP (mmHg) 43.6+11.2 43.8+10.9 43.5+10.7 44,2411.3 43.5+11.0 36.0+5.2 34.0+6.1 35.045.6
PVR (mmHg min-L™") 70431 T.8+4.0 1.7+4.0 7.0+3.3 TA+3.6 5.2+06 T.2+44.1 6.2+2.4
PCWP (mmHg)" 13.245.4 11.642.6 11.542.5 14.045.2 12.35+4.0 11.0+3.0 11.0+4.2 11.043.6
Plasma NT-proBNP (ng-L™" T46.5+897.5 1570.3+2986.0 1513.642853.0 T68.0+958.2 1130.042132.8 17T01.3+2166.3 435.54442.7 1068.4+1630.7
FVC (L) 28409 2.5+¢1 2.5¢1 28409 2741 3+0.7 2.6+0.7 2.8+0.7
(2.6) (2.1) (2.3) (2.6) (2.5) (2.8) (2.7) (2.7)
FVC (% pred) 719.8:22.1 7214206 T2.7419.7 T6.4+19.2 76221 T2.5+16.3 T1.2+20.2 T4.8+17.6
(77) (e9) (70) (77) (76 (73.5) (75.5) (73.5)
FEV, (L) 1304 11+05 12405 14+0.4 13+0.5 1.3+06 1.1+05 1.2+0.5
(1.3) (1.1) (1.2) (1.3) (1.2) (1.1) (1.0) (L.0)
FEV, (% pred) 40.7+14 8 43,5417 4444166 49.2+14 2 47159 4]1.2+19.8 44+18.7 42 6+18.4
(48.0) (39.0) (42.5) (49.0) (45.0) (38.5) (42.0) (42.0)
FEV,/FVC (%) 48.3+10.8 46.4+13.6 474133 49,8410.7 4764121 41,1412 42+13.8 41.6412.3
151.3) (43.7) (43.7) (54.0) (47.1) (41.2) (40.6) (40.6)
Dyco (mmol-min~*kPa™) 7833 6.8+2.9 6.8+2.9 T4+3.4 6913 B.9+21 b.3+4 7.8+£3.2
16.3) 16.9) (6.9) (6.4) (B.5) 19.9) (5.6) (6.9)
Dyco (% pred) 29.3+13.8 30.3413.4 30.3413.7 312414 .6 29.8413.7 32.8+4.8 27.5+£19.1 30.4+12.5
125.0) (27.0) (27.0) 126.0) 126.0) (34.0) (22.0) (30.0)

Data are presented as meantso, n (%) or meantso (median). iTRE: inhaled treprostinil; BMI: body mass index; WHO: World Health Organization; PH: pulmonary hypertension; 6MWD: 6-min walk
distance; mPAP: mean pulmonary arterial pressure; PVR: pulmonary vascular resistance; PCWP: pulmonary capillary wedge pressure; NT-proBNP: N-terminal pro-B-type natriuretic peptide;
FVC: forced vital capacity; FEV,: forced expiratory volume in 1s; D\ diffusing capacity of the lung for carbon monoxide. *: two patients had left ventricular end-diastolic pressure <15 mmHg

that qualified them for inclusion.




TABLO |- Caligma populasyonunun temel demografik ézellikleri ve klinik 6zellikleri

TABLE 1 Baseline demographics and clinical characteristics of the study population

Age (years)
Sex
Male
Female
Race
White
Black
Multiple
Ethnicity
Hispanic or Lating
Not Hispanic or Latino
BMI (kg-m™3
Age at time of WHO Group 3 PH-COPD diagnosis
<h63 years
=63— <69 years
=69— <75 years
=75 years
Borg dyspnoea score
MWD (m)
Oxygen use (yes)
mPAP (mmHg)
PVR (mmHg-min-L™
PCWP (mmHg)"
Plasma NT-proBNP (ng-L™"
FVC (L)

)

FVC (% pred)

FEV; (L)

FEV, (% pred)

FEV,/FVC (%)

Dyco (mmol-min~*kPa™)

Dyeo (% pred)

Original crossover (n=64)

Contingent parallel (n=12)

Placebo

BE.T+B.1

19 (59.4)
13 (40.6)

25 (78.1)
T121.59)
0

2(6.3)
30 (93.8)
30.515.9

T121.9)
9 (28.1)
8 (25.0)
B (25.0)
5.48+2.8
21361849
26 (81.3)
436+11.2
7.043.1
13,2454
T46.54897.5
28409
12.6)
T9.8+22.1
(77)
13404
(1.3)
49, T+14.8
(48.0)
48,3108
151.3)
733
16.3)
293+13.8
(25.0)

B6.9+7.6

12 (41.4)
17 (58.6)

19 (65.5)
B (27.6)
2 (6.9)

0
29 (100.0)
29.146.5

10 (34.5)
7(24.1)
6 (20.7)
6 (20.7)
462425
215.1£79.2
26 (89.7)
43.8+10.9
7.8+4.0
116+2.6
1570.3+2986.0
251
(2.1)
1214206
(69)
1105
(1.1)
43.5+17
(39.0)
46.4£13.6
(43.7)
6.8+2.9
(6.9)
30.3+13.4
(27.0)

BE.51T.6

14 (43.8)
18 (56.3)

