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Giris

* Interstisyel akciger hastaliklari, fibrozisle karakterize biiyik bir hastalik

grubunu ifade etmektedir. Prevelansi ABD de 74/100.000 ve
Avrupa’da 76/100.000 dir.

* |PF ise her zaman progresif olan ve en sik goriilen intestisyel akciger
hastaligidir.

Olson AL, Eur Respir Rev 2018; 27.



Siniflama

interstisyel akciger hastaligi (ILD)

idyopatik interstisyel pnomoniler (IIP'ler)

Major IIP'ler Nadir goriilen IIP'ler Siniflandirilamayan

Kronik fibrotik Sigara kullanimu ile iligkili
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Am J Respir Crit Care Med 2002;165:277-304; Ryerson CJ, et al. Curr Opin Pulm Med

201.3;19:453-459; Travis WD, et al. Am J Respir Crit Care Med 2013;188:733-748.




IPF nin tanimlanmasi

1 Current Review

CMAJ, VOL. 137, DECEMBER 1, 1987

Idiopathic pulmonary fibrosis:

a historical review
Jiri Homolka, MD, PhD

Hamman and Rich are generally considered to
have been the first to describe idiopathic pul-
monary fibrosis (IPF) as a new clinical and
pathological entity. However, several earlier re-
ports in the German-language literature des-
cribed autopsy findings consistent with IPF
from a contemporary point of view. The author
discusses these and later reports in a review of
the history, diagnosis and treatment of the
disease.
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Figure 1. Schematic representation of potential clinical
courses of idiopathic pulmonary fibrosis (IPF). As disease
progresses, there is a subclinical period in which only
radiographic findings of disease may be present, followed
by a symptomatic period consisting of both pre-diagnosis
and post-diagnosis clinical phases. The rate of decline and
progression to death may be rapid (line A), slow (lines C
and D), or mixed (curve B), with periods of relative stability
interposed with periods of acute decline (star).



Prednisone, Azathioprine, and
N-Acetylcysteine for Pulmonary Fibrosis

The Idiopathic Pulmonary Fibrosis Clinical Research Network*

ABSTRACT

BACKGROUND
A combination of prednisone, azathioprine, and N-acetylcysteine (NAC) has been
widely used as a treatment for idiopathic pulmonary fibrosis. The safety and effi-
cacy of this three-drug regimen is unknown.

METHODS
In this randomized, double-blind, placebo-controlled trial, we assigned patients with
idiopathic pulmonary fibrosis who had mild-to-moderate lung-function impairment
to one of three groups — receiving a combination of prednisone, azathioprine, and
NAC (combination therapy), NAC alone, or placebo — in a 1:1:1 ratio. The primary
outcome was the change in longitudinal measurements of forced vital capacity dur-
ing a 60-week treatment period.

N Engl ] Med 2012;366:1968-77.

RESULTS
When approximately 50% of data had been collected (with 77 patients in the com-
bination-therapy group and 78 in the placebo group), a planned interim analysis
revealed that patients in the combination-therapy group, as compared with the
placebo group, had an increased rate of death (8 vs. 1, P=0.01) and hospitalization
(23 vs. 7, P<0.001). These observations, coupled with no evidence of physiological
or clinical benefit for combination therapy, prompted the independent data and
safety monitoring board to recommend termination of the combination-therapy
group at a mean follow-up of 32 weeks. Data from the ongoing comparison of the
NAC-only group and the placebo group are not reported here.

CONCLUSIONS
Increased risks of death and hospitalization were observed in patients with idio-
pathic pulmonary fibrosis who were treated with a combination of prednisone,
azathioprine, and NAC, as compared with placebo. These findings provide evidence
against the use of this combination in such patients. (Funded by the National Heart,
Lung, and Blood Institute and the Cowlin Family Fund; ClinicalTrials.gov number,
NCT00650091.)



* |PF disindaki bazi IAH alt tipleri de ilerleyici fibrotik davranis
gosterebilir.

* Bu IAH'lar arasinda etiyoloji farkli olsa da, ortak patolojik
mekanizmalar, klinik ve radyolojik bulgular ve prognoz nedeniyle
ortismeler mevcuttur.

