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Please cite ths aricle as: Ryerson C), Adegunsoye A, Picwsechi S, er al. Update of the
Internatsonal Multidisciplinary Classification of the Interstitial Pneumonsas: An ERS/ATS
Statement ) Eur Respir J 20254m press (hitps://dororg/10.1183/13993003.00 1 58-2025).
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TEDAVI YONETIMINDE SINIFLAMA

FENOTIPE GORE
1. Primer Fibrotik (IPF) Sijmme:
: ﬁTyg:rl;Ensitivity Antifibrotic
; : Dndassfable 1D N

2. Inflamasyon Baskin (Sarkoidoz, KDH-IAH vb) , - SaBA

’CIir;icaI!I;:nitoring‘ ' tmmuno:;dulatory ‘ ‘ Anti;;rotic 1
= il 1 i _ta epatient_ therapy ) or combined

3. Karma-llerleyici Pulmoner Fibrozis (PPF) R e i e i
Disease trajectory with progressive fibrosis >

Johannson KA, et al. Lancet 2021



Nishioka Y, et al. Inflammation
and Regeneration 2024
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FENOTIPE GORE

1.Primer Fibrotik (IPF)
2. Inflamasyon Baskin (Sarkoidoz, KDH-IAH vb)

3. Karma-llerleyici Pulmoner Fibrozis (PPF)
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Sizin & esiniz, Sizin e ongreniz.

An Official ATS/ERS/JRS/ALAT Clinical Practice Guideline: Treatment

of Idiopathic Pulmonary Fibrosis
An Upaate of the 20 Inical Practice Guideline

Ganesh Raghu, Bram Rochwerg, Yuan Zhang, Carlos A. Cuello Garcia, Arata Azuma, Juergen Behr, Jan L. Brozek,
Harold R. Collard, William Cunningham®, Sakae Homma, Takeshi Johkoh, Fernando J. Martinez, Jeffrey Myers,
Shandra L. Protzko, Luca Richeldi, David Rind, Moisés Selman, Arthur Theodore, Athol U. Wells, Henk Hoogsteden,

and Holger J. Schinemann; on behalf of the ATS, ERS, JRS, and ALAT
This guideline is dedicated to the memory of Mr. William Cunningham (June 7, 1935-October 23, 2014)

This orFFciaL CunicaL PracTice GUIDELINE oF THE AMERICAN THORACIC SociETY (ATS) was APPROVED BY THE ATS, May 2015, THe Eurorean RESPIRAIGE
Sociery (ERS), ArriL 2015, THE Jaranese Respratory SocieTy (JRS), ArPRIL 2015, anp THE Latin AmeRican THoracic Associamon (ALAT), Arrill 2015



Table 2. Comparison of Recommendations in the 2015 and 2011 Idiopathic Pulmonary Fibrosis Guidelines

Agent

New and revised recommendations

Anticoagulation (warfarin)

Combination prednisone + azathioprine +
N-acetylcysteine

Selective endothelin receptor antagonist
(ambrisentan)

Imatinib, a tyrosine kinase inhibitor with
one target

2015 Guideline

Strong recommendation against use*
Strong recommendation against use’

Strong recommendation against use’

Strong recommendation against use*

Nintedanib, a tyrosine kinase inhibitor
with multiple targets
Pirfenidone

Conditional recommendation for use*

Conditional recommendation for use*

ual endothelin receptor antagonists
(macitentan, bosentan)
Phosphodiesterase-5 inhibitor (Sildenafil)
Unchanged recommendations

Conditional recommendation against use’

Conditional recommendation against use*

| Antiacid therapy

Conditional recommendation for user'

N-acetylcysteine monotherapy

Antipulmonary hypertension therapy for
idiopathic pulmonary fibrosis-associated
pulmonary hypertension

Lung transplantation: single vs. bilateral
lung transplantation

Conditional recommendation against use’
Reassessment of the previous
recommendation was deferred

Formulation of a recommendation for
single vs. bilateral lung transplantation
was deferred

2011 Guideline

Conditional recommendation against use’
Conditional recommendation against use’

Not addressed
Not addressed

Not addressed

Conditional recommendation against use’

Strong recommendation against use”
Not addressed
Conditional recommendation for use?

Conditional recommendation against use'
Conditional recommendation against use*

Not addressed
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Sizin Se esiniz, Srzin £ M}FMI'I. -

AMERICAN THORA
DOCUMENTS

Idiopathic Pulmonary Fibrosis (an Update) and Progressive

Pulmonary Fibrosis in Adults
An Official ATS/ERS/JRS/ALAT Clinical Practice Guideline

a Ganesh Raghu, Martine Remy-Jardin, Luca Richeldi, Carey C. Thomson, Yoshikazu Inoue, Takeshi Johkoh,
Michael Kreuter, David A. Lynch, Toby M. Maher, Fernando J. Martinez, Maria Molina-Molina, Jeffrey L. Myers,
Andrew G. Nicholson, Christopher J. Ryerson, Mary E. Strek, Lauren K. Troy, Marlies Wijsenbeek, Manoj J.
Mammen, Tanzib Hossain, Brittany D. Bissell, Derrick D. Herman, Stephanie M. Hon, Fayez Kheir, Yet H. Khor,
Madalina Macrea, Katerina M. Antoniou, Demosthenes Bouros, Ivette Buendia-Roldan, Fabian Caro, Bruno
Crestani, Lawrence Ho, Julie Morisset, Amy L. Olson, Anna Podolanczuk, Venerino Poletti, Moises Selman,
Thomas Ewing, Stephen Jones, Shandra L. Knight, Marya Ghazipura, and Kevin C. Wilson; on behalf of the
American Thoracic Society, European Respiratory Society, Japanese Respiratory Society, and Asociacion
Latinoamericana de Torax

THIS OFFICIAL CLIMICAL PRACTICE GUIDEL - e THE AERICAN THORSCIC SocieTy, Eurorean BESPIRATORY SocieTy, JaranesE RESPIRATORY SOCIETY, AMD
Asociacion Laminoasericans DE Toraf Ferruary 2022
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Sizin & esiniz, Sizin e ongreniz.

