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/1 yasinda erkek hasta,
Giderek artan efor dispnesiile basvuru

Fizik muayenesinde bilateral ince ral
Oksijen satlrasyonu 88

100 paket yil sigara oykusu mevcut




Belirgin cevresel veya mesleki maruziyet
oykusl yok

Laboratuvarda belirgin bir 6zellik yok
Otoimmun panel negatif




HRCT:
Olagan interstisyel pndmoni (UIP) ile uyumlu
ancak kesin olarak degerlendirilemiyor
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BUHASTAYA NE YAPALIM




o Torakoskopi? ®

Hasta 71 yasinda, eslik eden HT ve agir KOAH




7

o Torakoskopi? ®
» Kriyobiyopsi?

Hasta 71 yasinda, eslik eden HT ve agir KOAH

BUlloz akciger
Solunum rezer__vi siNirl
Cerrahiriski YUKSEK




Ozet

Klinik olarak IPF stiphesi mevcut,
HRCT paterni UIP icin kesin degil



Ozet

Klinik olarak IPF stiphesi mevcut,
HRCT paterni UIP icin kesin degil

Nedeni Bilinmeyen Yeni Tani
Fibrotik Interstisyel Akciger Hastaligi



Giris

Idiyopatik pulmoner fibrozisin (IPF) erken tanisi,
hastanin prognozunun belirlenmesi ve uygun tedavi
stratejisinin planlanmasi acisindan Kritik oneme
sahiptir

Bronkoalveoler lavaj (BAL) sivisinin hticresel analizi ile
bir genomik siniflandiricidan (GC) elde edilen sonuclar,
IPF’nin diger fibrotik interstisyel akciger hastalig
(fILD) formlarindan ayirt edilmesine yardimci olabilir



Giris

Bu iki tanisal yontemin klinik degerlendirme ve
radyolojik bulgularla birlikte yorumlanmasi, IPF
tanisinda klinik karar guvenirligini artirmaktadir
BoOylece, ileri dUzey invaziv tani testleri ve tedavi
vaklasimlarina duyulan inhtiyac konusunda daha isabetli
kararlar alinmasi saglanabilir



Giris

Uluslararasi IPF kilavuzlari, nedeni bilinmeyen yeni tani
almis fibrotik interstisyel akciger hastaligi olgularinda
bronkoalveoler lavaj (BAL) sivisinin hticresel analizinin
vapilimasini onermektedir



Giris

Envisia Genomik Siniflandiricisi (GC);

Ticari olarak temin edilebilen ve gecerliligi dogrulanmis
bir molekuler tani testidir

Bu test, tum transkriptom RNA dizilemesi ve makine
ogrenimiyle tanimlanmis 190 genlik bir molekuler
imzayi temel alir



Giris

Envisia Genomik Siniflandiricisi (GC);

Testin amacl, HRCT'de kesin UIP paterni bulunmayan
fILD hastalarinda transbronsiyal biyopsi orneklerinde
UIPye 6zgl genomik imzayi saptamayi kolaylastirmak
ve boOylece cerrahi akciger biyopsisi veya Kkriyobiyopsi
gereksinimini potansiyel olarak ortadan kaldirmaktir



Giris

Fibrotik interstisyel akciger hastaliklarinin tanisal
yvaklasimi, klinik, HRCT ve bronkoskopik verilerin
batlncul degerlendirilmesini gerektirir; ancak bu
verilerin BAL hlcresel analizi ve genomik siniflandirici
sonugclariyla entegrasyonunun, IPF olasiligini
ongormedeki katkisi henlz kesin olarak ortaya
Konmamistir



IPF Tanisina Yonelik Skorlama Sistemi

Bu calismada; HRCT’de olasi, belirsiz veya alternatip
UIP paterni bulunan ve cerrahi akciger biyopsisi
vapilimamis hastalarda, multidisipliner olarak konulan
IPF tanisi olasiligini tahmin etmek amaciyla cok
degiskenli bir skorlama sistemi gelistirilmesi
amaclanmistir



IPF Tanisina Yonelik Skorlama Sistemi

KLINIK

HRCT

BAL

GC
(Genomik Siniflandirict)