22 (68.8)
B (25.0)
216.3)

0
32 (100.0)
29.06.2

12 (37.5)
7(21.9)
7 (21.9)
6 (18.8)
4.63+2 4

226.1487.9

28 (87.5)

43.5+10.7
T.7+4.0
11.5+2.5

1513.6+2853.0
2.5+1
(2.3)
T27419.7
(70)
1205
(1.2)
44.4£16.6
(42.5)
47+13.3
(43.7)
6.82.9
(6.9)
30.3+13.7
(27.0)

BB.0+8.3

16 (61.5)
10 (38.5)

22 (84.6)
4 (15.4)
0

2(1.7)
24 (92.3)
31.0+6.0

T (26.9)
6 (23.1)
T (26.9)
6 (23.1)
S.48+3.1
219.8+80.0
22 (84.6)
44.2+411.3
T.013.3
14.045.2
ThB.0+958.2
2.8+0.9
(2.6)
TE.4+19.2
(77
L4+0.4
(1.3)
49.2+14.2
(49.0)
49.8+10.7
(54.0)
T.4+3.4
(B.4)
31.2+14.6
(26.0)

BT.E+T.8

33 (51.6)
31 (48.4)

47 (73.4)
15 (23.4)
2(3.1)

2 (3.1
62 (96.9)
259.646.1

19 (29.7)
16 (25.0)
15 (23.4)
14 (21.9)
B.1+2 6
219 8+86.0
54 (Bd.4)
435+11.0
T443.6
12.35+4.0
1130.0+2132 .8
2741
(2.5)
762421
(Te)
13405
(1.2)
47+15%59
(45.0)
4761121
(47.1)
6913
(6.5)
2984137
(26.0)

iTRE
(n=6)

T0.3+6.7

6 (100.0)
0

5(833)
1{16.T)
0

0
B (100.0)
26.3:4.8

1({16.T)
3 (50.0)
0
2133.3)
3.08+1.9
231.5¢60.8
5(83.3)
36.0+5.2
52406
11.0+3.0
1701.3+2166.3
307
(2.8)
T2.5+16.3
(73.5)
1.3+06
(1.1)
41.2+19.8
(38.5)
41.1+12
(41.2)
B8.9+2.1
19.9)
32.8+4.8
(34.0)

Placebo
(n=6)

73.3+22

4 (66.T)
21(333)

4 (66.T)
2133.3)
0

21(333)
4 (66.T)
26.5+4.1

0
0
4 (66.T)
2133.3)
51716
256 2+84.2
5 (83.3)
34.0+6.1
7.2+4.1
11.0+4.2
435.5:442.7
2.650.7
(2.7
Tr.2+20.2
(75.5)
1.1+0.5
(1.0)
44+18.7
(42.0)
424138
(40.6)
6.3+4
(5.6)
27.5+19.1
(22.0)

Total
(n=12)

T1.845.0

10 (83.3)
2 (16.7)

9 (75.0)
3 (25.0)
0

2 (16.T)
10 (83.3)
26.3+4.3

1(8.3)
3 (25.0)
4 (33.3)
4 (33.3)
4,1+2.0
2453+71.5
10 (83.3)
350456
b.2+2.4
11.0+3.6
1068.4+1630.7
2.8+0.7
(2.7)
T4.8+17.6
(73.5)
1.2+0.5
(L0)
42.6£18.4
(42.0)
41.6£12.3
(40.6)
T.8+3.2
(6.9)
30.4£12.5
(30.0)

Data are presented as meantso, n (%) or meantso (median). iTRE: inhaled treprostinil; BMI: body mass index; WHO: World Health Organization; PH: pulmonary hypertension; 6MWD: 6-min walk
distance; mPAP: mean pulmonary arterial pressure; PVR: pulmonary vascular resistance; PCWP: pulmonary capillary wedge pressure; NT-proBNP: N-terminal pro-B-type natriuretic peptide;
FVC: forced vital capacity; FEV,: forced expiratory volume in 1s; D\ diffusing capacity of the lung for carbon monoxide. *: two patients had left ventricular end-diastolic pressure <15 mmHg

that qualified them for inclusion.




TABLO |- Caligma populasyonunun temel demografik ézellikleri ve klinik 6zellikleri

TABLE 1 Baseline demographics and clinical characteristics of the study population

Original crossover (n=64) Contingent parallel (n=12)

iTRE Placebo Total iTRE Placebo Total

n=64 n=6 n=6 n=12
Treatment Treatment Treatment Treatment { ) { ) { ] { )
Period 1 Period 2 Period 1 Period 2
(n=32) ( n=29) (n=32) (n=26)

 Tarama periyodu boyunca 188 hasta tarandi ve 108'i >1 doz iTRE ald.