Evidence-based Recommendations
for Treatment of IPF

We suggest not treating patients with IPF
with antacid medication for the purpose of
improving respiratory outcomes
(conditional recommendation, very low
quality evidence). Remarks: Antacid

We suggest not referring patients with
IPF for antireflux surgery for the purpose of

improving respiratory outcomes
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Non-IPFILDs

« CTD-ILD

* Hypersensitivity
pneumonitis

» Unclassifiable ILD

— > 23

a1

r Al ir Al r

Clinical monitoring Immunomodulatory Antifibrotic
Stable patient therapy or combined
Low risk of progression immunomodulatory and

antifibrotic therapy
>

Disease trajectory with progressive fibrosis

Antifibrotic
therapy

Antifibrotic
therapy

Combination
therapy

Johannson KA, et al. Lancet 2021
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Lung tunction decline

Sizin Se esIniz, Sz ongreniz,

IPF’nin klinik seyri degisken

Initial stability followed by slow progression

Slow progression

Rapid progression

Progression after AE

Death
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IPF’de progresif FVC kaybi vardir
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FVC azalmasi mortalite ile iliskilidir
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Ley B, et al. Am J Respir Crit Care Med 2011 Years
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p =

Hastaligin evresi tedavi yanitini degistirmez

FVC <90% predicted FVC >90% predicted (a) FVC <50% FVC>50%
predicted at baseline predicted at baseline
n=472 n=315 n=166 n=108 of INPULSIS®-ON of INPULSIS®-ON
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Kolb M, et al. Thorax 2017 Wuyts WA, et al. Lung 2016




Hangi Antifibrotik?

TABLE 4 Comparison of antifibrotic agents

Pirfenidone Nintedanib
Number of tablets [85] 3-12° 2
Side effects [86-88] Nausea, anorexia, weight loss, Diarrhoea, weight
photosensitivity, rash, elevated loss, elevated
liver enzymes liver enzymes
Qutdoor 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
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Pirfenidone

e Gucli CYP1A2 inhibitora kullananlarda (Fluvoksamin, enoxacin)
pirfenidon dozu 3x1 olmal

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

* Omeprazol, tetrasiklin kullanilmamali

e Greyfurt suyu icilmemeli

e Sigara icimi tedavi stresince biraktiriimali

* Agir karaciger ve bobrek yetmezliginde baslanmamali!!!
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Nintedanib

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

e Sigara biraktirilmali

* 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



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 ¢izinirilkil bilgissyarh tomografi (HRCT) Ae IPF taris konmug
ve bununia birlicte baj dokusu belirtecier sgmsndan degerlendirimeg hastalarda antifibrotik tedanvi baglaner. Sagli lurulu raporunda DLCO ve FVC degertarinin yamn sirs;

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 belirtecleni negatif olan hastalarda bu durumun belirtilmesi, bag dokusu belirte cleri pozitif olan

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

Raporun Diizenlenecegi Saglk Kurumue Uciinei basamak saglk kurumlan

Raporu Diizenleyecek Hekimler: En az (¢ gogis hastalklan uzman hekimi

Rapora istinaden Regete Yazabdecek Hekimler: Tim gagiis hastaliklan urman hekimlerince regetelenir

Maksimum Rapor Siress: 1 il



IPF TEDAVISI

# Chest HRCT and CTA

Consider systemic
corticostencids

Podolanczuk AJ, et al. ERJ 2023

Diagnosis of IFF
¥ L 4 ¥ ¥ ¥
Antifibrotic Symptom Risk factor Assessment and Other
treatment management mitigation treatment
: *
- : — »  Pulmonary —#  Smoking cessation Sleep study or Lung transplant
Mintedanib Pirfenidone rehabilitation * nocturnal oximetry to evaluation
—#  Exposure avoidance evaluate OSA/SDB
Cough Clinical trial
suppression > e o Weight management ennolment
and nutrition
\ Supplemental Arkinetiue ol > Suppaort Broups
vE #| measures in patients »* Ll and education
with abnormal GOR hyperbension
—# Palliative care Advanced
" GORD directives
h
o
IZ L E M Monitor disease course with clinical assessment at 3—4-month intervals, including
IZ> phyysical exam, spirometry, & ppag) and walk test variables
[
¥ L 4
Disease stability Disease progression
I
v v
Acute decline Gradual decline
r ¥ v
Continue current Consider acute Reassess all treatment
treatment exacerbation modalities
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FENOTIPE GORE

1. Primer Fibrotik (iPF)

2. inflamasyon Baskin (Sarkoidoz, HP, KDH-IAH vb)