Hasta Populasyonu ve Calisma Tasarimi

Calisma,
Agustos 2018 ile Subat 2024 tarihleri arasinda
« National Jewish Health (NJH; Denver, CO, USA)
o turetme kohortu
. Arizona Universitesi (Tucson, AZ, USA)
- dogrulama kohortu
olarak gerceklestirilmistir



Hasta Populasyonu ve Calisma Tasarimi

Populasyon; standart operasyon prosedurlerine uygun
bicimde genomik siniflandirici (GC) ve bronkoalveoler
lavaj (BAL) testi ile esnek fiberoptik bronkoskopi
uygulanan, herhangi bir fILD formuna ve kesin olmayan
HRCT-UIP paternine sahip yeni, ardisik, tani
konulmamis yetiskin hastalardan olusmustur



Hasta Populasyonu ve Calisma Tasarimi

Her iki akademik merkez, uluslararasi IPF ve IPF dis
IAH kilavuzlarina uygun bir tani yaklasimi
benimsemistir

Tum hastalar; multidisipliner konsey toplantilarinda

tartisiimistir
» GOQgUs hastaliklari uzmanlar!
» Toraks radyologlari
« Romatologlar



Hasta Populasyonu ve Calisma Tasarimi

Bronkoskopi Oncesi ve sonrasi tanilar kaydedilmistir.
Ik bronkoskopi 6ncesi tani, ‘disik guvenilirlikli IPF
veva ‘siniflandirilamayan’ olarak belirlenmistir;

hicbir hastada yuksek guvenilirlikli IPF tanisi
bulunmamistir

Hastalar, tanilarina gore iki grupta analiz edilmistir:
IPF ve IPF disi IAH



Hasta Populasyonu ve Calisma Tasarimi

Degerlendirilen degiskenler;

 Yas (50-69 ve >70 yas olarak iki kategori)

» Cinsiyet

« Sigara oykusu (hic / gecmiste)

. 1. derece akrabada IAH 6ykUsU

o Cevresel veya mesleki antijen maruziyeti

o OskUlltasyonda bilateral inspiratuar raller, sikka
sendromu, raynaud fenomeni, inflamatuar artrit veya
poliartikller artrit

« Dermatolojik bulgular

« Semptomilarin varhgi / yoklugu



Hasta Populasyonu ve Calisma Tasarimi

Ek olarak, bronkoskopi sirasinda ve sonrasinda uygulanan
antifibrotik tedavi (pirfenidon veya nintedanib),
immiinosupresif tedavi (prednizon),

akciger fonksiyon testleri (FVC ve DLCO),

HRCT morfolojik patern ve guvenirlilik duzeyi,

akciger fibrozisi derecesi,

GC ve BAL hucre sayimi sonuclari kaydedilmistir.



Hasta Populasyonu ve Calisma Tasarimi

Bronkoskopi sonrasi tani dogrulamasi, bronkoskopiden
itibaren herhangi bir nedene bagl olum, akciger nakli, akut
solunum alevlenmesi veya =2210’luk goreceli FVC dustsune
kadar gecen slirede progresyonsuz sagkalim (PFS) temel
alinarak yapilmistir.



Bulgular

Turetme Kohortu
fILD tanisiile degerlendirilen 159 hastaya,

es zamanli genomik siniflandirici (GC) ve bronkoalveoler
lavaj (BAL) testi iceren tanisal bronkoskopi uygulanmistir.



Eligible patients

(=121 underwent GC and BAL)

National Jewish Health
(n=139)

Pre-bronchoscopy
multidisciplinary
diagnoses

Low-confidence IPF (n=61) ‘ Unclassifiable (n=78) |

Post-bronchoscopy
multidisciplinary diagnoses

- IPF (n=14)
«  Non-IPF (n=4T7)
- Unclassifiable 19
-HP 12
- CTD-ILD 142
- Other 2

Post-bronchoscopy

multidisciplinary diagnoses

IPF (n=29)
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- Other 1

University of Arizona

(N=52)

Pre-bronchoscopy
muliidisciplinary
diagnoses

Low-confidence IPF (n=26)

