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Konvansiyonel Tedavi Se¢cenekleri
Steroidler, immiunstpresif/sitotoksik ajanlar, antifibrotikler
(kolsisin, D-penisilamin) tek basina veya kombine

Diger Antifibrotikler
Interferon gama, interferon beta, halfuginone, suramin, PGE2



IZLEM

Tedavi basladiktan 6 ay sonra
Eger hasta kotulesirse tedavi kesilmeli veya degistirilmeli (mevcut dozda
prednizona devam et ve sitotoksik ekle veya nakil veya alternatif tedavi 6ner

Eger hasta iyilesirse/stabil kalirsa kombinasyon tedavisine ayni ilaclarla devam
edilmeli

Tedavi basladiktan 12 ay sonra

Eger hasta kotllesirse tedavi kesilmeli veya degistirilmeli (nakil veya
alternatif tedavi distintlmeli)

Eger hasta iyilesirse/stabil kalirsa kombinasyon tedavisine ayni ilaclarla
devam edilmeli

Tedavi basladiktan >18 ay sonra

Klinik yanit ve yan etki durumuna gore tedavi bireysellestirilmeli

Sadece iyilesme/stabilizasyon gorilen olgularda tedavi siresiz
olmali
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Table 2. Comparison of Recommendations in the 2015 and 2011 Idiopathic Pulmonary Fibrosis Guidelines

Agent 2015 Guideline 2011 Guideline

New and revised recommendations

Al VAL AT W ATTANT ] TECOMTIHTISeNCIATNCT AClAIT] - slaielinielars =M THTIETI A TICN T ACAN -

Combination prednisone + azathioprine +  Strong recommendation against use Conditional recommendation against use
N-acet gine

Selective endothelin receptor antagonist Strong recommendation against use Not addressed
(ambrisentan)

Imatinib, a tyrosine kinase inhibitor with Strong recommendation against use* Not addressed
one target

Nintedanib, a tyrosine kinase inhibitor Conditional recommendation for use’ Not addressed

with multiple targets
Pirfenidone Conditional recommendation for use* Conditional recommendation against use
ual endothelin receptor antagonists onditional recommendation agains use' rong recommendation against use

(macitentan, bosentan)
Phosphodiesterase-5 inhibitor (Sildenafil) Conditional recommendation against use*  Not addressed

Unchanged recommendations
| Antiacid therapy Conditional recommendation for use* | Conditional recommendation for use*

N-acetylcysteine monotherapy Conditional recommendation agamnst use'  Conditional recommendation against use’
Antipulmonary hypertension therapy for Reassessment of the previous Conditional recommendation against use*
idiopathic pulmonary fibrosis-associated recommendation was deferred
pulmonary hypertension
Lung transplantation: single vs. bilateral Formulation of a recommendation for Not addressed
lung transplantation single vs. bilateral lung transplantation
was deferred
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1. Solunumsal bulgulari iyilestirmek amaciyla antiasit kullanimi
onerilmiyor (kosullu oneri, cok distk kalitede kanit).

* Antiasit ilaclarin hem IPF hem de GER hastaligi olan hastalar icin
uygun olabilecegi vurgulaniyor

2. Solunumsal bulgulari iyilestirmek amaciyla IPF’li hastalara antirefli
cerrahi onerilmiyor (kosullu 6neri, cok dusuk kalitede kanit).

* Hem IPF hem de GER semptomlari olan hastalarda antirefli cerrahisi
uygun olabilir.



Time

Diagnosis of
IPF

~

TREATMENT CONSIDERATIONS

PHARMACOLOGICAL
* Nintedanib
* Pirfenidone

NONPHARMACOLOGICAL
* Oxygen supplementation

(if hypoxemic)
* Pulmonary rehabilitation

COMORBIDITIES
* Pulmonary hypertension
* Gastroesophageal reflux
* Obstructive sleep apnea
* Lung cancer

SYMPTOM CONTROL
* Palliative care

L

for lung transplantation at diagnosis

It increased risk of mortality, evaluate J
&

MONITOR FOR DISEASE FRDEHESSIDH\’I

Consider pulmonary function testing and
the 6-minute-walk test every 4-6 months or
sooner if clinically indicated

Consider annual HRCT if there is clinical
suspicion of worsening or risk of lung cance:

Consider an HRCT if there is concern for an
acute exacerbation

Consider a CT pulmonary angiogram if there
is a clinical concern for pulmonary embolism

ACUTE EXACERBATION
Corticosteroids

RESPIRATORY FAILURE DUETO
PROGRESSION OF IPF

. 4

Patients should be made aware of available clinical trials for possible enroliment at all stages

N




IPF Tanisi konduktan sonra;

1. Tedaviye ne zaman baslanmali?
2. Hangi antifibrotik tercih edilmeli?

3. Kombinasyon tedavilerinin yeri var mi?

4. Hangi asamada tedavi etkisiz kabul edilmeli? Tedavi sonlandirilmali
mi?



Tedavi ne zaman baslanmalidir?