3. Karma-ilerleyici Pulmoner Fibrozis (PPF)

IPF Antifibrotic
therapy

Non-IPF ILDs
«CTD-ILD
» Hypersensitivity > Antifibrotic
pneumonitis therapy
= Unclassifiable ILD
Combination
J therapy
" hl r " Al - e s
Clinical monitoring Immunomodulatory Antifibrotic
Stable patient therapy or combined
Low risk of progress i0|| immunomodulatory and

antifibrotic therapy
>

Disease trajectory with progressive fibrosis

Johannson KA, et al. Lancet 2021
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IAH’de Farmakoterapi

Hizlh reverzibl iAH igin kisa siireli tedavi Yavas progrese iAH icin uzun donemli tedavi

Is there potential for
rapidly reversible ILD? Is there potential to slow

future progression?

r's

Major considerations for short-term pharmacotherapy decisions

Major considerations for long-term pharmacotherapy decisions

e.g. moderate- to high-dose glucocorticoid therapy
- = No immediate therapy Immunomodulatory therapy Antifibrotic therapy
Clinical features Acute or subacute worsening over days to weeks
Radiological features Significant ground-glass or organising pneumonia on HRCT 4
Pathological features Significant cellularity or organising pneumonia on biopsy Reassess disease behaviour and response to therapy -

Ryerson, et al. ERJ 2021



immiinmodiilator tedaviyi ne zaman diistinelim?

omod i Brap NSIP Tlplk HP
Clinical Progressive or severe symptoms
features Significant or progressive lung function
abnormalities

Younger age

Female sex

Clinical or serological CTD features

HP exposure

Radiological | Substantial extent of disease

features NSIP or typical HP pattern

Ground-glass opacities {especially with
subpleural sparing)

Absence of honeycombing, severe
traction bronchiectasis, coarse reticular
opacities

Pathological | BAL lymphocytosis

features Interstitial cellularity
Lymphoid follicles
Noninfectious, non-necrotising
granulomatous inflammation
Organising pneumonia e o AN

L P 0
T < L
e
DEwun AW e

o

L

I
4

Ryerson, et al. ERJ 2021



Immiinmodiilatér/immiinsiipresif Tedavi

Her zaman faydali mi?

Table 1. Best published evidence with objective lung function data in ILDs for each drug.

Drug Condition studied Efficacy observed?® Level of References
evidence®
Prednisone Eosinophilic pneumaonia Improvement in FVC B Philit et al.”
Sarcoidosis Improvement in FVC, DLCO c Paramothayan and Jone
HP [non-fibrotic] Improvement in FVC, DLCO C De Sadeleer et al.?
S5c _ c Steen ef al.0
Mycophenolate mofetil  S5c Improvement in FVC A Tashkin et al."!
HP Stabilization of FVC B Morisset et al.'?
Improvement in DLCO
CTD-ILD Improvement in FVC, DLCO & Fischer et al."?
Sarcoidosis C Hamzeh et al.'
Azathioprine HP B Morisset et al.'?
Improvement in DLCO
Sarcoidosis Improvement in FVC, DLCO B Vorselaars et al.'®
CTD-ILD Stabilization of FVC, DLCO C Boerner et al.'
55c Stabhilization of FVC A Haoyles et al.1?
Methotrexate Sarcoidosis Improvement in FVC, DLCO B Vorselaars et al.'®
RA-ILD Protective against ILD B Juge et al.’8
development
Cyclophosphamide 55¢ Improvement in FVC A Tashkin et al.!
NSIP Stabilization of FVC, DLCO C Corte et al."?
Rituximab SSc Improvement in FVC A Sircar et al.?0
Sarcoidosis Stabilization of FVC B Sweiss et al.?!
CTD-ILD Improvement in FVC B Duarte et al.Z?

R o b B e e



Fibrotik iIAH’de steroidlerin yeri var mi?

Corticosteroid therapy in fibrotic interstitial lung disease: EAgree W Unsure W Disagree

a modified Delphi survey

Klinisyen akciger patolojisinin inflamatuar bir procese bagli oldugunu diisiintiyorsa fiAH tedavisinde
steroid baslanmalidir

@

Pulmoner inflamasyon kaniti olmasa da altta yatan hastaligin inflamatuar oldugu biliniyorsa fiAH
tedavisinde steroid baslanmalidir

0 Steroid tedavisi baslanmadan 6nce pulmoner inflamasyonu degerlendirmek i¢cin HRCT ¢ekilmelidir
Steroid tedavisi baslanmadan 6nce pulmoner inflamasyonu degerlendirmek icin her zaman BAL
yapilmalidir

Steroid tedavisi baslanmadan 6nce inflamatuar bulgulari degerlendirmek i¢cin her zaman akciger
biyopsisi yapilmahdir
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0 Steroid tedavisi baslanmadan 6nce olasi tedavi yanitini degerlendirmek igin her zaman solunum
fonksiyon testleri (spirometri ve DLCO) yapilmalidir

0 Eger BAL yapildiysa >%30 lenfositoz varligi steroid tedavisinin baslanmasini kuvvetle destekler
Eger BAL yapildiysa %20-30 lenfositoz varligi steroid tedavisinin baslanmasini kuvvetle destekler

HRCT’de traksiyon bronsektazisi olmaksizin konsolidasyon ve buzlu cam alanlarinin varligi steroid
kullanimini destekler

o Eger steroid baslanacaksa oral yol tercih edilmelidir, iv steroidler akut atak ve MDAS sendromu
gibi durumlar icin diisinilmelidir

o Eger steroid baslanacaksa 10-50 mg/giin dozda uygulanmalidir

Steroid tedavisi baslandiktan sonra 3 ay icinde tedaviye devam edilip edilmeyecegi (yan etkiler,
tedavi yaniti) degerlendirilmelidir



UASH 2026

AKCIGER SAGLIGI KONGRES] @A%

25-28 MART 2026

Sueno Deluxe Hotel, Belek/Antalya Siein Sesiniz, Sizin Nongrentz...