Post-bronchoscopy
multidisciplinary diagnoses

IPF (n=14)
Non-IPF (n=12)
- Unclassifiable 8

-HP 2
- CTD-ILD 1¢
- Other 1

Unclassifiable (n=26)

Post-bronchoscopy
multidisciplinary diagnoses

- IPF (n=15)
- Non-IPF (n=11)
- Unclassifiable 4
“HP 4
- Other 3
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139 hasta

National Jewish Health
(n=139)

Bronkoskopi oncesi
Pre-bronchoscopy
s . 78'i : siniflandirilamayan
« 61'i : dlsuk guvenilirlikli IPF

Low-confidence IPF (n=61) Unclassifiable (n=78)
Post-bronchoscopy Post-bronchoscopy B
multidisciplinary diagnoses multidisciplinary diagnoses B ron kos ko pl sonrasi
- IPF (n=14) * IPF (n=29) 1.
. Non-IPF (n=47) - Nor-IPF (n=49) e 45U : 1IPF
- Unclassifiable 19 - Unclassifiable 33
-HP 12 -HP 8 1~
- CTD-ILD 142 - CTD-ILD 75 e 96'sI: IPF d|$| fILD
- Other 2 - Other 1




Bronkoskopi sonrasi
e 45'U: IPF
« 96'sI: IPF disi fILD

o Bag dokusu hastaligi ile iliskili fILD : 21 hasta
o Fibrotik hipersensitivite pndmonisi: 20 hasta
o Diger TILD tipleri: 3 hasta

o Siniflandirilamayan fILD: 52 hasta



TABLE 1 Baseline demographic, clinical, physiological and bronchoscopic parameters of patients presenting with fibrotic interstitial lung disease

(fiLD) and a non-definite usual interstitial pneumonia (UIP) computed tomography (CT) pattern in the National Jewish Health derivation cohort
and the University of Arizona validation cohort

Validation cohort (n=52)
post-bronchoscopy diagnosis

Derivation cohort (n=139)
post-bronchoscopy diagnosis

Baseline characteristics”

IPF Non-IPF fILD p-value IPF Non-IPF fILD p-value

Patients 43 (30.9) 96 (69.1) 29 (55.8) 23 (44.2)

Pre-bronchoscopy diagnosis
Unclassifiable 29 (67.4) 49 (51.0) 0.0717 15 (51.7) 11 (47.8) 0.7801
Low-confidence IPF 14 (32.6) 47 (49.0) 14 (48.3) 12 (52.2)

Age, years 7174579 T1.1+728 0.6644 7324511 T2.9+7.27 0.8807
=70 years 30 (69.8) 60 (62.5) 0.4071 22 (75.9) 17 (73.9) 0.8719
50-69 years" 13 (30.2) 36 (37.5) 7 (24.1) 6 (26.1)

Female 13 (30.2) 51 (53.1) 0.0123 7 (24.1) 10 (43.5) 0.1398

Identifiable exposure 6 (14.0) 60 (62.5) <0.0001 4 (13.8) 14 (60.9) 0.0004

White non-Hispanic 41 (95.3) 86 (89.8) 0.2633 20 (69.0) 17 (73.9) 0.6957

Ever-smoker 22 (51.2) 46 (47.9) 0.7234 17 (58.6) 11 (47.8) 0.4380

ILD family history 4(9.3) 11 (11.5) 0.7049 5 (17.2) 1(4.3) 0.1484

Autoimmune signs/symptoms 2 (4.7) 22 (22.9) 0.0084 0 (0.0) 1(4.3) 0.2569

Inspiratory crackles 34 (79.1) 62 (64.6) 0.0877 23 (79.3) 17 (73.9) 0.6464

FVC, % pred 83.9+18.24 79.5¢£16.64 0.1688 78.619.0 78.4+22.7 0.9784

Dy cq, % pred 76.6421.71 75.7£2094 0.8260 48 3+12.5 57.2419.4 0.0632

HRCT UIP pattern
Probable 18 (41.9) 19 (19.8) 0.0065 19 (65.5) 8 (34.8) 0.0276
Indeterminate/alternative 25 (58.1) 77 (80.2) 10 (34.5) 15 (65.2)