* Toplamda 76 hasta randomize edildi
» Orijinal capraz tasarimda 64 hasta ve kosullu paralel tasarimda 12
hasta yer aldi




TABLO |- Caligma populasyonunun temel demografik ézellikleri ve klinik 6zellikleri

TABLE 1 Baseline demographics and clinical characteristics of the study population

Contingent parallel (n=12)

Original crossover (n=64)

iITRE Placebo Total
(n=6) (n=6) (n=12)

Placebo

(n=64)

Treatment Treatment Treatment Treatment
Period 1 Period 2 Period 1 Period 2

(n=32) (n=29) (n=32) (n=26)

 Randomize edilen hastalardan 66's1 iTRE ve 58'i plasebo aldl

* Orijinal capraz tasarima gore randomize edilen 64 hasta icin,
calismanin ilk periyodunda 32 (%50) hasta iTRE ve 32 (%50) hasta
plasebo ald

» Tedavi Periyodu 2'ye (capraz periyot) kalan hastalar icin, 29'v iTRE ve

26's| plasebo aldi




TABLO |- Caligma populasyonunun temel demografik ézellikleri ve klinik 6zellikleri

TABLE 1 Baseline demographics and clinical characteristics of the study population

Original crossover (n=64) Contingent parallel (n=12)
ITRE Placebo Total ITRE Placebo Total
n=64 n=6 n=6 n=12
Treatment Treatment Treatment Treatment { ) { ) (n=6) { )
Period 1 Period 2 Period 1 Period 2
(n=32) (n=29) (n=32) (n=26)

» Kosullu paralel tasarima gore randomize edilen 12 hastadan altisi (%50)
ITRE ve altisi (%50) plasebo ald




TABLO I: KONU DAGILIMI

Screen failure n=80 Screened (enrolled)
Failure to meet GOLD criteria for COPD n=188

Did not meet RHC criteria for PAH
Unwilling to undergo RHC

Entered run-in period

Screen failure n=32

T _ n=108
Inability to tolerate low-dose iTRE
Unwilling to undergo RHC
Randomised | Adaptive design implemented
n=T76 June 2022
Original crossover design Contingent parallel design
n=64 n=12
Dlétﬂ:ftlm";d Treat t Period 1 Treat t Period Discontinued
eath n= . reatment Perio reatment Peri Study termination n=3
Withdrawal by subject n=6 ITRE n=32 ITRE n=6
Placebo n=32 Placebo n=6 Completed n=9
Completed n=55
Discontinued Treatment Period 2
COVID-19 n=9 iTRE n=29
Lost to follow-up n=1 Placebo n=26
Study termination n=1
Withdrawal by subject n=4
Completed n=40 Summary of treatment exposures across both study designs
ITRE n=66
Placebo n=58

FIGURE 1 Subject disposition. GOLD: Global Initiative for Chronic Obstructive Lung Disease; RHC: right heart catheterisation; PAH: pulmonary
arterial hypertension; COVID-19: coronavirus disease 2019; iTRE: inhaled treprostinil.



TABLO I: KONU DAGILIMI

Discontinued
Death n=3
Withdrawal by subject n=6

Completed n=55

Randomised [ Adaptive design implemented
n=76 June 2022
Original crossover design Contingent parallel design
n=64 n=12

Treatment Period 1 Treatment Period
iTRE n=32 iTRE n=6
Placebo n=32 Placebo n=6

Discontinued
COVID-19 n=9
Lost to follow-up n=1
Study termination n=1
Withdrawal by subject n=4

Completed n=40

Treatment Period 2
iTRE n=29
Placebo n=26

Discontinued
Study termination n=3

Completed n=9

Summary of treatment exposures across both study designs
iITRE n=66
Placebo n=58

Calisma Periyodu 1 (n= 64)

Olum: 3

Calismadan geri cekilme: 6

Kalan; 55




TABLO I: KONU DAGILIMI

Randomised [ Adaptive design implemented
n=76 June 2022
Original crossover design Contingent parallel design
n=64 n=12

Discontinued Discontinued

I:hlaath n=3 Tr-ea’Eme nt Period 1 Trea?ment Period Study termination n=3
Withdrawal by subject n=6 ITRE n=32 ITRE n=6
Placebo n=32 Placebo n=6

Completed n=9

Completed n=55

Discontinued Treatment Period 2
COVID-19 n=9 iTRE n=29
Lost to follow-up n=1 Placebo n=26

Study termination n=1
Withdrawal by subject n=4

Completed n=40 Summary of treatment exposures across both study designs
iITRE n=66
Placebo n=58

o Eksik veriler icin dnceden belirlenmis kdr ara analiz, 25.
haftada birincil son nokta verilerinin >%15'inin eksik oldugunu
ortaya koydu ve bu da capraz tasarimdan kosullu paralel
tasarima gecisi tetikledi

e Calismanin sonlandirilmasi: 3
e Kalan: 9




TABLO I: KONU DAGILIMI

Discontinued
Death n=3
Withdrawal by subject n=6

Completed n=55

Randomised
n=r76

Original crossover design
n=64

Treatment Period 1
iTRE n=32
Placebo n=32

Discontinued
COVID-19 n=9

Lost to follow-up n=1
Study termination n=1
Withdrawal by subject n=4

Completed n=40

Treatment Period 2
iTRE n=29
Placebo n=26

Adaptive design implemented
June 2022

Contingent parallel design
n=12

Discontinued

Treatment Period Study termination n=3

ITRE n=6

Placebo n=6 Completed n=9

Summary of treatment expofures across both study designs
iTRE n=66
FlaCeDo Nn=58

Calisma Periyodu 2 (n= 55)