E
g
:
-
E

Kimlere Uzun Siireli immiinsiipresif Tedavi?

Uzun siireli tedaviden fayda gorecekler Uzun sireli tedaviden fayda gormeyecekler
OP paterni UIP paterni

NSIP paterni lleri yas

Miyozit-IAH Rekiirren infeksiyon

Genc yas Klinik/fizyolojik dizelme olmaksizin yan etki
Daha 6nce immunsupresif tedaviye yanit riski artanlar

alinanlar

Imminstpresif tedavi kesildiginde AC dis|
semptomlarda artis olanlar

Rajan SK, et al. Eur Respir J Rev 2023



Hangi Hastada Hangi immiinsiipresif?

Table 2. Suggested approach to treatment by condition.s

Condition

CTD-ILD, IPAF

Treatments

Approach

Prednisone

MMF

AZA

RTX
CYC
RA-ILD MTX

Tocilizumab

[ ]

CYC
RTX

Tocilizumab

Methylprednisolone pulse

CYC

RTX
AZA

Van den Bosch L, et al. Ther Adv Respir Dis 2022

First line0.31.32.41

First line with prednisgne or
second line!3.40.41.7%

First line with prednisone or
second line!®

Third line22.62.63.68
Third line3880

Second line if required for joint
disease®' 8

Fourth line®
First line!
Second line!"-?
Third line20.64
Third line®

First line®>

First lines?
Second line’-8¢

Third line [maintenance only)®’



M I Prednisone I First line®*

MMF Second line™
AZA Second line®
CYC Third line'7#9
Table 2. (Continued]
Condition Treatments Approach
First line®?
Chronic HP MMF Second line'243
AZA Second linel2.43.44
MTX Second line'>#*
AZA Second line'®
RTX Third line?!
Infliximab Third line™
Fibrosing organizing pneumonia First line®
MMF Second line®!
CYc Second line®

Prednisone First line’

osinophilic pneumonia

|
|
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FENOTIPE GORE

1. Primer Fibrotik (iPF)

2. Inflamasyon Baskin (Sarkoidoz, KDH-IAH vb)

3.ilerleyici Pulmoner Fibrozis (PPF)
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Progressive pulmonary fibrosis

\\ ~INSIP
. (14.9-36.0%)

Chronic
fibrotic HP /
(1.5-47.3%)

N CTD-ILDs
\\ (1.8-34.8%)

|PF
(13.7-38.6%)

7/ ulLD
v -
7 (0:2-30.9%)

Sarcoidosis
(7.8-44.7%)

Drug-ind uced
ILD
(0.3-5.0%)

Other ILDs
(0.7-18.9%)

Rajan SK, et al. Eur Respir J Rev 2023



Progresyonu ongoren faktorler var mi?

Table 2. Prognostic factors associated with the progression of CTD-ILDs, fHP, and fibrosing occupational ILDs.

Prognostic RA-ILD® SSc-ILD? IIM-ILD3441.42 fHP%? Fibrosing occupational
factors ILD%-%
Demographic - + Male sex Older age + Male sex Occupation
characteristics Older age * Smoking Prior experience
African-American ethnicity waorking with artificial
Smoking stone processing
Clinical = « [Diffuse skin involvernent with + Acute and * GAP score  Abnormalities of the
characteristics elevated Rodnan index scores at subacute =4 pleura
diagnosis onset = CCI=3
+ Poorly controlled
gastroesophageal reflux disease
Presence of arthritis
Time of disease evolution [first
3years)
Pulmonary o Dl., <54% at Basal FVC = 70% » Decreased s Basceline -
function tests baseline Basal DL, not due to other FVC Dlco
=10% decrease causes = Reduced * DLgp <50%
in FVC during e Decrease =10% in FVC during single-breath
follow-up follow-up or a fall in its values Dlgo
5%-%9% with a deterioration of
DLgo =15%
Laboratory + FElevated + FElevated levels of C-reactive = = + Fibronectin and
parameters levels of IL-6, protein and KL-é and anti- angiotensin-converting
KL-6, and anti- Scl 70 antibody and anti-RNA enzyme levels
citrullinated polymerase Il antibody positivity + Erythrocyte
protein sedimentation rate
antibodies * Serum levels of
inflammatory mediators
[e.g., IL-8, lactate
dehydrogenase, and
alpha-1 antitrypsin)
HRCT s Extensive * Ground-glass - + Radiographic

pulmonary
involvernent
in HRCT of the
chest

« =20% of fibrotic changes on
HRCT

opacities

« FExtensive
fibrosis on
HRCT

abnormalities
+ Complicated silicosis in
CT images

Huang H, et al. Ther Adv Respir Dis 2024



Idiubﬁ'thic Pulm::rnary Fbrnsis (an pdae) and Prngressiv

Pulmonary Fibrosis in Adults
An Official ATS/ERS/JRS/ALAT Clinical Practice Guideline