CT fibrosis extent, % 17.9+11.30 16.1+8.69 0.3175 18.649.34 18.0+9.14 0.8241

GC
Positive 37 (86.0) 46 (47.9) <0.0001 24 (82.8) 10 (43.5) 0.0031
Negative 6 (14.0) 50 (52.1) 5 (17.2) 13 (56.5)

BAL lymphocytes, % 7.4%5.98 18.3£18.42 0.0002 7.746.70 24.6x17.52 <0.0001
Lymphocyte count =20% 3 (7.0) 33 (34.4) 0.0007 2 (6.9) 13 (56.5) <0.0001
Lymphocyte count <20% 40 (93.0) 63 (65.6) 27 (93.1) 10 (43.5)

BAL macrophages, % 78.5+17.34 64.5+22 81 0.0005 73.7+21.52 53.7£23.59 0.0026
Macrophage count >85% 17 (39.5) 20 (20.8) 0.0211 13 (44.8) 2 (8.7) 0.0043
Macrophage count <85% 26 (60.5) 76 (79.2) 16 (55.2) 21 (91.3)

BAL neutrophils, % 11.5+14.54 15.4+1897 0.2336 16.8420.52 15.6+£15.00 0.8325

BAL eosinophils, % 2.6+3.69 2.4+4.06 0.8795 32+292 4.3+3.12 0.2826

Anti-fibrotic treatment 0 2 (2) 1.0000 2 (6.90) 1 (4.35) 0.6954

Anti-inflammatory treatment 6 (14.0) 8 (8.3) 0.3088 2 (6.90) 1(4.35) 0.6954

Data are presented as n (%) or mean#so, unless otherwise stated. IPF: idiopathic pulmonary fibrosis; FVC: forced vital capacity; D o: diffusing
capacity of the lung for carbon monoxide; HRCT: high-resolution computed tomography; GC: genomic classifier; BAL: bronchoalveolar lavage.
*. among all eligible patients, two in the validation cohort had a missing baseline D, - (data was not imputed); % the youngest patient in both
cohorts was 50 years old.




Baseline characteristics”

Derivation cohort (n=139)
post-bronchoscopy diagnosis

IPF Non-IPF fILD p-value

Patients 43 (30.9) 96 (69.1)

Pre-bronchoscopy diagnosis
Unclassifiable 29 (67.4) 49 (51.0) 0.0717
Low-confidence IPF 14 (32.6) 47 (49.0)

Age, years 71.745.79 71.1+7.28 0.6644
=70 years 30 (69.8) 60 (62.5) 0.4071
5069 '_-,.'E'Elrsq 13 (30.2) 36 (37.5)

Female 13 (30.2) 51 (53.1) 0.0123

Identifiable exposure 6 (14.0) 60 (62.5) <0.0001

White non-Hispanic 41 (95.3) 86 (89.6) 0.2633

Ever-smoker 22 (51.2) 46 (47.9) 0.7234

ILD family history 4 (9.3) 11 (11.5) 0.7049

Autoimmune signs/symptoms 2 (4.7) 22 (22.9) 0.0084

Inspiratory crackles 34 (79.1) 62 (64.6) 0.0877

FVC, % pred 83.9+18.24 79.5+16.64 0.1688

D\ co, %0 pred 76.6+21.71 75.7+20.94 0.8260

HRCT UIP pattern
Probable 18 (41.9) 19 (19.8) 0.0065
Indeterminate/alternative 25 (58.1) 77 (80.2)

CT fibrosis extent, % 17.9+11.30 16.1+8.69 0.3175

GC
Positive 37 (86.0) 46 (47.9) <0.0001
Negative 6 (14.0) 50 (52.1)

BAL lymphocytes, %o 7.4+5.98 18.3+18.42 0.0002
Lymphocyte count =20% 3 (7.0) 33 (34.4) 0.0007
Lymphocyte count <20% 40 (93.0) 63 (65.6)

BAL macrophages, % 78.5¢£17.34 64.5+22 81 0.0005
Macrophage count >85% 17 (39.5) 20 (20.8) 0.0211
Macrophage count <85% 26 (60.5) 76 (79.2)

BAL neutrophils, % 11.5+14.54 15.4+18.97 0.2336

BAL eosinophils, % 2.6+3.69 2.4+4.06 0.8795

Anti-fibrotic treatment 0 2 (2) 1.0000

Anti-inflammatory treatment 6 (14.0) 8 (8.3) 0.3088

IPF grubunda;
(IPF disi fILD grubuna gore)

kadin orani daha dusuk,

tanimlabilir cevresel
maruziyet veya

bag dokusu hastaligina ait
klinik belirti/bulgular

daha azd..