IPF tanisi konur konmaz antifibrotikler baslanmali

IPF Antifibrotic
therapy

+CTD-ILD
« Hypersensitivity > Antifibrotic
pneumonitis therapy
« Unclassifiable ILD
Combination
r A\ Al r % N r oy a Y
Clinical monitoring Immunomodulatory Antifibrotic
Stable patient therapy or combined
Low risk of progression immunomodulatory and
antifibrotic therapy
>

Disease trajectory with progressive fibrosis

Johannson KA, et al. Lancet 2021




Lung tunction decline

IPF’nin klinik seyri degisken

Initial stability followed by slow progression

\‘\H__%_Slow progression

B =

Rapid progression

Death

Podolanczuk AJ, et al. ERJ 2023



IPF’de progresif FVC kaybi vardir
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Percent Survival

FVC azalmasi mortalite ile iliskilidir
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IPF’nin prognozu kotudur
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Adjusted annual rate (SE) of decline in

FVC (mifyear)

Hastaligin evresi tedavi yanitini degistirmez

FVC <90% predicted FVC >90% predicted (a) FVC <50% FVC>50%
predicted at baseline predicted at baseline
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Ulkemizde SUT Kosulu

SGK Etkin kodu: SGKGA9

Teghis kodu: 05.03- Diffiiz Interstisyel Akcifjer Hastaliklan
ICD kodhr: J84.1 - ldiyopatik Pulmoner Fibrozis

Baglama Kriteri: Karbonmonoksit difiizyon kapasitesi (DLCO) =%.30, Forced Vital Kapasitesi (FUC) #%50 iken akciger bivopsisi ve/veya toraks yiksek ¢izinirikil bilgissyarh tomografi (HRCT) Ae IPF tanis konmug
va burunia birlicte bad dolkusu belirtaglen sgmndan dederendiniimig hastalarda antifibrotik tedend baglanr. Sadlik lurulu raporunda DLCO ve FVC degersrinin yan simg

a) HRCT ile tar konuldu ise gonintillere raporunun tarih ve sayis: veya

b) Akciger bivopsisi ile tarm konuldu ise patoloji raporunun tarih ve sayisiile birlikte bag dokusu belirteclen negatif olan hastalarda bu durumun belirtilmesi, bag dokusu belirte ¢leri pozitif olan

Devam Kriteri: Hastalar her 12 ayda bir yeniden degerlendirilmelidin, Bu degeriendirmelerds;
a) FVUC degerinde bir Snceki saglik kurulu raporu degerine gore (ataklar diginda) = 10 disme diigme olmasi ilaca yantszlik olarak kabul edilir ve tedavi sonlandnir,
b) Tedavinin devami igin diizenlenen raporlarda ilag baglama kriterler aranmaz. Tedavinin devamu icin FVC degerinde bir dnceki saglk kurulu raporu degerine gare (ataklar diginda)
= %10 diigme dilgme olmadi§i her raporda belirtilmelidir.

Raporun Diizenlenecedi Saglk Kurumu U iincl basamak sagli kurumlan

Raporu Diizenleyecek Hekimler: En az iic gogiis hastaliklan uzman hekimi

Rapora istinaden Regete Yazabidecek Heldmler: Tiim gogiis hastaliklan urman hekimlerince recetelenir

Maksimum Rapor Siress: 1 1|



Hangi antifibrotik tercih edilmelidir?



TABLE 4 Comparison of antifibrotic agents

Pirfenidone Nintedanib
Number of tablets [85] 312" 2
Side effects [86-88] Nausea, anorexia, weight loss, Diarrhoea, weight
photosensitivity, rash, elevated loss, elevated
liver enzymes liver enzymes
Outdoor occupation/hobby [86] +

Anticoagulation therapy [89]

Ischaemic heart disease [87, 89]

Cost [90]"

Newly planned/major surgery [91]

Impact on quality of life [85]

Prevention of acute exacerbation and/or +
respiratory-related hospitalisations [92-94]

A “+” possibly denotes the preferred drug of choice. ™: pill burden will vary, depending on the strengths
available in different countries; *: it is important to understand that the cost of these drugs varies across
countries, insurance providers and healthcare providers (public versus private).

Rajan SK, et al. Eur Respir J Rev 2023



Pirfenidone

e Gucli CYP1A2 inhibitoriu kullananlarda (Fluvoksamin, enoxacin)
pirfenidon dozu 3x1 olmali

* Orta derecede CYP1A2 inhibitoru kullananlarda (ciprofloksasin)doz
3x2 olmali

* Omeprazol, tetrasiklin kullanilmamali

e Greyfurt suyu icilmemeli

* Sigara icimi tedavi stresince biraktiriimali

* Agir karaciger ve bobrek yetmezliginde baslanmamali!!!



Nintedanib

* Es zamanli ketokonazol, eritromisin, rifampin, karbamazepin, fenitoin
kullanimindan kacinilmal

e Sigara biraktirilmal

* Orta ve agir KC yetmezliginde kullanilmamali

* Hafif KC yetmezliginde 100 mg 2x1 onerilir

 Hafif/orta bobrek yetmezliginde doz ayarina gerek yok

* Agir bobrek yetmezliginde kullanimina iliskin yeteri veri yok



Gi

Deri

KC

Pirfenidon ile ilgili yan etki gelistiginde nasil tedavi edelim?