IPF disi iAH olan ve radyolojik olarak pulmoner fibrozis bulgulari olan bir hastada, alternatif bir
aciklama olmaksizin gecen yil icinde asagidaki 3 kriterden 2’sinin varliginda PPF tanisi konur

Am J Respir Crit Care Med Vol 205, Iss 9, pp e18-e47, May 1, 2022

1. Solunumsal semptomlarda kotlilesme
2. Fizyolojik progresyon (en az biri)

a. 1 yillik takipte FVC 2%5 disme
b. 1 yilhik takipte DLCO>%10 diisme

3. Radyolojik progresyon (en az biri)

a. Traksiyon bronsektazi/bronsiolektazi yayginlik veya siddetinde artis
b. Traksiyon bronsektazisi ile birlikte yeni buzlu cam opasitesi

c. Yeni ince retikulasyon

d. Retiktler anomalilerin yayginhginda veya kalinhginda artis

e. Yeni veya artmis bal petegi

f. Lober volim kaybinda artis
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Evidence-based Recommendations I_Ni”ffdﬂ"ib;l

for Treatment of PPF, Other than IPF We suggest nintedanib for the
treatment of PPF in patients who

WE recommend further have failed standard management for
research into the efficacy, effectiveness, and fibrotic ILD, other than IPF
safety of pirfenidone in both 1) non-IPF ILD (conditional recommendation, low-
manifesting PPF in general and 2) specific quality evidence). Remarks: Standard
types of non-IPF ILD manifesting PPF. We recommend research into the

efficacy, effectiveness, and safety of

nintedanib in specific types of non-
IPF ILD manifesting PPF.
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EUROPEAN RESPIRATORY JOURNAL
REVIEW
S5.K. RAJAN ET AL.

Progressive pulmonary fibrosis: an expert group consensus
statement

Sujeet K. Rajan @, Vincent Cottin @, Raja Dhar’, Sonye Danoff', Kevin R. Flaherty®, Kevin K. Brown®,
Anant Mohan’, Elizabeth Renzoni®, Murali Mohan®, Zarir Udwadia'®, Padmanabha Shenoy'?,

David Currow*?, Anand Devraj**?, Bhavin Jankharia'®, Ritu Kulshrestha'®, Steve Jones'®, Claudia Ravaglia’’,
Silvia Quadrelli'®, Rajam Iyer'?, Sahajal Dhooria ®°, Martin Kolb ®**** and Athol U. Wells****

‘Bombay Hospital Institute of Medical Sciences and Bhatia Hospital, Mumbai, India. “National French Reference Coordinating Center
for Rare Pulmonary Diseases, Louis Pradel Hospital Hospices Civils de Lyon, Université Claude Bernard Lyon 1, INRAE, Member of
ERN-LUNG, Lyon, France. “CK Birla Hospitals, Kolkata, India. “Johns Hopkins School of Medicine, Baltimore, MD, USA. *University of
Michigan, Ann Arbor, MI, USA. “Department of Medicine, National Jewish Health, Denver, CO, USA. "All India Institute of Medical
Sciences, New Delhi, India. *Royal Brompton Hospital/Imperial College London, London, UK. *Narayana Health, Bengaluru, India.
“Breach Candy Hospital, Mumbai, India. *'Department of Rheumatology, Centre for Arthritis and Rheumatism Excellence, Kochi,
India. ““University of Technology, Sydney, Australia. ’Department of Radiology, Royal Brompton Hospital, London, UK. “*Picture This
b;j Jankharia, Mumbai, India. *Department of Pathology, Vallabhbhai Patel Chest Institute, University of Delhi, Delhi, India.
**European Idiopathic Pulmonary Fibrosis Federation (EU-IPFF), Peterborough, UK. ”Pulmunnlogy Unit, GB Morgagni Hospital/
University of Bologna, Forli, Italy. "*Hospital Britanico de Buenos Aires, Buenos Aires, Argentina. ""Bhatia Hospital and PD Hinduja
Hospital, Mumbai, India. ““Department of Pulmonary Medicine, Postgraduate Institute of Medical Education and Research,
Chandigarh, India. **Firestone Institute for Respiratory Heath, St Joseph's Healthcare and McMaster University, Hamilton, ON, Canada.
*Interstitial Lung Disease Unit, Royal Brompton and Harefield NHS Foundation Trust, London, UK. *Co-senior authors.

Eur Respir J 2023; 61: 2103187 |
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Tum PPF hastalarina uygulanacak standart bir tedavi rejimi yoktur

Baslangic tedavisi primer taniya gére planlanmalidir

PPF'de kullanilan immunsupresiften bagimsiz olarak antifibrotikler
solunum fonksiyonlarindaki diistist azaltir

IPF disinda, SSc-IAH ve olasilikla RA-IAH varliginda antifibrotikler birinci
basamak tedavi olarak dusuniilmemelidir
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Baslangic tedavisi olarak kombinasyon tedavisi 6nerilmez

Kombinasyon tedavisi alanlar yan etkiler acisindan yakin takip
edilmelidir (KCFT, CBC ilk 3 ay aylik, sonra 3 ayda bir)

PPF varliginda antifibrotikler ardisik olarak baslanabilir
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Nonfarmakolojik Tedavi