Baseline characteristics”

Derivation cohort (n=139)
post-bronchoscopy diagnosis

IPF Non-IPF fILD p-value

Patients 43 (30.9) 96 (69.1)

Pre-bronchoscopy diagnosis
Unclassifiable 29 (67.4) 49 (51.0) 0.0717
Low-confidence IPF 14 (32.6) 47 (49.0)

Age, years 71.745.79 71.1+7.28 0.6644
=70 years 30 (69.8) 60 (62.5) 0.4071
5069 '_-,.fE'.'-_irE.III 13 (30.2) 36 (37.5)

Female 13 (30.2) 51 (53.1) 0.0123

ldentifiable exposure 6 (14.0) 60 (62.5) <0.0001

White non-Hispanic 41 (95.3) 86 (89.6) 0.2633

Ever-smoker 22 (51.2) 46 (47.9) 0.7234

ILD family history 4 (9.3) 11 (11.5) 0.7049

Autoimmune signs/symptoms 2 (4.7) 22 (22.9) 0.0084

Inspiratory crackles 34 (79.1) 62 (64.6) 0.0877

FVC, % pred 83.9+18.24 79.5+16.64 0.1688

D\ rq, %o pred 76.6+21.71 75.7+20.94 0.8260

HRCT UIP pattern
Probable 18 (41.9) 19 (19.8) 0.0065
Indeterminate/alternative 25 (58.1) 77 (80.2)

CT fibrosis extent, % 17.9+11.30 16.1+8.69 0.3175

GC
Positive 37 (86.0) 46 (47.9) <0.0001
Negative 6 (14.0) 50 (52.1)

BAL lymphocytes, %o 7.4+5.98 18.3+18.42 0.0002
Lymphocyte count =20% 3 (7.0) 33 (34.4) 0.0007
Lymphocyte count <20% 40 (93.0) 63 (65.6)

BAL macrophages, % 78.5¢£17.34 64.5+22 81 0.0005
Macrophage count >85% 17 (39.5) 20 (20.8) 0.0211
Macrophage count <85% 26 (60.5) 76 (79.2)

BAL neutrophils, % 11.5+14.54 15.4+18.97 0.2336

BAL eosinophils, % 2.6+3.69 2.4+4.06 0.8795

Anti-fibrotic treatment 0 2 (2) 1.0000

Anti-inflammatory treatment 6 (14.0) 8 (8.3) 0.3088

IPF grubunda;
(IPF disi fILD grubuna gore)

HRCT’de belirsiz veya
alternatif UIP paternine sahip
olma, GC’nin negatif ¢cikma,
BAL lenfosit oraninin >2220 ve
BAL makrofaj oraninin <785
olma olasiliklari da anlaml
olarak daha dusuktu.



TABLE 3 Multivariate logistic regression models and effect of exduded variables on area under the curve (AUC)

Model Factors included in logistic regression Excluded factor(s)
1 Age; sex; exposure history; autoimmune signs/symptoms; crackles;
CT UIP pattern; GC; BAL lymphocyte count; BAL macrophage count
2 Age; sex; exposure history; autoimmune signs/symptoms; crackles; GC
CT UIP pattern; BAL lymphocyte count; BAL macrophage count

3 Age: sex; exposure history; autoimmune signs/symptoms; crackles; BAL lymphocyte count

CT UIP pattern; GC; BAL macrophage count
4 Age; sex; exposure history; autoimmune signs/symptoms; crackles; BAL macrophage count

CT UIP pattern; GC; BAL lymphocyte count
5 Age; sex; exposure history; autoimmune signs/symptoms; crackles;  GC; BAL lymphocyte count; BAL macrophage count