Rajan KS, Eur Respir J 2023; 61: 2103187
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Hypersensitivity Pneumonitis: Radiologic
Phenotypes Are Associated With Distinct Survival
Time and Pulmonary Function Trajectory

Margaret L Salisbury ', Tian Gu 2, Susan Murray 2, Barry H Gross >, Aamer Chughtai *,
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Usual interstitial pneumonia in rheumatoia
arthritis-associated interstitial lung disease

E.J. Kim*, B.M. Elicker®, F. Maldonado’, W.R. Webb®, J.H. Ryu", J.H. Van Uden¥,
J.5. Lee*, T.E. King Jr* and H.R. Collard*



Kaplan—Meier survival curve for patients with a rheumatoid arthritis (RA)-associated usual
interstitial pneumonia (UIP) pattern (RA-UIP; ——), a RA-associated non-UIP pattern (RA-non-
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Figure 1. Survival nfHP and fHP patients. fHP patients experienced a worse outcome compared to
nfHP patients. Definition of abbreviation: nfHF, non-fibrotic hypersensitivity pneumonitis, fHP, fibrotic
chronic hypersensitivity pneumonitis
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Figure 2. Survival in corticosteroid-treated patients compared to never-treated patients. (a) Kaplan
Meier based on the entire cohort. No statistically significant differences were observed. (b) Kaplan
Meier based on the fHP subgroup. A trend towards worse survival in the treated group was
observed (p = 0.096).
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= UIP pattern
= Matrix stiffness/YAP/TAZ
= Emergence of hyperactive subsets of
- epithelial cells
- fibroblasts
- macrophages
= Epigenetic reprogramming

Moises Selman, Am J Physiol Lung Cell Mol Physiol 321: L600—-L607, 2021.



Progresyon kriterleri

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Nintedanib in Progressive Fibrosing
Interstitial Lung Diseases

K.R. Flaherty, A.U. Wells, V. Cottin, A. Devaraj, S.L.F. Walsh, Y. Inoue, L. Richeldi,
M. Kolb, K. Tetzlaff, S. Stowasser, C. Coeck, E. Clerisme-Beaty, B. Rosenstock,
M. Quaresma, T. Haeufel, R.-G. Goeldner, R. Schlenker-Herceg, and K.K. Brown,
for the INBUILD Trial Investigators*

n engl j med 381;18 nejm.org October 31, 2019



INBUILD® : Onemli Dahil Edilme Kriterleri

e 2>18yas
e Hekim tarafindan tani konmus IPF disi ILD

 Taramadan <12 ay once yapilan ve merkezi incelemeyle dogrulanan

HRCT'de yayginlik orani >%10 olan diffliz fibrozan akciger hastaligi 6zellikleri

(bal petegi gorinimunun eslik ettigi ya da etmedigi traksiyon bronsektazisi bulunan retiktler
anormallik)

e FVCongorulenin >%45'i

* DLy 6ngorilenin 2%30-<%80'i

DLco, akcigerlerdeki karbon monoksit diftizyon kapasitesi; FVC, zorlu vital kapasite

Flaherty KR et al. N Engl J Med 2019;381:1718-27.



INBUILD® : Progresyon Kriterleri

* Son 24 ay icerisinde standart hastalik yonetimine ragmen;

FVC'de >2%10
azalma

FVC'de >2%5-<%10
azalma
+

HRCT’de fibrotik
alanda artis

Flaherty KR et al. N Engl J Med 2019;381:1718-27.