COVID-19: 9
Takipten ¢cikma: 1

Calismadan geri cekilme: 4
Calismanin sonlandirilmasi: 1

Kalan: 40

 TUmM calisma suresince
o COVID-19 nedeniyle tedavi birakilmasi: 27
o Calismanin erken sonlandirilmasi; 9
o Onamlarin geri ¢cekilmesi: 10
o Olim: 3
o Takipten ¢citkma: 1
o Sponsor tarafindan sonlandirma: 4




TABLO I: KONU DAGILIMI

Randomised [ Adaptive design implemented
n=76 June 2022
Original crossover design Contingent parallel design
n=64 n=12
DIE{G:P:IM‘J;d Treat t Period 1 Treat t Period Discontinued
eath n= _ reatment Perio reatment Perio Study termination n=3
Withdrawal by subject n=6 ITRE n=32 ITRE n=6
Placebo n=32 Placebo n=6 Completed n=9
Completed n=55
Discontinued Treatment Period 2
COVID-19 n=9 iTRE n=29
Lost to follow-up n=1 Placebo n=26
Study termination n=1
Withdrawal by subject n=4
Completed n=40 Summary of treatment exposures across both study designs

ITRE n=66
Placebo n=58

« Sonuc olarak her iki calismadaki tedavi maruziyetlerinin 6zeti

e 66 kisi iTRE
» 58 kisi plasebo




SONUCLAR

« Calisma, calismadaki risk profiline kiyasla genel olarak olumlu bir
faydanin olmamasi nedeniyle DSMC'nin 6nerisi Uzerine sonlandirild

* Toplam 41 hasta OLE'de devam etmeuyi secti (toplam randomize
popuUlasyonun %53,9'v ve calismayl tamamlayanlarin %83,7'si)




ETKINLIK

« 12. haftada, iTRE alan hastalar plaseboya benzer sekilde 6DYT'de bir
dusUs yasady

o Calismanin sonlandiriimasi ve uygun 6rneklem boyukligunun olmamasi
nedeniyle tam etkinlik analizleri tamamlanmadi




TABLO 2: 6 Dakikalk Yarume Testi (I12. Hafta)

TABLE 2 6-min walk distance (6MWD) (week 12) for the full analysis set

Original crossover Contingent parallel
iTRE (n=60) Placebo (n=52) iTRE (n=6) Placebo (n=6)
Baseline”
Patients (n) 38 42 3 4
6MWD (m)
Mean+sp 222, 71+77.80 228.60+75.21 232 3348529 2TT.50T6.9T7
Median 234.00 242 .50 268.00 293.00
Minimum —maximum 64.0-396.0 18.0-358.0 135.0-294.0 180.0-344.0
Week 127
Patients (n) 38 42 3 g
6MWD (m)
Mean+so 2182447429 223 45+87.22 252 6TH2.16 296.00+81.01
Median 224.00 233.50 276.00 289.50
Minimum—maximum 61.0-373.0 43.0-416.0 204.0-278.0 217.0-388.0
Change from baseline®
Patients (n) 38 42 3 4
6MWD (m)
Meantso —4.47+39.01 —5.14+50.71 20.33+116.9% 18.50+42.49
Median 0.00 0.00 8.00 24.50
Minimum—maximum —85.0-78.0 —176.0-124.0 —90.0-143.0 —35.0-60.0

iTRE: inhaled treprostinil. *: baseline is defined as the last non-missing value preceding the start of treatment;
Y. there were a few patients who had a drop in their MWD between screening and baseline visits such that
their baseline 6MWD values were below the inclusionary lower limit; *: includes study week 12 of blinded

treatment by study treatment; *: change from baseline=post-baseline value—baseline value.




TABLO 2: 6 Dakikalk Yarume Testi (I12. Hafta)

TABLE 2 6-min walk distance (6MWD) (week 12) for the full analysis set

Original crossover Contingent parallel
iTRE (n=60) Placebo (n=52) iTRE (n=6) Placebo (n=6)
Baseline”
Patients (n 38 42 3 4

222, T1+77.80 228.60+75.21 232 3348525 271507697

- - - e v 268.00 293.00
Minimum —maximum 64.0-396.0 18.0-358.0 135.0-294.0 180.0-344.0
3 g
2182447429 223 45+87.22 252 6TH2.16 296.00+81.01
viedian 4,01 L1 276.00 289.50
Minimum—maximum 61.0-373.0 43.0-416.0 204.0-278.0 217.0-388.0
Change from baseline®
Patients (n 38 42 3 4
—4.47+39.01 —5.14+50.71 20.33+116.9% 18.50+42.49
vrexite spuis ot 8.00 24.50
Mini mum—maximum —85.0-78.0 —176.0-124.0 —590.0-143.0 —35.0-60.0

iTRE: inhaled treprostinil. *: baseline is defined as the last non-missing value preceding the start of treatment;
Y. there were a few patients who had a drop in their MWD between screening and baseline visits such that
their baseline 6MWD values were below the inclusionary lower limit; *: includes study week 12 of blinded
treatment by study treatment; *: change from baseline=post-baseline value—baseline value.