CT UIP pattern
6 Age; sex; exposure history; autoimmune signs/symptoms; crackles; BAL lymphocyte count; BAL macrophage count
CT UIP pattern; GC

7 Age; sex; exposure history; autoimmune signs/symptoms; crackles BAL lymphocyte count; BAL macrophage count;

GC; CT UIP pattern

AUC (95% ClI)

0.90 (0.85-0.95)
0.88 (0.82-0.94)
0.88 (0.83-0.94)
0.89 (0.85-0.95)
0.84 (0.77-0.91)
0.88 (0.82-0.94)

0.83 (0.76-0.90)

CT: computed tomography; UIP: usual interstitial pneumonia; GC: genomic classifier; BAL: bronchoalveolar lavage.

IPF risk skoruna en gii¢lii katkida bulunan degiskenler:

o pozitif GC orani
« BAL lenfosit orani <7220
« BAL makrofaj orani >7285



TABLE 2 Bootstrapped odd ratios of idiopathic pulmonary fibrosis (IPF) versus non-IPF fibrotic interstitial lung disease (fILD) and 97.5% confidence

interval estimates in the derivation cohort and score points assigned for the model

Predictors Score Odds ratio

points (2nd to 97th LCL (2nd to 97th UCL (2nd to 97th

quantile) quantile) quantile)

Age, =T0 versus 51-69 years 1 1.49 (0.29-6.73) 0.29 (0.04-0.87) 7.89 (2.02-57.23)
Sex, male versus female 1 2.75 (0.58-16.61) 0.54 (0.08-1.69) 13.84 (3.27-185.55)
Presence of autoimmune signs/symptoms versus none -3 0.10 (<0.01-0.66) <0.01 (<0.01-0.05) 237 (0.50—=999)
Identifiable exposure versus unidentifiable —b 0.05 (<0.01-0.15) <0.01 (<0.01-0.03) 0.30 (0.11-0.93)
Presence of inspiratory crackles versus none 1 242 (050-21.38) 042 (0.05-1.51) 14.28 (3.18-327.08)
CT UIP pattern, probable versus indeterminate/altermnative 1 1.50 (0.28-6.97) 0.29 (0.03-0.92) 7.81 (1.98-57.66)
GC, positive versus negative q 7.30 (1.63-79.46) 1.11 (0.14-3.16) 46.37 (9.24—>999)
BAL lymphocyte count, =20% versus <20% -3 0.17 (<0.01-0.92) 0.02 (<0.01-0.11) 2.05 (0.54-=999)
BAL macrophage count, =85% versus <85% 1 1.81 (0.37-12.55) 0.32 (0.04-1.07) 10.06 (2.46—-1T74.61)

LCL: lower confidence limit; UCL: upper confidence limit; CT: computed tomography; UIP: usual interstitial pneumonia; GC: genomic classifier; BAL:
bronchoalveolar lavage. To account for the possibility of IPF in any patient with fILD, we add 13 points to the score for all patients, resulting in a
final score ranging from 1 to 22

IPFyi 6nhgorme giicii (odds ratio)
« Yas>70 (vs 51-69 yas): +1 puan



TABLE 2 Bootstrapped odd ratios of idiopathic pulmonary fibrosis (IPF) versus non-IPF fibrotic interstitial lung disease (fILD) and 97.5% confidence

interval estimates in the derivation cohort and score points assigned for the model

Predictors Score Odds ratio

points (2nd to 97th LCL (2nd to 97th UCL (2nd to 97th

quantile) quantile) quantile)