FVC'de 2%5-<%10
azalma

+

solunum
semptomlarinda
kotllesme

X

Semptomatik
kotlilesme

+

HRCT’de fibrotik
alanda artis

kriterler 24 ay
suresince herhangi bir
noktada karsilanmstir,
24 ay bekleme sarti
yoktur



INBUILD® : Genel popllasyonun baslangic dzellikleri (1/2)

Nintedanib (n=332)

Plasebo (n=331)

Yas, vil, ortalama (SD) 65.2 (9.7) 66.3 (9.8)
Erkek, n (%) 179 (53.9) 177 (53.5)
Halen ya da daha dnce sigara kullanan, n (%) 169 (50.9) 169 (51.1)
HRCT'de UIP benzeri fibrozis paterni, n (%) 206 (62.0) 206 (62.2)
Son 24 ayda progresyon kriteri, n (%) 160 (48.2) 172 (52.0)
* FVC'de >2%10 6ng. Azalma 97 (29.3)
* FVC'de %5-10 6ng. azalma ve solunum fonksiyonlarinda kottlesme 110 (33.1) '
veya HRCT'de fibrozisin yayginlik derecesinde artis
* Kotulesen solunum semptomlari ve HRCT'de fibrozisin yayginlik 61 (18.4)
derecesinde artis 62 (18.7) '

HRCT, yliksek ¢ozliniirliklU bilgisayarli tomografi; UIP, usual interstisyel pnédmoni
Flaherty KR et al. N Engl J Med 2019;381:1718-27.




INBUILD® : Tim poptilasyonda ILD tanisi koyulan hastalar (5 grup)

B Hipersensitivite pnomonisi

=1 Otoimmun ILD’ler

1 INSIP

~ Siniflandirilamayan IIP

& Diger ILD’ler (sarkoidoz,
maruziyet iligkili)

Otoimmiin ILD’ler: RA-ILD, SSc-ILD, Miks Bag Dokusu iligkili ILD, ayrica “Diger Fibrozan ILD’ler’ kategorisindeki otoimmiin ILD’ler

Diger ILD’ler: sarkoidoz, maruziyetle iliskili ILD’ler ve diger fibrozan ILD’lerdeki terimler
Wells AU et al. Lancet Respir Med 2020;8:453-460.



@@ Pirfenidone in patients with progressive fibrotic interstitial
~ lung diseases other than idiopathic pulmonary fibrosis

(RELIEF): a double-blind, randomised, placebo-controlled,
phase 2b trial

Jirgen Behr, Antje Prasse, Michael Kreuter, Johannes Johow, Klaus F Rabe, Francesco Bonella, Reiner Bonnet, Christian Grohe, Matthias Held,
Heinrike Wilkens, Peter Hammerl, Dirk Koschel, Stefan Blaas, Hubert Wirtz, Joachim H Ficker, Wolfgang Neumeister, Nicolas Schonfeld,

Martin Claussen, Nikolaus Kneidinger, Marion Frankenberger, Simone Hummler, Nicolas Kahn, Silke Tello, Julia Freise, Tobias Welte, Petra Neuser,
Andreas Giinther, on behalf of the RELIEF investigators®

Summary

Lancet RespirMed 2021;  Background Pirfenidone has been shown to slow disease progression in patients with idiopathic pulmonary fibrosis
9:476-86  (IPF). However, there are few treatment options for progressive fibrotic interstitial lung diseases (ILDs)) other than

Published Online  [PF, In view of the pathomechanistic and clinical similarities between IPF and other progressive fibrotic ILDs, we
March 30,2021 4imed to assess the efficacy and safety of pirfenidone in patients with four non-IPF progressive fibrotic ILDs.



 Uygun katilimcilar dort taniya bagli ilerleyici fibrotik IAH olan 18-80
yas arasi hastalardi: kollajen veya vaskiler hastaliklar (yani, bag
dokusu hastaligi ile iliskili IAH'ler), fibrotik spesifik olmayan interstisyel

pndmoni, kronik hipersensitivite pndmonisi veya asbest kaynakli
akciger fibrozu.

 Diger uygunluk kriterleri arasinda zorlu vital kapasitenin (FVC)
tahminen %40-90 olmasi, akcigerin karbon monoksit icin diflizyon
kapasitesinin tahminen %25-75 olmasi (sonrasinda uygun hasta
bulabilmek icin 10-90 araligina ¢ekilmis) ve kayittan onceki 6-24 ay
icinde en az ug¢ ol¢clime dayali olarak konvansiyonel tedaviye ragmen
FVC'de tahminen yillik en az %5 dlisus olmasi yer almistir.