PPF hastalarina en erken dénemde pulmoner rehabilitasyon baslanmalidir
USOT endikasyonlari KOAH hastalari ile benzerdir

Egzersiz desaturasyonu olanlara ambulatuar oksijen onerilir

Evde NIV uygulamasi sadece yasam kalitesinde artis oldugu gosterilirse devam
edilmelidir

Belirgin kontrendikasyon yoksa erkenden akciger transplantasyonuna

yonlendirme yapilmalidir
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Pharmacological Treatment of Idiopathic Guidelines
Pulmonary Fibrosis (Update) and Progressive - —
Pulmonary Fibroses: S2k Guideline of the German o 1015500054085 oy
Respiratory Society

Jiirgen Behr® Francesco Bonella® Bjorn Christian Frye© Andreas Giinther®
Lars Hagmeyer® Jorg Henes' Philipp Klemm9 Dirk Koschel"

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

Antifibrotik tedavi baslanmasi i¢in

1. HRCT’de akciger parankiminin en az %10’unda fibrozis olmall

2. Progresyon bulgulari 2 yil icinde olmali
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Non-otoimmun PPF hastalari eger inflamatuar strecin fibrozisin progresyonuna katki

sagladig) dislinuliyorsa ve diger onlemler (antijen maruziyetinin dnlenmesi, temasin
kisitlanmasi) alindiktan sonra antiinflamatuar ilaclar ile tedavi edilmelidir

Progresif seyirli RA-IAH, Sjogren-IAH, MA-IAH, SSc-IAH antiinflamatuarlar ile
tedavi edilmelidir

Non-otoimmun ve otoimmun PPF'de uygun bir takip suresinin ardindan kontrol
edilemeyen yan etkiler ortaya cikarsa veya progreyon veya komplikasyon (enfeksiyon)
gelisirse antiinflamatuar tedavi kesilmelidir
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Sizin & esiniz, Sizin e ongreniz.

Spesifik tanilar icin uygun tedaviler yetersiz kalirsa PPF hastalarina antifibrotik
baslanmahdir

PPF hastalari nintedanib ile tedavi edilmelidir
Nintedanib tedavisi yeteri kadar etkili olmazsa veya yan etkiler nedeniyle

kesilmesi gerekirse pirfenidon baslanmalhdir

Antifibrotik tedavi baslandiktan sonra, eger hasta tolere edebiliyorsa veya
akciger nakline kadar kesilmeden devam edilmelidir



Progresif Fenotipli Diger Kronik Fibrozan
interstisyel Akciger Hastaliklan SUT KOSULU

SGK Etkin kodu: SGKGAS

Tesghis kodu: 05.03- Diffiiz interstisyel Akciger Hastaliklan

ICD kodu: J84.0, J84.1, J84.8, J84.9 - Progresif Fenotipli Diger Kronik Fibrozan Interstisyel Akciger Hastaliklan

Baglama Kriterk Karbonmonoksit difuzyon kapasitesi (DLCO) = %30, Forced Vital Kapasitesi (FUC) = %50 ve toraks ylksek ¢oz(ndrllidd bilglsayarl tomografi (HRCT) lle ¥10'dan fazla fibrozis alam
varl gbateren atak diginda agadeda tarumlanan progresif pulmeoner fibrozis kriterlerdnden en az kisind kargildayan progresif fenotipli diger kronlk fibrozan interstisyel akciger hastalannda nintedanid ile
tedaviye baslanmas: halinde bedell Kurumeca karsilanr
a) Solunum semptomlannds kBtllesme
b) Hastalik progresyonunun flzyolofik kareti: Forced Vital Kapasites! (FVC)nde %5 ve (izerinde ve/veya Karbonmonoksit difiizyon kapasites! (DLCO) nde %10 ve (zerinde diigles olmas:,
¢ Hestalik progresyonunun radyolofik kante Bir Sneeld gSrintilenme = yaslamah dederdendirme sonucu saflik kumilu raporunda badirtilmedidie SUT maddesinde balirtilen Radyolojik Progresyon
kriterlerinden en az birinin goaterilmesi gerekmektedir.
L trakshson bronsiektazial ve bronsiolektaris| yapmnlids veya siddetinde artig,
L yeni geligen buzlu cam alandan veya traksiyon brongiektazileri
. yeni geligen ince retikilasyon,
Iv. retiliiber anormalligin yeygmbd veya vodunlugunda artig,
. yenl gelisen veya artan bal petedi gbnlndemll,
wl. wollirn kaybenda artig
Devam Kriterk Hastalar her 12 ayda bir yeniden deferlendidlmelidir. Bu deferdendirmelerde;
a) FUC deferinde bir Bnceki saflik kurulu raporu deferine gre (ataldar diginda) = %10 dilsme olmas ilaca yantazlik olarak kabul edilir ve tedavi sonlandmlie.
b) Tedsvinin devamibgin dizenlenen raporiards ilsg baglama kriterler] sranmaz. Tedavinin devami igin FUC deferinde bir Sneeld saghk kurulu raporu deferine glre
(ataklar dhsmnda) = 210 disi - olmadifi her raporda belirtilmelidic.