Dozu azalt/kes, sonrasinda yavas titrasyon ile tam doza
ulas
Proton pompa inh

Agir fototoksisite varliginda steroid/silver sulfadiazin ile
tedavi et

Rash varliginda dozu azalt/kes, sonrasinda yavas titrasyon
ile tam doza ulas

AST ve ALT >3 -<5xULN ve semptom yoksa veya
hiperbilirubinemi yoksa, degerler normale donene kadar
doz azaltilabilir/kesilebilir

AST ve ALT >3 -<5xULN ve hiperbilirubinemi eslik ediyorsa
pirfenidonu kalici olarak kes

AST ve ALT >5xULN ise pirfenidonu kalici olarak kes

Lanchester LH, et al. Eur Respir Rev 2017; 26: 170057



Nintedanib tedavisi altinda diyare gelisirse nasil tedavi edelim?

Glinde < 4 diskilama

Giinde 4-6 diskilama

Giinde >7 diskilama, yasami tehdit
eden bulgular, diski tutamama

Loperamid (2-4 saatte bir max
16mg/giin)

Loperamid basla
Diyare >72 saat siirerse iv sivi ve
elektrolit replasmanini diisiin

Ustteki 6nerilere ek olarak enfeksiy6z

koliti diskilamak i¢in gaita ornegi calis,
gerekli ise hastaneye yatir, ayirici tani

icin gastroenterolog ile goriis

Nintedanib’e devam

Semptomatik tedaviye ragmen diyare
devam ederse Nitedanib’i kes
Diuizeldikten sonra 100 mg olarak basla
Uygun oldugunda 4 hf icinde 150 mg’a
¢tk

Diizelene kadar Nintedanib’i kes
Diizeldikten sonra 100 mg olarak basla
Klinik bozulmazsa 4 hafta icinde 150
mg’a ¢ik

Eger bu siddette tekrar diyare
goriilliirse Nintedanib’i kalici olarak kes



Kombinasyon tedavilerinin yeri var mi?



JOURNAL ARTICLE
Nintedanib with Add-on Pirfenidone in Idiopathic
Pulmonary Fibrosis. Results of the INJOURNEY Trial

Carlo Vancheri &, Michael Kreuter, Luca Richeldi, Christopher J. Ryerson, Dominique 4-5 hf stire ile 150 mg Nintedanib 2x1
Valeyre, Jan C. Grutters, Sabrina Wiebe, Wibke Stansen, Manuel Quaresma, Susanne o .

Cowaecer . Show mome kullanan, FVC>%50 olan IPF hastalari
American Journal of Respiratory and Critical Care Medicine, Volume 197, Issue 3, February 12 hafta sure Ile Nlntedanlb'l'Plrfenldone,
2018, Pages 356-363, https://doi.org/10.1164/rccm.201706-13010C Sadece Nintedanib

Published: 01 February 2018  Article history v

Kombinasyon tedavisi alan 53 hastanin 37’sinde (%69.8),

Sadece nintedanib kullanan 51 hastanin 27’sinde (%52.9) GIS yan etkisi
Nintedanib Predoz plazma konsantrasyonunda degisiklik yok

12. haftada FVC degisikligi kombinasyon grubunda -13.3 (17.4) m|,
nintedanib grubunda -40.9 (31.4) ml



®

Original Article F Thorae Dis 2023;15(11):5913-5921 | https-//dx.doi.org/10.21037/jtd-23-946

Safety and tolerability of combination treatment with pirfenidone
and nintedanib in patients with idiopathic pulmonary fibrosis: a
systematic review and meta-analysis

Jonghoo Lee*, Jae-Uk Song®

191 hastanin dahil edildigi 4 klinik calisma

Calisma sliresince hastalarin %29’u tedaviyi birakiyor
Ciddi yan etki orani %10, herhangi bir yan etki orani %82
En sik GIS yan etkisi goérilUyor

Hastalarin %7’sinde akut atak (+)



Nintedanib Combined With Pirfenidone in
Patients With Idiopathic Pulmonary

Fibrosis or Progressive Pulmonary Fibrosis:
A Long-Term Retrospective Multicentre
Study (Combi-PF).

Corentin Meersseman, Elisa Martinez Besteiro, Nicolas Romain-Scelle, Bruno Crestani, Sylvain

Marchand-Adam, Hilario Nunes, Lidwine Wémeau-Stervinou, Raphael Borie, Rémi Diesler,

Claudia Valenzuela, Vincent Cottin, Orphalung network

Archivos de bronconeumologia. Oct 10, 2025. Epub Oct 10§ 2025.

Cok merkezli, retrospektif calisma

38 hasta (%84.2’si IPF)

Hastalarin %84.2'sinde yan etki (%28.9’unda ciddi yan etki); kilo kaybi (%52.6), diyare
(%36.8), karin agrisi (%28.9)

Hastalarin %26.3’lGinde tedavi kesilmis

Ortalama kombinasyon tedavi stiresi 12.8 ay

FVC kaybi tedavi baslamadan 6nce -26.7 ml, kombinasyon tedavisi sirasinda -11.1 ml/ay
Ortalama survey 28.5 ay



Tedavi kesilmeli mi?



JOURNAL ARTICLE
Effect of Continued Treatment with Pirfenidone > Lung. 2016 Oct;194(5):739-43. doi: 10.1007/500408-016-9912-1. Epub 2016 Jul 4.