PF-IAH>>>>>>PPF

* Progresif fibrotik interstisyel akciger hastaliklari (PF iAH) kotilesen
semptomlar, akciger fonksiyonlarinda azalma, radyolojik progresyon,
tedaviye zayif yanit, disuk yasam kalitesi ile karakterizedir ve erken
mortalite ile iliskilidir.

* IPF en sik goriilen, siddetli idiyopatik interstisyel pnémonidir (IiP) ve
PF-IAH'nin prototipi olarak kabul edilmektedir.

Dildar Duman, Tuberk Toraks 2022;70(4):375-381



PF-IAH>>>>>>PPF

* |diopathic Pulmonary Fibrosis (an Update) and Progressive Pulmonary
Fibrosis in Adults: An Official ATS/ERS/JRS/ALAT Clinical Practice
Guideline 2022, PF-IAH yerine PPF taniminin kullanilmasini
onermistir.



PPF tani kriterleri

* |PF disi bilinen veya bilinmeyen etyolojiye sahip ve radyolojik olarak
fibrozisi olan bir hastada son 1 yil icinde baska bir kanit olmadan
asagidaki bulgularda 2 sinin olmasina PPF denilir.

* 1- Solunumsal semptomlarda kottlesme

e 2- Fizyolojik bulgularda bozulma
* Mutlak FVC degerinde %5 veya daha fazla dusus
* Hb e gore duzeltimis mutlak DLCO degerinde %10 veya daha fazla disus

Raghu G, Am J Respir Crit Care Med,
2022, Vol 205, Iss 9, pp e18—e47



e 3- Radyolojik bulgularda progresyon
* Traksiyon bronsektazisi ve bronsiyolektazinin yayginligi veya siddetinde artis
* Traksiyon bronsektazisi ile birlikte yeni buzlu cam opasitesi
* Yeni ince retiktlasyonlar
e Retikliler anormalligin artisi (yayginlik veya kabalasmasi)
* Yeni veya artan bal petegi
* Artmis lobar hacim kaybi

* TEK BASINA BUZLU CAM OPASITESI YOK

Raghu G, Am J Respir Crit Care Med,
2022, Vol 205, Iss 9, pp e18—e47



3‘
Raghu G, Am J Respir Crit Care Med,
A 2022, Vol 205, Iss 9, pp e18—e47

Figure 14. Progressive pulmonary fibrosis due to fibrotic nonspecific interstitial pneumonia (NSIP).



TABLE 1 Underlying common diagnoses of patients with fibrosing interstitial lung diseases (ILDs)

|diopathic
Idiopathic interstitial pneumonia
|diopathic non-specific interstitial pneumonia
Cryptogenic organising pneumonia with supervening fibrosis
|diopathic desquamative interstitial pneumonia
|diopathic lymphocytic interstitial pneumonia
Non-idiopathic
Connective tissue disease-ILDs
Fibrotic hypersensitivity pneumonitis
Exposure-related ILDs (asbestosis, silicosis, etc.)
Drug-induced ILDs (amiodarone, nitrofurantoin, etc.)
Sarcoidosis
Anti-neutrophilic cytoplasmic auto-antibody-associated vasculitis
Unclassifiable ILD

Although_idiopathic pulmonary fibrosis is a progressive and fibrosing ILD, it is a separate, well-defined entity
and has not been considered as part of potentially progressive pulmonary fibrosis for this statement.

Rajan KS, Eur Respir J 2023; 61: 2103187



IPF disi IAH’larinda progresyon orani nedir?

e Komite tarafindan g6z ontinde bulundurulan ek bir kriter de akut
alevlenmedir, ancak kendi ayri tanimi oldugu icin PPF tanimi icin
uygun gorulmemistir.

* |AH'nin akut alevlenmeleri klasik olarak semptomatik ve gérintileme
degisikliklerine dayali olarak tanimlanir ve yeni radyolojik
anormallikler cogunlukla genellikle inflamasyon veya akciger hasarini
temsil eden buzlu cam opasiteleri seklinde gorulir

* Uygulamada, klinisyenler alevlenmelerden sonra hastalari yeniden
degerlendirmeli ve ilerlemenin meydana gelip gelmedigini belirlemek

icin bu degerlendirmeleri kullanmalidir.