GUVENLIK

* iTRE ile tedavi edilen hastalar plasebo maruziyetine kiyasla daha
yuksek oranda Advers Etki yasadi




TABLO 3: Tedavi ile ortaya gikan advers etkiler

TABLE 3 Treatment-emergent adverse events (TEAEs): safety population

Total TEAEs
Subjects with =1 TEAEs
SAEs
Subjects with =1 SAEs
TEAEs related to study treatment
Subjects with =1 TEAEs related to study treatment
TEAEs leading to treatment discontinuation
Subjects with =1 TEAEs leading to treatment discontinuation
TEAEs leading to study discontinuation

Subjects with =1 TEAEs leading to study discontinuation

Enrolled Randomised
iTRE iTRE" Placebo
(run-in) (blinded) (blinded)
(n=108) (n=66) (n=58)
165 178 122
67 (62.0) 47 (T1.2) 38 (65.5)
10 26 20
9 (8.3) 17 (25.8) 6 (10.3)
115 Tr 32
48 (44.4) 29 (43.9) 15 (25.9)
15 11 B
11 {10.2) 8 (12.1) 3 (5.2)
24 14 12
16 (14.8) 10 (15.2) 2 (3.4)

Data are presented as n or n (%). iTRE: inhaled treprostinil; SAE: serious adverse event. *: number of subjects
exposed to iTRE during 12-week blinded treatment period only, including washout period.




TABLO 3: Tedavi ile ortaya gikan advers etkiler

TABLE 3 Treatment-emergent adverse events (TEAEs): safety population

Enrolled Randomised
iTRE iTRE" Placebo
(run-in) (blinded) (blinded)
(n=108) (n=66) (n=58)
Total TEAEs 165 178 122
Subjects with =1 TEAEs 67 (62.0 47 (T1.2 38 (65.5
SAEs
Subjects with =1 SAEs 9 (8.3) 17 (25.8) 6 (10.3)
TEAEs related to study treatment 115 I 32
Subjects with =1 TEAEs related to study treatment 48 (44.4) 29 (43.9) 15 (25.9)
TEAEs leading to treatment discontinuation 15 11 6
Subjects with =1 TEAEs leading to treatment discontinuation 11 {10.2) 8 (12.1) 3 (5.2)
TEAEs leading to study discontinuation 24 14 12
Subjects with =1 TEAEs leading to study discontinuation 16 (14.8) 10 (15.2) 2 (3.4)

Data are presented as n or n (%). iTRE: inhaled treprostinil; SAE: serious adverse event. *: number of subjects
exposed to iTRE during 12-week blinded treatment period only, including washout period.

« Calisma sirasinda tedaviyle ortaya ¢ikan
toplam 56 ciddi AE (SAE) bildirildi




TABLO 3: Tedavi ile ortaya gikan advers etkiler

TABLE 3 Treatment-emergent adverse events (TEAEs): safety population

Enrolled Randomised
iTRE iTRE" Placebo
(run-in) (blinded) (blinded)
(n=108) (n=66) (n=58)
Total TEAEs 165 178 122
Subjects with =1 TEAEs 67 162.0 47 (T1.2) 38 (65.5)
SAEs 10 26 20
Subjects with =1 SAEs g (8.3) 17 (25.8) 6 (10.3)

e Tarama doneminde dUsuk doz iTRE alan
108 hastadan
o Ciddi Advers Etki yasayan hasta sayist: 9
m Akut Solunum Yetmezligi: 3
= KOAH Alevlenmesi: 2




TABLO 3: Tedavi ile ortaya gikan advers etkiler

TABLE 3 Treatment-emergent adverse events (TEAEs): safety population

Enrolled Randomised
iTRE iTRE" Placebo
(run-in) (blinded) (blinded)
(n=108) (n=66) (n=58)
Total TEAEs 165 178 122
Subjects with =1 TEAEs 67 (62.0) 47 (T1.2 38 (65.5)

SAEs 10 26 20
Subjects with =1 SAEs 9 (8.3) 17 (25.8) 6 (10.3)

 Randomize tedavi periyodu sirasinda iTRE
alan hastalardan
o Ciddi Advers Etki yasayan hasta sayist: 17
= KOAH Alevlenmesi: 3




TABLO 3: Tedavi ile ortaya gikan advers etkiler

TABLE 3 Treatment-emergent adverse events (TEAEs): safety population

Enrolled Randomised
iTRE iTRE" Placebo
(run-in) (blinded) (blinded)
(n=108) (n=66) (n=58)
Total TEAEs 165 178 122
Subjects with =1 TEAEs 67 (62.0) 47 (T1.2) 38 165.5

SAEs 10 26 20
Subjects with =1 SAEs 9 (8.3) 17 (25.8) 6 (10.3)

* Plasebo alan katiimcilardan
o Ciddi Advers Etki yasayan hasta sayisi: 6
m Akut Solunum Yetmezligi: 3
s Akut Miyokard EnfarktUsu: 2




TABLO Y: Tedavi ile ortaya gikan advers etkiler (genel populasyonun /H'ten fazlasinda)

TABLE 4 Treatment-emergent adverse events (TEAEs) occumring in =4% of the safety population