Age, =T0 versus 51-69 years 1 1.49 (0.29-6.73) 0.29 (0.04-0.87) 7.89 (2.02-57.23)
Sex, male versus female 1 2.75 (0.58-16.61) 0.54 (0.08-1.69) 13.84 (3.27-185.55)
Presence of autoimmune signs/symptoms versus none -3 0.10 (<0.01-0.66) <0.01 (<0.01-0.05) 237 (0.50—=999)
Identifiable exposure versus unidentifiable —b 0.05 (<0.01-0.15) <0.01 (<0.01-0.03) 0.30 (0.11-0.93)
Presence of inspiratory crackles versus none 1 242 (050-21.38) 042 (0.05-1.51) 14.28 (3.18-327.08)
CT UIP pattern, probable versus indeterminate/altermnative 1 1.50 (0.28-6.97) 0.29 (0.03-0.92) 7.81 (1.98-57.66)
GC, positive versus negative q 7.30 (1.63-79.46) 1.11 (0.14-3.16) 46.37 (9.24—>999)
BAL lymphocyte count, =20% versus <20% -3 0.17 (<0.01-0.92) 0.02 (<0.01-0.11) 2.05 (0.54-=999)
BAL macrophage count, =85% versus <85% 1 1.81 (0.37-12.55) 0.32 (0.04-1.07) 10.06 (2.46—-1T74.61)

LCL: lower confidence limit; UCL: upper confidence limit; CT: computed tomography; UIP: usual interstitial pneumonia; GC: genomic classifier; BAL:
bronchoalveolar lavage. To account for the possibility of IPF in any patient with fILD, we add 13 points to the score for all patients, resulting in a
final score ranging from 1 to 22

IPFyi 6nhgorme giicii (odds ratio)
« Erkek cinsiyet (vs kadin): +1 puan



TABLE 2 Bootstrapped odd ratios of idiopathic pulmonary fibrosis (IPF) versus non-IPF fibrotic interstitial lung disease (fILD) and 97.5% confidence

interval estimates in the derivation cohort and score points assigned for the model

Predictors Score Odds ratio

points (2nd to 97th LCL (2nd to 97th UCL (2nd to 97th

quantile) quantile) quantile)

Age, =T0 versus 51-69 years 1 1.49 (0.29-6.73) 0.29 (0.04-0.87) 7.89 (2.02-57.23)
Sex, male versus female 1 2.75 (0.58-16.61) 0.54 (0.08-1.69) 13.84 (3.27-185.55)
Presence of autoimmune signs/symptoms versus none -3 0.10 (<0.01-0.66) <0.01 (<0.01-0.05) 237 (0.50—=999)
Identifiable exposure versus unidentifiable —b 0.05 (<0.01-0.15) <0.01 (<0.01-0.03) 0.30 (0.11-0.93)
Presence of inspiratory crackles versus none 1 242 (050-21.38) 042 (0.05-1.51) 14.28 (3.18-327.08)
CT UIP pattern, probable versus indeterminate/altermnative 1 1.50 (0.28-6.97) 0.29 (0.03-0.92) 7.81 (1.98-57.66)
GC, positive versus negative q 7.30 (1.63-79.46) 1.11 (0.14-3.16) 46.37 (9.24—>999)
BAL lymphocyte count, =20% versus <20% -3 0.17 (<0.01-0.92) 0.02 (<0.01-0.11) 2.05 (0.54-=999)
BAL macrophage count, =85% versus <85% 1 1.81 (0.37-12.55) 0.32 (0.04-1.07) 10.06 (2.46—-1T74.61)

LCL: lower confidence limit; UCL: upper confidence limit; CT: computed tomography; UIP: usual interstitial pneumonia; GC: genomic classifier; BAL:
bronchoalveolar lavage. To account for the possibility of IPF in any patient with fILD, we add 13 points to the score for all patients, resulting in a
final score ranging from 1 to 22

IPFyi 6nhgorme giicii (odds ratio)
« Otoimmun belirti/bulgu varligr: -3 puan



TABLE 2 Bootstrapped odd ratios of idiopathic pulmonary fibrosis (IPF) versus non-IPF fibrotic interstitial lung disease (fILD) and 97.5% confidence

interval estimates in the derivation cohort and score points assigned for the model

Predictors Score Odds ratio

points (2nd to 97th LCL (2nd to 97th UCL (2nd to 97th

quantile) quantile) quantile)