Raghu G, Am J Respir Crit Care Med,
2022, Vol 205, Iss 9, pp e18—e47



[ Interstitial Lung Diseases (ILDs) other than Idiopathic Pulmonary Fibrosis (IPF) J
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Progresyon orani

* 3 klinik calisma,
* Farkli progresyon kriterleri

473 IPF disi interstisyel akciger hastaliklarinda 61-80 aylik siirede %18-
32 sinin progrese oldugunu gostermistir.

* Fibrotik interstisyel akciger hastaliklarinda ise oran %13-40 dir.

Rajan KS, Eur Respir J 2023; 61: 2103187
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Original Article
Prevalence and prognosis of chronic fibrosing interstitial lung
diseases with a progressive phenotype

Reoto Takei. Kevin K. Brown. Yasuhiko Yamano. Kensuke Kataoka. Toshiki Yokoyama. Toshiaki Matsuda.
Tomoki Kimura, Atsushi Suzuki, Taiki Furukawa. Junya Fukuoka. Takeshi Johkoh ... See all authors -

First published: 15 March 2022 | https://doi.org/10.1111/resp.14245 Citations: 10

844 hasta
397 IPF
447 non-IPF FILD
Progresyon Kriteri
FVC de %10 azalma

FVC de %5-9 azalma ve DLCO da %15 azalma, YCBT de ilerleme veya semptom
artigi



* [IPF hastalarinin %59.4 {, non-IPF FILD hastalarinin %26.6 si
progresyon gosteriyor (24 aylik takip)

» Progresyon fenotipine sahip IPF hastalari ve non-IPF FILD
hastalarinda progresyon olmayanlara gore transplantasyon
olmadan yasam suresi anlamli sekilde dusuk (p<0.01)

* Multiple variable analize gore progresyon mortalite icin
bagimsiz degisken (hazard ratio [HR]: 3.36, 95% CI: 2.68—
4.23, p<0.01).

* Progresif IPF ve pogresif non-IPF FILD hastalarinda
mortalite benzer (p= 0.42)



Progressive pulmonary fibrosis
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FIGURE 1 Schematic representation of the prevalent spectrum of interstitial lung diseases (ILDs) that may be
associated with “progressive pulmonary fibrosis (despite management)”. The lowest and highest prevalences
across different countries are shown in brackets [14]. CTD: connective tissue disease; G/F PF: genetic and/or

Rajan KS, Eur RespirJ 2023; 61: 2103187



Progresyon kriterleri ve mortalite

American Journal of Respiratory and Critical Care Medicine P23-00755
2023, 207 :1 69-76

Please follow your local copyright law

Validation of Proposed Criteria for Progressive Pulmonary Fibrosis

Janelle Vu Pugashetti'?*, Ayodeji Adegunsoye®:, Zhe Wu*®, Cathryn T. Lee®, Anand Srikrishnan®,
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Unned Km?dom Hoyal Brompton and Harefield Hospitals, Guy s and St. Thomas' NHS Foundation Trust, London, United ngdom
®Division of Pulmonary and Critical Care Medicine, University of Texas Southwestern Medical Center, Dallas, Texas; and ‘Division of
Pulmonary and Critical Care Medicine, Departmem of Internal Medicine, Columbia University, New York. New York
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* Gerekce: Progresif pulmoner fibrozis (PPF) icin kriterler 6nerilmistir, ancak
bunlarin prognostik degeri ve FVC'deki kategorik dusus belirsizligini
korumaktadir.

« Amaclar: Onerilen PPF kriterlerinin hastalarda nakilsiz sagkalimi (TFS)
ongormesi.