Following a >10% Relative Decline in Percent . . . e .
Predicted Forced Vital Capacity in Patients with First Data on Efficacy and Safety of Nintedanib in

Idiopathic Pulmonary Fibrosis (IPF) Patients .w1th Ile]_Z?Eltth Pulmonary FIPIOSIS and
Steven D. Nathan, MD, Carlo Albera, MD, Ulrich Costabel, MD, PhD, lan Glaspole, MD, FOICEd Vltal CaPaCltY Of 550 0/0 Of PI'EdlCtEd Value

Marilyn Glassberg, MD, Lisa Lancaster, MD, David J. Lederer, MD, MS, Carlos A. Pereira,

: 1 : 2 3 Wi 3 e 4
PhD, Jeffrey Swigris, MD, Bann-Mo Day, BS ... Show more Wim A Wuyts ', Martin Kolb <, Susanne Stowasser @, Wibke Stansen 2, John T Huggins %,

Ganesh Raghu ?
American Journal of Respiratory and Critical Care Medicine, Volume 193, Issue

Supplement_1, May 2016, Page A4995, https://doi.org/10.1164/ajrccm-
conference.2016.193.1_MeetingAbstracts.A4995
Published: 01 May 2016

CAPACITY ve ASCEND calismalarinin subgrup analizi; tedavinin 6. ayinda
FVC'de >%10 diisme olanlar tedaviye devam ettiklerinde FVC kaybindaki
disme ve 6lUm riski tedaviyi birakanlara gore daha disuk

INPULSIS-ON calismasinda; FVC >%50 olanlarda (n=558) 48 hafta sonunda
FVC degisikligi -87.9 ml, FVC <%50 olanlarda (n=24) -62.3 ml|



Pharmacological Treatment of Idiopathic Guidelines

- . . espiration Received: July 4, 2024
Pulmonary Fibroses: S2k Guideline of the German 50710, 200054085 Mg b AT
Respiratory Society

Jiirgen Behr?® Francesco Bonella® Bjorn Christian Frye€ Andreas Giinther®
Lars Hagmeyer® Joérg Henes™ Philipp Klemm®9 Dirk Koschel”

Michael KreuterJ Gabriela Leuschner® Dennis Nowak® Antje Prasse'
Bernd Quadder™ Helmut Sitter™ Ulrich Costabel®

R19 Recommendation

1 In the light of the high mortality of IPF, an antifibrotic

therapy which is well tolerated by the patient shall be
continued without limitation or until Iung
fransEIanfa’Eion, possibly including a switching

between the two approved drugs

Consensus strength 100%

R20 Recommendation

1 The antifibrotic treatment shall be discontinued when
side effects, in spite of symptomatic therapy, dose
reductions, or temporary interruptions of treatment,
cannot be controlled

Consensus strength 100%




Ulkemizde Tedaviyi Kesme Kosulu

SGK Etkin kodu: SGKGA9

Teghis kodk: 05.03- Diffiiz Interstisyel Akciger Hastaliklan

ICD kodur J84.1 - ldiyopatik Pulmoner Fibrozis

Baglama Kriteri: Karbonmonoksit difiizyon kapasitesi (DLCO) %30, Forced Vital Kapasitesi (FUC) #%30 iken skcifer bivopsisi ve/veya toraks yiksek ¢dzunGriikli bilgissyark tomografi (HRCT) ile IPF tarss konmug
we bununia birlite bag dokusu belirteglen agrsndan degedendinimiy hastalarda antifibrotik tedav baglaner Saglk kurulu raporunda DLCO ve FVC dederiennin yan s,

a) HRCT ile tars konuldu ise gorintilleme raporunun tarih ve saymi veya

b) Akciger bivopsisiile tant konuldu ise patoloji raporunun tarih ve sayisiile birlikte bag dokusu belirtegleri negatif olan hastalarda bu durumun belirtitmesi, bag dokusu belirtecleri pozitif olan
hastalarda romatolojk a¢idan degerlendirilerek bag dokusu hastabde akciger tutulumunun olmadigmn belirtilmesi gerekmektedir.

Devam Kriteri: Hastalar her 12 ayda bir yeniden degerlendirilmelidi. Bu degerendirmelerde;
a) FVC degerinde bir Snceki saglk kurulu raporu degerine gore (ataklar diginda) -~ 10 - - diigme olmasiilaca yanrtszlk olarak kabul edilir ve tedavi sonlandindir.

b) Tedavinin devamu igin ditzenlenen raporlarda ilag baglama kriterleri aranmaz. Tedavinin devam icin FVC degerinde bir nceki kurulu raporu degerine ataklar diginda
: tﬂlﬂﬁimﬁrr*ﬂihwhﬁ% e e gore ( )



Yeni Tedaviler



Neden yeni tedavilere ihtiyac var?