Enrolled Randomised
iTRE iTRE" Placebo
(run-in) (blinded) (blinded)
n=108 n=66 n=58
Total TEAEs 165 178 122
Subjects with =1 TEAEs 67 (62.0) 47 (71.2) 38 (65.5)
System organ class/preferred term
Gastrointestinal disorders 13 (12.0) 9 (13.6) 8 (13.8)
Nausea 2 (1.9) 3 (4.5) 1(1.7)
General disorders and administration site conditions 14 (13.0) 15 (22.7) 6 (10.3)
Fatigue 2 (1.9) T (10.8) 2 (3.4)
Chest discomfort 3 (2.8) 5 (7.6) 0
Infections and infestations 6 (5.6) 10 (15.2) 13 (22.4)
Upper respiratory tract infection 1(0.9) 2 (3.0) 4 (6.9)
Musculoskeletal and connective tissue disorders 4 (3.7) 6 (9.1) 9 {15.5)
Arthralgia 0 2 (3.0) 3 (5.2)
Jaw pain 0 115 3 (5.2)
Nervous system disorders 12 (11.1) 12 (18.2) 9 (15.5)
Headache 9 (8.3) T (10.6) 4 (6.9)
Dizziness 2 (1.9) 4 (6.1) 2 (3.4)
Respiratory, thoracic and mediastinal disorders 46 (42.6) 35 (53.0) 22 (37.9)
Dyspnoea 19 (17.68) 19 (28.8) 9 (15.5)
Cough 16 (14.8) 11 (16.7) 3 (5.2)
Oropharyngeal pain 9 (8.3) 3 (4.5) 2 (3.4)
Productive cough 5 (4.6) 4 {6.1) 2 (3.4)
COPD 5 (4.6) 6(9.1) 4 (6.9)
Hypoxia 4 (3.7 4 (6.1) 3 (5.2)
Throat irritation 5 (4.6) 3 (4.5) 0
Acute respiratory failure 3 (2.8) 0 3 (5.2)
Vascular disorders 4 (3.7) 5 (7.6) 1(1.7)
Hypotension 0 4 {6.1) 1(1.7)

Data are presented as n or n (%). iTRE: inhaled treprostinil. ": number of subjects exposed to iTRE during

12-week blinded treatment period only, including washout period.




TABLO 5: Hasta Olumlerinin Ozeti

TABLE 5 Summary of patient deaths|

Sex Age Baseline Cause of death Study Days Highest Relevant medical mPAP PVR PAWP Dica FEV, FEV/FVC
(years) MWD day after dose history (mmHg) (mmHg'min-L™) (mmHg) (% pred) (% pred) (%a)
(m) last (breaths)
dose
Male 20 121 Acute coronary 7 0 4 CAD (MI 2014), OSA, 41 6.59 12 23 40 32.59
syndrome at T2DM, atrial
home fibrillation
Male 55 121 Acute coronary 126 29 12 Right heart failure, 35 12 3 19 7 55.17
syndrome, abdominal
respiratory failure, distension
right ventricular
failure
Male 67 120 Hypoxic brain 5 3 3 CHF, hepatic 39 4.9 12 26 45 47.51
injury status post cirrhosis, chronic
unwitnessed respiratory failure,
cardiac arrest at severe anaemia
home
Female 68 110 Food aspiration 66 1 6 HIV, chronic 37 5.8 7 14 67 67.55
leading to hepatitis with
aspiration cirrhosis, DM
pneumonia

Female 64 116 COPD 100 30 12 Bipolar I, asthma, 40 & 12 14 73 44.3

exacerbation pre-DM

VErsus worsening
PH
Female 63 — Acute respiratory NA G 3 T2DM, asthma, OSA, 46 1.5 11 27 4 66.89

failure (sudden atherosclerosis, CKD

SOB at home,

coded in

ambulance)

Randomised MA MA MNA MA MA MA MA 46 6.9 12 35 46 47
subjects who (30-65) (4-16) (5-30) {(9-79)" (18-78) (24—69)
did not die
on study”

EMWD: 6-min walk distance; mPAP: mean pulmonary arterial pressure; PVR: pulmonary vascular pressure; PAWP: pulmonary arterial wedge pressure; Dyqn: diffusing capacity of the lung for
carbon monoxide; FEV,: forced expiratory volume in 1 s; FVC: forced vital capacity; CAD: coronary artery disease; MI: myocardial infarction; OSA: obstructive sleep apnoea; T2DM: type 2 diabetes
mellites; CHF: congestive heart failure; PH: pulmonary hypertension; DM: diabetes mellites; NA: not applicable; SOB: shortness of breath; CKD: chronic kidney disease. *: no baseline value
available (screening 6MWD was 132 m); ": data are presented as mean (minimum-maximum); *: screen fail.