* Yontemler: Retrospektif, cok merkezli bir kohort analizi gerceklestirildi.
Fibrotik bag dokusu tanisi olan hastalar hastaliga bagh IAH, fibrotik
hipersensitivite pndmonisi ve ABD'deki iic merkezden iPF disi idiyopatik
interstisyel pndmoni ve bir Birlesik Krallik merkezi kohortu olusturmustur.
5 vilhik TFS ile >%10 FVC dusiisii arasindaki iliski, ardindan >%10 FVC
diistisii yoksa 13 ek PPF kriterinin karsilanmasi gerekmekte idi.
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A 5-9% relative FVC decline (stand-
alone component of combined
criteria below)

A 5-9% absolute FVC decline (6, 7)
A =10% absolute DL~ decline
(stand-alone component of
combined criteria below)

A =15% relative DL decline (9)
CT progression of fibrosis
(stand-alone component of
combined criteria below)

A 5-9% relative FVC decline and
worsening respiratory symptoms
(5, 8)

A 5-9% absolute FVC decline

and worsening respiratory
symptoms (10)

10.

11.

12.

13.

A 5-9% relative FVC decline and
=15% relative D1Lco decline (8)

A =10% absolute DL decline

and worsening respiratory
symptoms (10)

CT progression of fibrosis and
worsening respiratory symptoms
(5,8,10)

CT progression of fibrosis and 5-9%
relative decline in FVC (5, 8, 9)

CT progression of fibrosis and 5-9%
absolute FVC decline (10)

CT progression of fibrosis and

=10% absolute decline in DL~ (10)



US Test Cohort

1,031 patients screened

LIC-Davis (n = 207)
UChicago (n = 433)

UK Validation Cohort

739 patients screened
Hoyal Brompton Hospital (n = 739)

UTSW (n=391)
n=118
—"| n=26
n=50

Excluded
<10% fibrosis on HRCT
Mo baseline HRCT
Baseline FVC or DLCO missing

n=178
n=0 [

n=48

¥

828 patients included
in final analysis

h

513 patients included
in final analysis
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Figure 3. TFS among ILD subtypes. Although favorable compared with idiopathic pulmonary
fibrosis (IPF) following diagnosis (A), TFS among fibrotic hypersensitivity pneumaonitis, CTD-
ILD, and non-IPF IIP closely approximated IPF after =10% relative FVC decline (B).
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Table 2. Risk of Death or Lung Transplantation after Satisfying Proposed Progressive Pumonary Fibrosis Criteria in U.S. Test and UK Validation Cohorts

U.S. Cohort (n=828) UK Cohort (n=513) C%’L‘ﬁgﬁﬂ
PPF Criterion n HR(95%CI) PValue n HR (95%Cl) P Value PValue* HR (95% Cl)
=10% relative FVC decline 404/828 3.11(2.37-4.08) <0.001 241/513 334 (2.35-4.73) <0001 0.702 3.11(251-3.89)

‘Excluding those with concurrent =10% relafive FVC decline

5-9% relative FVC decline 291/577 2.87 (2.04-4.03) <0.001 183/366 2.36 (1.53-3.63) <0.001 0.428 2.58 (1.98-3.35)
5-9% absolute FVC decline 146/535 2.50 (1.70-3.68) <0.001 80/328 202 (1.22-3.33) 0.006 0.461 '
=10% absolute Dico decling 203624 1.93 (1.41-2 65) <0.001 43394 091 (045—1 &) 0779 0.057 )f
=15% relafive DLog decline 253611 228 (1.65-3.13) <0.001 116/366 2.19 (1.43-3.35) \c:u._nm 0803 2.20 (1.71-2.83)
CT progression of fibrosis 135/524 1.81(1.27-2.59) 0.001 62324 243(1.45-4.08) 0001 0577 1.99 (1.49-2.66)
5-% relative FVC decline and worsening symptoms 190574 268 (1.94-3.72) <0001 1331356 2.4 (141-3.27) <0.001 0420 242 (187-3.12)
5-9% absolute FVC decline and worsening symptoms 86541 241 (1.58-3.67) <0.001 44/323 189(1.01-3.52) 0.046 0.542 T
5-9% relative FVC decline and =15% relafive Digo decline 129/5% 2.40 (1.70-3.40) <0.001 67/368 2.29 (1.42-3.70) <0.001 0.725 279(1.;3—3.025
=10% absolufe Dio decline and worsening symploms 1267648 1.85 (1.32-2. . J-2.00) 073 0.04 | '
CT progression of fibrosis and worsening symptoms 035525 2.26 15&328) <0001 51/324 262(1 54-448) <0001 091 232(1.72-3.14)
CT progression of fibrosis and 5-0% refafive FVC decline  50/493 163 (0.93-2.70) 0.055 25/302 1.33(0.62-285) 0467 0.402 |
CT progression of fibrosis and 5-9% absolute FVC decline  27/487 193 (1.01-3.71) 0047 102293 1.30(0.38-4.39) 0675 0.439 T
CT progression of fibrosis and =10% absolute Di decline  35/486 2.13 (1.23-367) 0007 92288 1.00(0.23-4.29) 0988 0.324 )f