Mevcut ilaclar;

* Fibrozisi tedavi etmiyor, fonksiyon kaybi hizini yavaslatiyor
* Mortalite Uzerine etkileri sinirli

* Semptom kontrollinu saglamada etkileri sinirli

e Tedavi yaniti (DLCO, YRBT'de fibrozisin kantitatif 6lcimu, yturime testi
sonuclari, yasam kalitesi anketleri) Gzerine etkileri sinirli

* Hastalarin %40’1 yan etki nedeni ile ilaclari birakiyor
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Nerandomilast in Patients with Idiopathic Pulmonary Fibrosis

Luca Richeldi, M.D.,* Arata Azuma, M.D.,*? Vincent Cottin, M.D.,* Michael Kreuter, M.D.,** Toby M. Maher, M.D.,’#
Fernando ). Martinez, M.D.,? Justin M. Oldham, M.D.,'° Claudia Valenzuela, M.D.,"
Emmanuelle Clerisme-Beaty, M.D.,'? Maud Gordat, M.Sc.,”* Daniel Wachtlin, M.Sc.,**Yi Liu, Ph.D.,*s
Christina Schlecker, M.D.,'*s Susanne Stowasser, M.D..}? Donald F. Zoz, M.D.,'” and Marlies S. Wijsenbeek, M.D.,*

for thq FIBRONEER-IPF Trial fnvestigators*




Cift-kor, randomize, plasebo kontrolli,

faz 3 calisma
36 lilke, 332 merkez

1720 Patients were assessed for eligibility

1177 Underwent randomization

543 Were excluded
495 Did not meet inclusion criteria
or met exclusion criteria
30 Withdrew consent
13 Had an adverse event
5 Had other or unknown reason

392 Were assigned to receive
nerandomilast, 18 mg twice daily

1
392 Were assigned to receive
nerandomilast, 9 mg twice daily

393 Were assigned to placebo

318 Did not prematurely discontinue
nerandomilast, 18 mg twice daily,
before wk 52

74 Prematurely discontinued nerando-
milast, 18 mg twice daily
52 Had adverse event
22 Had other reason

324 Did not prematurely discontinue
nerandomilast, 9 mg twice daily,
before wk 52

68 Prematurely discontinued nerando-
milast, 9 mg twice daily
41 Had adverse event
27 Had other reason

320 Did not prematurely discontinue
placebo before wk 52
73 Prematurely discontinued placebo
40 Had adverse event
1 Had protocol deviation
32 Had other reason

e

31 Did not complete 52-wk
observation period

e

v

| 361 Completed 52-wk observation period || 366 Completed 52-wk observation period |

26 Did not complete 52-wk
observation period

L

40 Did not complete 52-wk
observation period

353 Completed 52-wk observation period




Table 1. Characteristics of the Patients at Baseline.*

Nerandomilast, Nerandomilast,
18 mg 9 mg Placebo

Characteristic (N=392) (N=392) (N =393)
Male sex — no. (%) 323 (82.4) 317 (80.9) 337 (85.8)
Age —yr 70.3+£7.8 70.5+7.8 69.9+7.5
Weight — kg 76.3+£14.0 76.1+15.8 77.5£14.5
Smoking status — no. (%)

Never smoked 109 (27.8) 119 (30.4) 113 (28.8)

Former smoker 272 (69.4) 263 (67.1) 275 (70.0)

Current smoker 11 (2.8) 10 (2.6) 5(1.3)
Time since diagnosis of IPF — yr 3.6:£2.8 3.5£2.6 3.522.7

Mean value — ml 2827+758 2837+781 2864+805

Percentage of predicted value 79.0£16.7 77.3+18.3
DLco — percentage of ! ' 51.5£17.5 51.7+£15.5 49.4:+15.8
Background antifibrotic treatment — no. (%)

Nintedanib 178 (45.4) 184 (46.9) 173 (44.0)

Pirfenidone 127 (32.4) 120 (30.6) 133 (33.3)

None 87 (22.2) 88 (22.4) 87 (22.1)

Supplemental oxygen therapy — no. (%) 90 (23.0) 68 (17.3) 90 (22.9)




52 haftanin sonunda Nerandomilast FVC kaybini plaseboya gore anlamli derecede azaltiyor

A Overall Trial Population
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Antifibrotik kullananlarda/kullanmayanlarda benzer etki

B Patients Not Taking Background Antifibrotic Therapy
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Sekonder sonlanimlar lizerinde anlamh etki yok

Table 2. Time-to-Event End Points up to First Database Lock.*

MNerandomilast, Nerandomilast,
18 mg 9 mg Placebo
End Point (N=392) (N=392) (N =393) Hazard Ratio (95% Cl)

MNerandomilast, MNerandomilast,
18 mg, vs. Placebo 9 mg, vs. Placebo

number with event (percent)
Key secondary end point

First acute exacerbation, hospitalization for 85 (21.7) 79 (20.2) 30 (20.4) 1.17 (0.86-1.59)1 1.03 (0.75-1.41)%
a respiratory cause, or death

Other secondary end points

Acute exacerbation or death 50 (12.8) 51 (13.0) 49 (12.5) 111 (0.75-1.65)  1.12 (0.76-1.67)
Hospitalization for a respiratory cause or death 75 (19.1) 68 (17.3) 73 (18.6) 1.13 (0.82-1.56)  0.98 (0.70-1.36)
Death 21 (5.4) 26 (6.6) 28 (7.1) 081 (0.46-1.43)  1.03 (0.60-1.76)
Absolute decline in percentage of predicted 94 (24.0) 107 (27.3) 111 {28.2) 0.84 (0.64-1.10)  0.96 (0.74-1.25)

value of FVC of =10 percentage points from
baseline or death

Absolute decline in percentage of predicted 59 (15.1) 59 (15.1) 66 (16.8) 0.88 (0.62-1.26)  0.98 (0.69-1.41)
value of DLco of >15 percentage points
from baseline or death