Raporun Diizenlanecedi Sadli Kasrumae Dolined basamak sadlb lourumlan

Raporu Dilrenleyacak Hakimlar Godgls hastalilan urman hekdmlerince

Rapora lstinaden Recete Yazabllecek Hekinder: T0r gadis hastaliklan uzman hekdmled

Ataksimum Rapor Slresl: 1 il
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therapy
«CTD-ILD
 Hypersensitivity X - Antifibrotic
pneumonitis therapy
« Unclassifiable ILD
Combination
J therapy
r s Al
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
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Uluslararasi Katithmh

Mo immediate therapy I

Clinical Minimal and stable symptoms

features Minimal lung function abnormalities

End-stage and likely irreversible disease

Significant frailty and likely medication
intolerance

Patient preference

Radiological | Minimal extent of disease

features Predominance of ground-glass
opacitiestfine reticular opacities
(if mild total extent of disease)

Absence of honeycombing, severe
traction bronchiectasis and coarse
reticular opacities

Pathological | Patterns of nonfibrotic inflammation that

features typically predict low probability of
progression (e.g. nonpurulent cellular
bronchiolitis)

Stable "burnt-out" disease without
clinical progression

Cok giicsiiz/zayif hasta veya cok hafif hastalik

Ryerson, et al. ERJ 2021
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Kombinasyon Tedavisi

-

Non-1PF ILDs

«CTD-ILD

« Hypersensitivity
pneumonitis

« Unclassifiable ILD

Antifibrotic
therapy

Antifibrotic
therapy

Combination
therapy

e
r h
Clinical monitoring Immunomodulatory Antifibrotic
Stable patient therapy or combined
Low risk of progression immunomodulatory and

antifibrotic theraov

Johannson KA, et al. Lancet 2021
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EUROPEAN RESPIRATORY JOURNAL
ERS OFFICIAL DOCUMENTS
K.M. ANTONIOU ET AL.

ERS/EULAR clinical practice guidelines for connective tissue
disease-associated interstitial lung disease

Developed by the task force for connective tissue disease-associated interstitial lung disease of the
European Respiratory Society (ERS) and the European Alliance of Associations for Rheumatology (EULAR)

Endorsed by the European Reference Network on rare respiratory diseases (ERN-LUNG)

Katerina M. Antoniou™*®, Oliver Distler”*°, Ana-Maria Gheorghiu®, Catharina C. Moor ©*, Jens Vikse>®’,
Nikoleta Bizymi ©*, Ilaria Galetti ©%, Graham Brown®', Elena Bargagli'’, Yannick Allanore ©®'?,

Tamera J. Corte'?, Philippe Dieudé ©'3, Vincent Cottin ©**, Benjamin A. Fisher'>'6, Aurelie Fabre ©®'"18
Jon T. Giles'’, Michael Kreuter®’, Ingrid E. Lundberg @*“**, Venerino Poletti ®*°, Britta Maurer ©**,
Elisabetta A. Renzoni®®, UIf Miiller-Ladner?®, Mary E. Strek ©?’, Nicola Sverzellati*®, Paul Studenic ©*%?,
Jibril Mohammed ©2°, Blin Nagavci®!, Tanja Stamm?®?, Thomy Tonia®*?, Bruno Crestani ©***¢ and
Anna-Maria Hoffmann-Vold ©%3*-3¢

Eur Respir J 2026; 67: 2402533



Treatment of SSc-ILD

. Fibrosis extent on
No indication for «tra ILPt Early dd'ﬁu o€ stc HRCT =10% and no High risk of progression SF?E[E
treatment ex plu rnc-ne;r"-,uI 'EH slgni o extrapulmonary prog 'ml.[l;.l mrgennt
involvemen inflammation involvement involvemen
Mycophenolate Tocilizumab Nintedanib Nintedanib _ Combination of Cyclup!m‘s;_:hamlde
and MMF immunosuppressants or rituximab
Monitoring

ILD progression, ILD and extrapulmonary involvement not

Treatment goals met controlled or treatment goals not met

Add on or switch of therapy may be considered:

Strong recommendation « If on mono or combination treatment, add or switch immunosuppressant

« If progressive pulmonary fibrosis, add nintedanib

= Biologics are to date not used in combination

[ 1 Usual clinical practice = Consider referral for lung transplant consideration in case of progressive and severe ILD
= Avoid use of high-dose glucocorticoids

Conditional recommendation




Kombinasyon tedavisi antifibrotiklerin etkisini degistirir mi?

4

a b _
Relative treatment effect
of nintedanib (%)
Glucocorticoids No glucocorticoids (95% Cl)
Overall population
. . Glucocorticoids —— 64.6 (37.2, 92.0)
Nintedanib Placebo Nintedanib Placebo
g (n=177) (n=184) (n=155) (n=147) No glucocorticoids — 459(91,827)
Fixed effect model —— 57.9(36.0, 79.9)
Heterogeneity: %3=0.64 (p=0.42)
(6]
o -50
c Subjects with a UIP-like fibrotic
2, pattern on HRCT
S I
32 = Glucocorticoids —— 68.0(36.9, 99.1)
ey 100 73.1 J
2, No glucocorticoids — 486 (-1.5, 98.7)
o8 -89.7
g; Fixed effect model — 62.6 (36.2, 89.0)
=8 -150 - Heterogeneity: %%=0.41 (p=0.52)
- J)
EE
o Subjects with other fibrotic
] patterns on HRCT
) -200 4 1658
Glucocorticoids —— 57.1(2.5, 111.8)
-206.4 No glucocorticoids —————— 404 (-13.7, 94.5)
-250 -
Fixed effect model — 48.7 (10.3, 87.1)
Hatarnnanaihr v2-N 12 in—-N AT\

Conclusions: In patients with progressive fibrosing ILDs, the effect of nintedanib on reducing FVC decline was not

influenced by the use of immunomodulatory therapies. Nintedanib can be ysed in combination with immunomody-

latorv therapies in patients with oroaressive fibrosina ILDs.