* %10 veya daha fazla FVC disiisu disinda progresif IAH alt tipinden bagimsiz
6 kriter mortalite ile iliskili bulundu.

* Bunlar

1- %5-9 relatif FVC dlisusU

2- %15 veya daha fazla relatif DLCO dususu

3- CT bulgularinda progresyon

4- %5-9 relatif FVC dustsiu ve semptomlarda kotilesme

5- %10 veya daha fazla relatif DLCO disusu ve semptomlarda kottlesme

6- CT bulgularinda progresyon ve semptomlarda kotlilesme



Progresyon icin risk faktérleri nelerdir?

* Non- IPF interstisyel akciger hastaliklarinda gruplara spesifik risk
faktorleri progresyonu ongdérmede kullanilabilir mi?



TABLE 2 Risk factors for the progression of non-idiopathic pulmonary fibrosis interstitial lung diseases (ILDs)

Risk factor

First author (year) [ref.]

Hazard ratio (95% Cl)

p-value

General risk factors
UIP
BMI

Oxygen desaturation during 6MWT"

Disease

Fibrotic hypersensitivity pneumonitis

Decline in FVC by =210%
Lower baseline FVC %
Antigen identification

MUC5B™[TLD" (gene variants)
Rheumatoid arthritis-ILD

UIP versus NSIP

High levels of CCP antibody/anti-CCP2 titres”

Smoking, 30 pack-years
Fibrotic score on HRCT

Extent of fibrosis on HRCT
Systemic sclerosis
Low baseline FVC <65% and low baseline D, -, £55%

Decline in Dy co =15%
Decline in K5 =10%
Fibrotic score on HRCT

Extent of fibrosis on HRCT (HRCT extent 10-30% and FVC <70%)

Franerty (2019) [2]
ALakHRAs (2007) [19]
ALFiEr! (2020) [20]

Gimenez (2018) [21]
Gimenez (2018) [21]
Gimenez (2018) [21]
Gimenez (2018) [21]
Lev (2019) [22]
Zamora-LEcorr (2017) [9]
Zamora-Lecorr (2017) [9]
Kian (2021) [23]
Kronzer (2021) [24]
Sowomon (2016) [25]
SoLomon (2016) [25]
Gow (2017) [26]
SancHEz-Cano (2018) [27];
HorFmann-Voio (2019) [28]
Le GouerLec (2017) [29]
Gou (2017) [26]
Ierariv (2020) [30]
Go (2008) [31]

1.53 (—0.68-3.74)
0.93 (0.89-0.97)
OR"Y 8.7 (4.42-17.3)

4.13 (1.96-8.70)
1.03 (1.01-1.05)
0.18 (0.04-0.77)
3.52 (1.87-6.62)

3.29 (1.28-8.41)
1.05 (1.01-1.10)
OR" 6.06 (2.72-13.5)
1.02 (1.01-1.03)
1.12 (1.08-1.17)

OR" 1.02 (1.01-1.03)

2.03 (1.25-3.29)
2.35 (1.40-3.95)
2.52 (1.16-5.49)
3.46 (2.19-5.46)

=

0.002

0.005

0.003

0.021
0.00009

0.013
0.01
NA
0.0002
=<0.000006

=0.001

=0.005
=0.001
0.02
=0.0005

Rajan KS, Eur Respir J 2023; 61: 2103187



OLGU

* 54 y kadin hasta
* 4 yildir RA hastasi,

* Farkli donemler de hidroksiklorakin, prednol, azatioprin, leflunomid
kullanmis.