Table 3. Adverse Events over a Period of 52 Weeks.*

Event Category All Patients
Nerandomilast
18 mg Img
(N=392) (N=392)
Any event 372 (95) 364 (93)
Most frequent
events
Diarrhea 162 (41) 122 (31)
Cough 55 (14) 65 (17)
Covid-19 51 (13) 59 (15)
URT infection 49 (12) 39 (10)
Dyspnea 509 39 (10)
Nasopharyngitis 35(9) 40 (10)
Condition aggra- 38 (10) 32 (%)
vated
Weight decreased 40 (10) 509
Events leading to
discontinu-
ation of trial
regimen
Any 55 (14) 46 (12)
@
Event leading to in- 76 (19) 72 (18)
terruption of
trial regimen
Serious events]
Any 117 (30) 121 (31)
Fatal event 6(2) 16 (4)

No Background Antifibrotic Therapy Background Nintedanib Therapy Background Pirfenidone Therapy

Placebo Placebo Placebo Placebo
(N=1393) Nerandomilast (N=87) Nerandomilast (N=173) Nerandomilast (N=133)
18 mg 9mg 18 mg 9mg 18mg 9mg
(N=87) (N=28) (N=178) (N=184) (N=127) (N=120)

number of patients (percent)

371 (94) 79 (91) 77 (88) 83 (95) 174 (98) 175 (95) 163 (94) 119 (94) 112 (93) 125 (94)
63 (16) 23 (26) 15 (17) 7 (8) 110 (62) 91 (49) 46 (27) 29 (23) 16 (13) 10 (8)
65 (17) 4 (10 £1(12) 5 (1)) 31 (18) 25 (20) 25 (21) 30 (23)
45 (11) 14 (16) 8(9) 5 (6) 17 (10) 30 (16) 21 (12) 20 (16) 21 (18) 19 (14)
40 (10) 13 (15) 10 (11) 39 24 (13) 17 (9) 14 (8) 12 (9) 12 (10) 18 (14)
50 (13) 6(7) 2(2) 12 (14) 14 (8) 21 (11) 23 (13) 15 (12) 16 (13) 15 (11)
44 (11) 8 (9) 9 (10) 12 (14) 17 (10) 19 (10) 19 (11) 10 (8) 12 (10) 13 (10)
40 (10) 7 (8) 3(3) 10 (11) 18 (10) 16 (9) 17 (10) 13 (10) 13 (11) 13 (10)
30 (8) 6 (7) 1(1) 5 (6) 28 (16) 24 (13) 19 (11) 6 (5) 10 (8) 6 (5)
42 (11) 6(7) 7(8) 7 (8) 38 (21) 31 (17) 22 (13) 11(9) 8(7) 13 (10)

2(1) 1(1) 0 0 23 (13) 4(2) 2(1) 0 3(2) 0
56 (14) 11 (13) 12 (14) 13 (15) 48 (27) 45 (24) 21 (12) 17 (13) 15 (12) 22(17)

131 (33) 20 (23) 22 (25) 28 (32) 56 (31) 62 (34) 50 (29) 41 (32) 37 (31) 53 (40)

18 (5) 0 3(3) 7(8) 4(2) 9(5) 5(3) 2(2) 4 (3) 6 (5)
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52 haftanin sonunda FVC kaybi Treprostinil kullananlarda daha az

(7= PR .. U WU
&) Treprostinil
£ -S04
(=
E
E
£ 1004
£ -100
.
O Ob““’;‘* ) Placebo, ~136.4 ml
O Imputed median | (g50; ¢ _172 5 10 -104.0)
O
_150 I | 1 | | 1
0 4 8 16 28 40 52
Week
MNo. at Risk
Treprostinil 298 271 253 235 232 212 203
Placebo 295 259 255 251 238 226 212

Figure 2. Change over Time in Absolute Forced Vital Capacity.

Shown are changes from baseline in the absolute forced vital capacity (FVC)
over the 52-week trial period. The data include values obtained at trial visits,
as well as the median calculated with imputed values at week 52.
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Antifibrotik kullananlarda/kullanmayanlarda benzer etkinlik

A Change in FVC among Patients not Receiving Background
Antifibrotic Therapy

B Change in FVC among Patients Receiving Background
Nintedanib Therapy
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Table 2. Primary and Secondary End Points.

End Point
Primary end point

Median estimated change in absolute FVC,
baseline to week 52 (95% Cl) — mli

Secondary end points

Clinical worsening — no. of patients (%)
Any clinical-worsening event
Death from any cause
Hospitalization due to respiratory cause

Relative decline of 210% in percentage
of predicted FVC

Exacerbation of IPF — no. of patients (%)

Treprostinil
(N =298)

-49.9
(-79.2 to -19.5)

81 (27.2)
4 (1.3)
30 (10.1)
47 (15.8)

Placebo
(N=295)

-136.4
(-172.5 to ~104.0)

115 (39.0)
3 (1.0)
38 (12.9)
74 (25.1)

17 (5.8)

Death by week 52 — no. of patients (%

Median estimated change in 9 of predicted
FVC, baseline to week 52 (95% Cl)
— percentage points

Median estimated change in K-BILD total
score, baseline to week 52 (95%
Cl)f*=

Median estimated change in % of predicted
DLco, baseline to week 52 (95% Cl)
— percentage pointsy

-1.4 (-2.2 to -0.5)

-1.0 (-1.9 t0 0.0)