Cottin V, et al. Respir Res 2021



Efficacy and safety of nintedanib in patients with systemic sclerosis-associated
interstitial lung disease treated with mycophenolate: a subgroup analysis of the
SENSCIS trial

Kristin B Highland, MD 3" . prof Oliver Distler, MD P - Prof Masataka Kuwana, MD - Prof Yannick Allanore, MD @ - Prof Shervin Assassi, MD @ -
Prof Arata Azuma, MD £ et al. Show more

The Lancet Respiratory Medicine
Volume 9, Issue 1, January 2021, Pages 96-106

288 Nintedanib kullanan hasta, 139’u Nintedanib+MMF

288 Plasebo kullanan hasta, 140’1 Plasebo+MMF

Nintedanib+MMF kullananlarda FVC azalmasi-40-2 mL/yil

Plasebo+MMF kullananlarda -66:5 mL/yil

MMF kullanmayanlarda Nintedanib alan hastalarda yillik FVC azalmasi-63-9 mL
plasebo alanlarda -119-3 mL

Interpretation

Nintedanib reduced the progression of interstitial lung disease both in patients with SSc-
ILD who were and were not using mycophenolate at baseline, with no heterogeneity in
its treatment effect detected between the subgroups. The adverse event profile of

nintedanib was similar in the subgroups by mycophenolate use. Our findings suggest that
the combination of mycophenolate and nintedanib offers a safe treatment option for
patients with SSc-ILD. More data are needed on the benefits of initial combination
therapy versus a sequential approach to treatment of SSc-ILD.
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therapy
Non-I1PF ILDs _
« CTD-ILD
+ Hypersensitivity ~ » Antifibrotic
pneumonitis therapy
« Unclassifiable ILD
Combination
r ik L]
Clinical monitoring Immunomodulatory Antifibrotic
Stable patient therapy or combined
Low risk of progression immunomodulatory and
antifibrotic therapy
~

Johannson KA, et al. Lancet 2021




Treatment of SSc-ILD

. Fibrosis extent on
Mo indication for LD Early dll_"Fuse 3¢ HRCT 210% and no . . SE?EE
extrapulmonary and signs of High risk of progression multiorgan
treatment vol t infl i extrapulmonary ol ¢
involvemen inflammation involvement involvemen
Mycophenolate Tocilizumab Nintedanib Nintedanib | Combination of Cyclnpl:mwhawde
and MMF immunosuppressants or rituximab
Treatment of RA-ILD
RA-ILD with well controlled arthritis
Mo indication All RA-ILD with presence of
for treatment active arthritis: "treat to target" Severe or Progressive
. N UIP pattern
progressive ILD pulmonary fibrosis

Immunosuppressive treatment T

Mintedanib or
. |

:ﬁz?::; Tocilizumab, Mycophenolate Combination of combination of Pirfenidone
JAK inhibitors glucocorticocoids Azathioprine immunosuppressants immunosuppressant

and nintedanib

Antoniou KM, et al. Eur Respir J 2026
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Lung function test
(FVC and Dy )

HRCT (pattern and
extent)

6MWD and O,
desaturation
Patient-reported
outcome measures
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SSc-ILD monitoring

Assess prognosis, risk of progression and disease severity at every visit

Indication of
progression

<3-5 years =3-5 years =3-5 years =3-5 years Anytime
Every 3-6 months Every 6-12 months Every 6-12 months Every 12 months Conduct
Every 12 months Every 12 months After 2 years Clinical indication Conduct
Every 6-12 months Every 6-12 months Every 12 months Every 12 months Conduct
Every 6-12 months Every 6-12 months Every 12 months Every 12 months Conduct

Conditional recommendation

1 Usual clinical practice
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IIM-ILD monitoring

Assess prognosis, risk of progression and disease severity at every visit

_—-—FF'_F._'_._._'_._FFF._._'__-_&H_H_&H_‘_‘_‘_'_"‘—&—._

High risk Low risk Indlcatmp of
progression
Disease duration <2 years =2 years <2 years =2 years Anytime
Lung function test Every 3-6 months Every 6-12 months Every 6-12 months Every 12 months Conduct
(FVC and Dy ¢p)
At every 3-6 months .
HRCT (pattern and Every 12 months Clinical indication Conduct
extent) and every year
BMWD and. 0, Every 6-12 months Every 6-12 months Every 12 months Every 12 months Conduct
desaturation
Patiemt-repanted Every 6-12 months Every 6-12 months Every 12 months Every 12 months Conduct
outcome measures

Conditional recommendation [ Usual clinical practice
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OZET

Tum hastalara uygulanacak standart bir tedavi rejimi yoktur

Baslangic IAH tedavisi fenotipe gére planlanmalidir

Tedavide birinci basamak ilaclara yanit alinmazsa ikinci basamak ilaclar veya
kombinasyon tedavisine gecilmelidir

Progresif fibrozis gelisiminde antifibrotiklere vakit kaybetmeden baslanmalidir
Medikal tedaviye yanit alinamayan hastalar akciger nakline yonlendirilmelidir
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