* En son leflunomid+ prednol aliyor.
* 4-5 aydir nefes darliginda artis tarif ediyor.
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KAYSER/ KAYSERI
Plethysmography RepOI’t Age: 55 Race: Caucasian Gender: Female
Temp: 25 PBar: 674 ( eight(cm):
Age: 54 Height(cm): 150Weight(kg): 58.0 Gender: Female Race: Caucasian
Falt?w Technician: SAADET KOC ENGIN Temp: 25 PBar: 675
Flow
6- ‘ a]
4: \ ST Spirometry
~ ; Ref Pre Pre
I \ Spirometry Ref Pre ’ Pre  Post oPost ) Post 41 : N o
2 AR 9 | foN FVC Liters  2.32
[ A FVC Liters 235 [ 137 58 149 64 [\ i lifers 106 Tt
AW FEVI  Liters 197 T T O 2! \ e e 2ol s
- T FEVA/FVC % 79 91 88 A FEF25-75% Lisec 292 275 94
| \ . FEF25-75% L/sec 296 274 92 244 82 -11 0 : y PEF L/sec 549 417 76
2t | PEF Lisec 552 414 75 481 87 16 | J | FET100% Sec 6.58
\ FET100% Sec 6.36 6.40 1 e FIVC Liters 232 1.39 60
N FIVC Liters 2350 1.36 58 1.48 63 9 | FIF50% L/sec ! 4.36
41 \ 13 FVL ECode 001000
FIF50% L/sec 375 422 4 MV L
| FVL ECode 000000 001000
1 MVV L/min 4
1 bolume & i -6'1 9 Lolumez 2 ¢
Lung Volumes :
Flow Pressure ] .
' TLC Liters ! 411 341 83 Diffusion
VC Liters 231 206 89
RV Liters 1.58!" 1.35 85
FRC PL Liters 241 142 59 ‘
ERV Liters 0.07 DLCO  mL/mmHg/min  20.4 6.2 30
IC Liters 1.99 DL Adj mL/mmHg/min 204 6.3 31
RVITLC % 37 40 VA Liters 4.11 = 2.06 50
Raw cmH20/L/sec 211 :?DLCONA. mL/mHg/min/lL 497 3.00 60
Vig Liters 228 :;R/LéVA Adj Ir;r]L/mHg/min/L 497 3.04 61
sGaw L/s/cmH20/L 0.208 o fters 1.32
Diffusion Hb: 11.7
DLCO mL/mmHg/min  20.6 7.0 34
DL Adj mL/mmHg/min  20.6 7.4 36
VA Liters 411 202 49
DLCONA  mlL/mHg/min/L 501 3.46 69
DLIVA Adj mL/mHg/min/L  5.01 3.66 73
IVC Liters ¢ 1.26

ERCIYES UNIVERSITESI HASTANESI
GOGUS HASTALIKLARI BOLUMU

ERCIYES UNIVERSITESI HASTANES/
GOGUS HASTALIKLARI BOLUMU

Date: 10/10/2023
Id: 66070239092
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PPF Kabul Edilmeli mi?

* Evet: Radyolojik progresyon + dispnede artis



SONUC

* PPF orani IPF disi fibrotik interstisyel akciger hastaliklarinda %13-40
oraninda gorulmektedir.

* PPF, IPF ile benzer mortalite oranina sahip bir hastaliktir.

* En sik PPF e neden olan interstisyel akciger hastaliklari HSP, otoimmiin
interstisyel akciger hastaliklari ve idiopatik NSIP.

* PPF, alttaki hastaligin alevlenmesi degil (buzlu cam artisi degil), fibrozisin
artisidir.

* Progresyonun mortalite ile iliskili parametreleri %10 veya daha fazla FVC
diisuisii (en onemlisi), %5-9 relatif FVC diistisi, %15 veya daha fazla relatif
DLCO dusiisii, CT bulgularinda progresyon ve diger kombinasyonlardir.
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