-2.8 (-4.1t0 -2.0)

24 (8.1
-3.8 (4.8 to -3.1)

-2.6 (-3.7 t0 -0.8)

-4.1 (-5.5t0 -3.2)

Hodges-Lehmann
Estimate Hazard Ratio
(95% C1)* (95% CI)f
95.6
(52.2to 139.0)§

0.71 (0.53 t0 0.95)]

0.54 (0.24 to 1.22)
0.77 (0.42 to 1.41)
2.7 (1.5 to 4.0)

2.3 (0.5 to 4.1)

1.9 (0.1 to 3.8)
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Deupirfenidone plaseboya kiyasla FVC’de daha az azalmaya neden oluyor

1:1:1:1 randomizasyon

550 mg TID deupirfenidone
(n=65)

825 mg TID deupirfenidone
(n=63)

801 mg TID pirfenidone
(n=61)

Plasebo (n=65)

Primer sonlanim: 26.
haftada FVC degisikligi

A. Change from Baseline in Forced Vital Capacity (FVC) over 26 Weeks by Bayesian Analysis

n
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Adjusted difference, 62.29 mL
[95% Cl, -6.13 to 115.73); posterior probability of superiority=0.985

Adjusted Mean (SE) Change from Baseline
in FVC {mL) over 26 Weeks

Placebo Pooled
TID Deupirfenidone TID
(N=65) (N=128)



825 mg TID Deupirfenidone kullananlarda plaseboya gore FVC kaybi anlamli derecede az

Adjusted Mean (SE) Change from Baseline

C. Change from Baseline in Forced Vital Capacity (FVC) over 26 Weeks by Frequentist Analysis

in FVC (mL) over 26 Weeks
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TID 550 mg TID 825 mg TID TID
(N=65) (N=65) (N=63) (N=61)



Adverse Event during Treatment, Including the 28 Day Follow-up Period, According to Treatment Arm.

Adverse Event® Placebo Pirfenidone 801 | Deupirfenidone 550 | Deupirfenidone 825
TID mg TID mg TID mg TID
(N=65) (N=63) (N=65) (N=64)
n (%) n (%) n (%) n (%)
Gastrointestinal 16 (24.6) 33 (52.4) 23 (35.4) 34 (53.1)
disorders
Nausea 5(7.7) 17 (27.0 11 (16.9) 13 (20.3)
261 5i123) Sia1)
Diarrhea 6(9.2) : 7 (10.8) 5(7.8
500 (6
Constipation 1(1.5) 1(1.5) 3(4.7
Vomiting 0(0) 5(7.7) 1(1.6)
Respiratory disorders 23 (35.4) 12 (19.0) 13 (20.0) 15 (23.4
7 (10.8) 3(4.8) 1(1.5)
IPF 10 (15.4) 2(3.2) 3 (4.6) 4 (6.3)
Dyspnea 4(6.2) 3(4.8) 2(3.1) 1(1.6)

In conclusion, in this active- and placebo-controlled, dose-finding, phase 2b trial, treatment with

deupirfenidone 825 mg TID preserved lung function and demonstrated a favorable safety profile

in patients living with IPF.



ATLAS Study: Phase 1B with APO1

Interstitial lung disease
To cite: West A,
Original research Chaudhuri N, Barczyk A, et al.
Thorax 2023;78:882-889.

Inhaled pirfenidone solution (APO1) for IPF}a
OPEN ACCESS

randomised, open-label, dose—response trial

Alex West,' Nazia Chaudhuri,* Adam Barczyk,” Margaret L Wilsher,* Peter Hopkins,”
lan Glaspole,® Tamera Jo Corte,”® Martina Sterclova,” Antony Veale,'” Ewa Jassem,"’
Marlies S Wijsenbeek,' Christopher Grainge, '’ Wojciech Piotrowski,"

Ganesh Raghu,'>'®"” Michele L Shaffer,"® Deepthi Nair,"® Lisa Freeman, ' Kelly Otto, '

A Bruce Montgomery'®

50mg QD (n=45) vs 100mg BID (n=46) inhaler pirfenidon kullanilan
acik etiketli calisma

Oral pirfenidone veya nintedanib kullanmayan IPF hastalari

FVC %40-90, DLco %30-90, FEV1/FVC = %70




COMPLETED

e _ Randomized to 100mg BID (n=45) Randomized to 50mg QD (n=46)
ATLAS Trial in IPF Patients |
Study complete Transitioned to 100mg by DSMB (n=31)
Data published in Thorax in March 2023 .

Rolled over to OLE (n=20) Rolled over to OLE (n=21)
I |

Open-Label Extension (OLE) /
Compassionate Use IPF & ILD Trial

- All patients on 100 mg BID dose
= Initiated June 2021
- Some patients from ATLAS on APO1 for 4.5+ years




Change from Baseline FVC % predicted

100 mg BID APO1 FVC degerinde stabilizasyon sagliyor

50 mg QD slope —=— 50 mg QD
100 mg BID slope —=— 100 mg BID

Slope: -0,4%*

=

46 32 25 34 31 27 26 33 28
42 34 31 31 28 26 26 26 28
O 4 8 12 16 20 24 36 48

Week




Inhaler Pirfenidone oral antifibrotikler ile karsilastirildiginda 1 yillik
FVC kaybini azaltmada daha etkili