* Toplamda alti 8lom vardi.
o Ucinde, 6lUm calismanin sonlandirilmasinin ana nedeniydi
o |kisi sonlandirldiktan sonra ancak takip sirasinda oldo
* BesiiTRE'ye atanan deneklerde randomizasyon asamasinda ve biri
dusUk doz iTRE almis bir denekte tarama suresi boyunca 6ldo
 Olumlerin hicbiri calisma ilaciyla iliskili olarak degerlendiriimedi ve
6 6lumden 2'si iTRE'nin son dozundan >7 gun sonra meydana geldi




CALISMANIN SONLANDIRILMASI

« 15 EylUl 2022'de DSMC, olumlu bir fayda ile risk arasindaki olumsuz
dengeuyi destekleyen kanitlarin toplami, yavas calisma katilimiyla ilgili
endiseler ve birincil son nokta icin yuksek derecede eksik veri temelinde
calismanin sonlandirilmasini dnerd;

 DSMC, iTRE'nin siddetli advers etkileri ve ilk veya uzun sureli hastaneye
yatislara yol acan AE'ler riskini artirdigina dair guclo kanitlar ve artan

bir 6l0m riski olduguna dair gosterge niteliginde kanitlar oldugunu
belirtti




CALISMANIN SONLANDIRILMASI

 DSMC, Tedavi Donemi 1 ve Tedavi Donemi 2'deki 6DY T'deki
degisikliklerin, iTRE maruziyetiyle plasebo maruziyetine gbre sayisal
olarak daha kéto oldugunu belirtti, ancak DSMC, calismanin kosullu
paralel tasarima gecmesi nedeniyle Tedavi Dénemi 2 6DYT verilerinin
nihai analizde dikkate alinmayacadini kabul etti

* Bu nedenle, calisma sponsor tarafindan DSMC'nin onerisine dayanarak

sonlandirildi




ANALIZ

« Aktif tedavide olumsuz yanitin gérilme sikhdi, plaseboda %27.6'ya (16/58)

Kiyasla %36,4 (24/66) idi

« Hiperinflasyon, gizli kalp yetmezligi veya bronkospazmin ¢alismanin olumsuz
sonuclarinda herhangi bir rol oynadigini duosunduren hicbir kanit yoktu.

» Calisma sirasinda olen hastalarin hepsinin akcigerlerinin karbon monoksit
(DLCO) icin baslangic difUzyon kapasitesi <%25 tahmin edildi




ANALIZ

 iTRE alan hastalarin %10,6'sinda (7/66) olasi bir yanit kaniti goroldo.

« Plasebo grubunda, ayni kriterlere gore "tedavi yaniti” gdsteren iki katihmci
(%3.,4) vardi

« Tedavi yaniti kaniti olan hastalarin baslangic mPAP'I >40 mmHg ve FEVT'
>%40 tahmin edildi




ANALIZ

» llginc bir sekilde, OLE calismasinda ilacin kesilmesinden sonraki 3 ay icinde
medyan (aralik) 9 (1-91) gunlUk bir sUrede o6len sekiz hasta vard

« Bu hastalardan 7/8'inin baslangic mPAP'I >40 mmHg ve 6/8'inin
baslangic PVR'si >7 WU idi




TARTISMA

* iTRE'nin PH-KOAH icin PERFECT calismasi, bugine kadar PH-KOAH'do
yapilmis en buyuk randomize, kontrollo calismalardan biridir

* Ancak, calisma iTRE ile pozitif bir faydaya dair kanit gostermedi ve
ortaya ¢ikan olumsuz bir fayda-risk profili calismanin erken
sonlandirilmasiyla sonucland




TARTISMA

» Pozitif bir tedavi faydasinin olmamasinin nedenleri belirsizligini koruyor

 Onceki raporlar, PH-COPD'de PH tedavisinin potansiyel faydasini
dogruluyor, ancak benzer buyuklUkteki tadalafilin tek diger randomize
calismasi da benzer sekilde negatifti

 PERFECT calismasinin tasarimi, hemodinamik esigin PH'nin taninan
taniminin Uzerinde olmasiyla pulmoner vaskUler fenotipi zenginlestirdi

(MPAP =30 mmHg ve PVR >4 WU)




TARTISMA

» Hastalara GOLD kriterlerine gore KOAH tanisi kondu ve fibrozu
dislamak icin bir baslangic¢ bilgisayarli tomografi taramasina girmeler:

gerekiyordu

 DLCO <%25 6ngodrulen hastalarin fayda gorme olasiliginin daha dusuk
oldugu ve PH tedavisiyle iliskili olabilecek veya olmayabilecek daha
yuksek olum riski altinda olduklari konusunda bazi fikirler verdi;
FEV1 >%40 6ngdrulen ve mPAP >40 mmHg olan PH-KOAH hastalarinin

fayda gdsterme olasiligr daha yuksek olabilir

W



TARTISMA

* Tedaviyle ortaya cikan AE'lerin insidansi her iki tedavi maruziyetinde de
nispeten benzer olsa da (iTRE %71,2'ye karsi plasebo %65,5), SAE

yasayan bireylerin sayisi plaseboya kiyasla aktif tedaviyle sayisal
olarak daha fazlaydi (%25,8'e karsi %10,3)




TARTISMA

» OksUruk, bas agrisi, hipotansiyon, orofaringeal agri, bogaz tahrisi ve
mide bulantisi AE'leri iTRE'nin bilinen yan etkileridir

* Ancak, burada degerlendirilen PH-KOAH popuUlasyonunda, aktif ve
plasebo arasinda secili AE'lerde dikkate deger bir fark meydana geldi
(6rn. dispne (%28,8'e karsl %15,5) ve yorgunluk (%10,6'ya karsi %3,4))




TARTISMA

« Calisma sUresince iki tedavi kolu arasinda ek oksijen akis hizlarindaki
deqisiklikle ilgili fark edilebilir bir fark yoktu