Avalyn AP01 Oral pirfenidone Oral nintedanib

| [ S EE S TN

ATLAS? CAPACITY-12 CAPACITY-22 ASCEND? INPULSIS-14 INPULSIS-24 INBUILD>

46* 42% 174 174 173 171 277 278 204 309 219 329 o 332




100 mg BID doz alanlarin %70’inde YRBT’de fibrozis alanlari
azaliyor/stabil kaliyor

Whole Lung Volume

QLF

QLF Volume

QLF= Kantitatif akciger fibrozisi




100 mg BID doz alanlarin YRBT’de buzlu cam alanlari azaliyor/stabil kaliyor

Coronal Sagittal

)
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|
w
<
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@ Ground Glass (QGG) Reticulation (QLF) Honeycombing (QHC)




Oral pirfenidone tedavisine kiyasla daha iyi tolere ediliyor

Most Frequent AEs: AP01 vs Oral Pirfenidone

1

Mausea Rash Fatigue Diarrhea  Dyspepsia Headache Dizziness URTI* Abdominal Decreased
Pain Appetite

Pooled Historic Datal- | AP01-002 ATLAS Trial#

| | oral Placebo (n=624) || | APo1 (nhaled Pirfenidone), 50mg QD (n=46)
|| | oral Pirfenidone, 801mg TID (n=623) | | | APo1 (nhaled Pirfenidone), 100mg BID (n=45)




AP02, inhaler Nintedanib

A Double-blind, Placebo-controlled, Randomized Phase 1 Study to Evaluate Safety, Tolerability, and

Pharmacokinetics After Single or Repeat Twice-daily Doses of AP02, a Nebulized Formulation of Nintedanib
M. Palacios’, R. Boone' , S. Pham' , H. M. Lazarus' , C. S. Conoscenti’, and M. Rhodes'

'Avalyn Pharma Inc., Cambridge, MA, United States. ‘ t ATS 2 O 2 5

_4.0 mg QD

b

8.0 mg QD 4.0 mg BID

|
v

4.0 mg QD BAL 8.0 mg BID




AP02, en yiiksek dozda bile (8 mg BID) kandaki ila¢ diizeyi; oral forma
gore yaklasik 10 kat daha az

PK MAD: Day 7 Difference from oral
Parameter
2mg BID 4mg BID 8mg BID 2mg BID 4mg BID 8mg BID
Crnax 1.08 1.94 3.11 32 -30-fold -17-fold -10-fold
(ng/mL) (83.1%) (84.9%) (58.7%)
pAUCO0-24 6.54 14.1 22 363 -56-fold -26-fold -17-fold
(hr*ng/mL) (59.5%) (55.5%) (44.9%)




APO02 8 mg BID iyi tolere ediliyor

Placebo Cohort 6 Cohort 7 Cohort 8
(n=6) (n=6) (n=6) (n=6)

_ Placebo 2 mg BID AP02 4 mgBID AP02 8 mg BID AP02
TeAes o | 3 |32
0 1(16.7) 3 (50.0) 2 (33.3)
o e : o
o 10e) : :
: o e
: : 1wen o
: : 1wen) o
o 106) o :

Ciddi yan etki, bronkospazm, oksijen saturasyonunda disme yok,
FEV1, oksuruk veya diyarede anlamli degisiklik yok



A Randomized, Double-Blind, Placebo-Controlled, Phase 2 Trial Evaluating the Safaty and Efficacy of AP02 in IPF

Hasta Poplilasyonu

c AP02 4 mg BID (n=60)

>40 yas K/E 5

Treatment-naive IPF ES; _
hastalari :

Placebo BID (n=60)

Daha 6nce oral
nintedanib/pirfenidon
kullanmis olabilir

ancak intoleran Primer Sonlanim: Arastirma ile ilgili sonlanimlar
v el geu Oksiirik siddetinde rakamsal skala
12. hafta sonunda FVC degisikligi degisiklii
Sekonder Sonlanim: Leicester 6ksuruk anket skorunda

Hastalik progresyonuna kadar gecen siire ~ 9e8isiklik

g . Pul fibrozis il
12. haftada YRBT'de akciger fibrozis skor askr:t?:jg sIkSSZIZinziKEE?m
degisikligi



IPF TEDAVISI

Diagnosis of IPF -+
Y Y Y Y
Antifibrotic Symptom Risk factor Assessment and Other
treatment management mitigation treatment
- v ¥ > Pulmonary —»  Smoeking cessation Sleep study or o Lungtransplant
Nintedanib Pirfenidone rehabilitation » nocturnal oximetry to evaluation
| Exposure avoidance evaluate OSA/SDB
- Cough ; Clinical trial
suppression - Vaccination - Weight management enrolment
and nutrition
Supplemental Support groups
[ Antireflux
rygan —» measures in patients > SHEEEREY and education
with abnormal GOR hypertension
— Palliative care Advanced
—» GORD directives
¥
lZLE M Monitor disease course with clinical assessment at 3-4-month intervals, including
— physical exam, spirometry, Dycoaq and walk test variables
]
L 4 v
Disease stability Disease progression
L
v v
Acute decline Gradual decline
v v
Continue current Consider acute Reassess all treatment

Podolanczuk AJ, et al. ER) 2023

# Chest HRCT and CTA

»

Consider systemic
corticosteroids
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