 Ozellikle, katilimcilarin %13'0 (10/76) ek oksijen kullaniminda bir
degisiklik bildirdi; bunlardan besi iTRE sirasinda ve besi plasebo tedavisi
sirasinda meydana geldi

» Bu dedisiklikler, yedi katiimcinin akis hizinin artmasi, 0cunin ise akis
hizinin azalmasiyla olusmustur




TARTISMA ol

» Calisma sirasinda gerceklesen alti 6lum (bu dlumlerden ikisi son dozdan
>4 hafta sonra gerceklesmistir) raporlama sirasinda ilgili calisma
arastirmacilari tarafindan ilaca atfedilmis olarak dederlendirilmemis
olsa da, bunlarin hepsinin iTRE alan hastalar olmasi dikkat cekicidir

e |ki 6lUm akut koroner sendroma atfedilmistir




TARTISMA

 Bu calismada birden fazla sinirlama vardir

 DSMC'nin endiselerinden biri, muhtemelen KOAH popUlasyonunda sinirli
PH tanisi nedeniyle calisma katiliminin yavas olmasiyd

* Yavas katilim, COVID-19 pandemisinin baslamasiyla daha da kdtulesti.

« 20 Mart 2020'de COVID-19, taramada bir duraklamaya ve 16 Nisan
2020'de calisma aktivitesinde genel bir duraklaomaya neden oldu

* Bu nedenle, 13 Mart 2020 itibariyla tedavi gbren hastalarda, 6zellikle

birincil son nokta olan 6DYT icin (yerinde degerlendirme gerektiren)
| temel veriler eksikti




SONUC

Y

hicbir iyilesme gostermedi

risklerinin potansiyel olum
erken sonlandirilmasini ha

~—

 iTRE alan hastalarin AE'ler, SAE'ler, olumler, tedavi sonlandirmalari ve
calisma sonlandirmalari icin plaseboya kiyasla sayisal olarak daho

fazla olay yasadigini gosterdi
« Ek olarak, iTRE ile tedavi edilen hastalar plaseboya kiyasla 6DYT'de

 Genel olarak, bu calisma PH-KOAH hastalarini iTRE ile tedavi etmenin

u faydalardan daha agir bastigini ve boylece

Il cikardigini gosterdi

W




Treatment with inhaled treprostinil (iTRE) in patients with moderate to severe pulmonary hypertension (PH) due to COPD

A contingent study was implemented based on missing data Patients on iTRE showed no improvement in 6MWD
comparable to placebo
Original crossover | Contingent parallel
" I
Original iTRE  Placebo iTRE  Placebo
crossover (n=60) (n=52) (n=6) (n=6)
Screening BBl Baseline
Washout Median 23400 24250  268.00  293.00
Placebo Placebo Week 12
Median 224.00 233.50 276.00 289.50
O O O Q O O O Change from baseline
Week Baseline 6 12 13 14 19 25 g
(2nd baseline) Median 0.00 0.00 8.00 24.50
350
Contingent 300 —
study 250 —
, 200
Scr.eenlng 11 150
iTRE 100
. 50+
n= 0 I I
) e O Baseline Week 12
Week Baseline 6 12 ——Original crossover iTRE —— Original crossover placebo
——Contingent iTRE2 —— Contingent placebo
'TRE Placebo Safety and conclusion: More patients on iTRE had an adverse response to treatment
The risk-benefit observations associated with iTRE in patients with PH-COPD did not support continuation of the
PERFECT study
The results of this study do not support iTRE as a viable treatment option in patients with PH-COPD

GRAPHICAL ABSTRACT Overview of the PERFECT study.



A contingent study was implemented based on missing data

Original
crossover
Screening @Al
iTRE
Cr O O O O O O
Week Baseline 6 12 13 14 19 25
(2nd baseline)
Contingent

study
Screening WGl
iTRE

O O
Week Baseline 6 12

Placebo
n=6

Pl

« Eksik verilere
dayall bir kosullu
calisma
uygulandi




Patients on iTRE showed no improvement in 6MWD
comparable to placebo : :
’ ’ « iTRE'deki hastalar
e Original crossover | Contingent parallel '
walked (m) 6DY T'de
iTRE  Placebo iTRE  Placebo
(h=60)  (n=52) (n=6) (n=6) plcseboga

Baseline : :
Median 234.00 242.50 268.00 293.00 kl UOS'O thbI r
Week 12 iyilesme
Median 224.00 233.50 276.00 289.50 y .
Change from baseline goste rmed;
Median 0.00 0.00 8.00 24.50
350+
300+ S
250+
200+
150 -
100 -

50+

0 I I
Baseline Week 12
—— Original crossover iTRE —— Original crossover placebo
Contingent iTRE2 —— Contingent placebo




iTRE Placebo

* iTRE kullanan
hastalardo
tedaviye daha
fazla olumsuz
yanit gorulda




SON SOzZ

 Bu calismanin sonuclari PH-KOAH tedavilerinin daha fazlo

arastiriimasini engellememelidir

» Gercekten de, yazarlarin ve sponsorun umudu, bu ¢calismadan PH-
KOAH'In karsilanmamis buyuk tibbi ihtiyacini karsilamak icin gelecekteki
basarili klinik deneme tasarimlarinin temellerinin atilmasina yardimci

olacak dersler cikarilacagdidir

-