Age, =T0 versus 51-69 years 1 1.49 (0.29-6.73) 0.29 (0.04-0.87) 7.89 (2.02-57.23)
Sex, male versus female 1 2.75 (0.58-16.61) 0.54 (0.08-1.69) 13.84 (3.27-185.55)
Presence of autoimmune signs/symptoms versus none -3 0.10 (<0.01-0.66) <0.01 (<0.01-0.05) 237 (0.50—=999)
Identifiable exposure versus unidentifiable —b 0.05 (<0.01-0.15) <0.01 (<0.01-0.03) 0.30 (0.11-0.93)
Presence of inspiratory crackles versus none 1 242 (050-21.38) 042 (0.05-1.51) 14.28 (3.18-327.08)
CT UIP pattern, probable versus indeterminate/altermnative 1 1.50 (0.28-6.97) 0.29 (0.03-0.92) 7.81 (1.98-57.66)
GC, positive versus negative q 7.30 (1.63-79.46) 1.11 (0.14-3.16) 46.37 (9.24—>999)
BAL lymphocyte count, =20% versus <20% -3 0.17 (<0.01-0.92) 0.02 (<0.01-0.11) 2.05 (0.54-=999)
BAL macrophage count, =85% versus <85% 1 1.81 (0.37-12.55) 0.32 (0.04-1.07) 10.06 (2.46—-1T74.61)

LCL: lower confidence limit; UCL: upper confidence limit; CT: computed tomography; UIP: usual interstitial pneumonia; GC: genomic classifier; BAL:
bronchoalveolar lavage. To account for the possibility of IPF in any patient with fILD, we add 13 points to the score for all patients, resulting in a
final score ranging from 1 to 22

IPFyi 6nhgorme giicii (odds ratio)
« Tanimlanabilir cevresel maruziyet: -6 puan



TABLE 2 Bootstrapped odd ratios of idiopathic pulmonary fibrosis (IPF) versus non-IPF fibrotic interstitial lung disease (fILD) and 97.5% confidence

interval estimates in the derivation cohort and score points assigned for the model

Predictors Score Odds ratio

points (2nd to 97th LCL (2nd to 97th UCL (2nd to 97th

quantile) quantile) quantile)

Age, =T0 versus 51-69 years 1 1.49 (0.29-6.73) 0.29 (0.04-0.87) 7.89 (2.02-57.23)
Sex, male versus female 1 2.75 (0.58-16.61) 0.54 (0.08-1.69) 13.84 (3.27-185.55)
Presence of autoimmune signs/symptoms versus none -3 0.10 (<0.01-0.66) <0.01 (<0.01-0.05) 237 (0.50—=999)
Identifiable exposure versus unidentifiable —b 0.05 (<0.01-0.15) <0.01 (<0.01-0.03) 0.30 (0.11-0.93)
Presence of inspiratory crackles versus none 1 242 (050-21.38) 042 (0.05-1.51) 14.28 (3.18-327.08)
CT UIP pattern, probable versus indeterminate/altermnative 1 1.50 (0.28-6.97) 0.29 (0.03-0.92) 7.81 (1.98-57.66)
GC, positive versus negative q 7.30 (1.63-79.46) 1.11 (0.14-3.16) 46.37 (9.24—>999)
BAL lymphocyte count, =20% versus <20% -3 0.17 (<0.01-0.92) 0.02 (<0.01-0.11) 2.05 (0.54-=999)
BAL macrophage count, =85% versus <85% 1 1.81 (0.37-12.55) 0.32 (0.04-1.07) 10.06 (2.46—-1T74.61)

LCL: lower confidence limit; UCL: upper confidence limit; CT: computed tomography; UIP: usual interstitial pneumonia; GC: genomic classifier; BAL:
bronchoalveolar lavage. To account for the possibility of IPF in any patient with fILD, we add 13 points to the score for all patients, resulting in a
final score ranging from 1 to 22

IPFyi 6nhgorme giicii (odds ratio)
. Inspiratuvar ral varligi: +1 puan



TABLE 2 Bootstrapped odd ratios of idiopathic pulmonary fibrosis (IPF) versus non-IPF fibrotic interstitial lung disease (fILD) and 97.5% confidence

interval estimates in the derivation cohort and score points assigned for the model

Predictors Score Odds ratio

points (2nd to 97th LCL (2nd to 97th UCL (2nd to 97th

quantile) quantile) quantile)

Age, =T0 versus 51-69 years 1 1.49 (0.29-6.73) 0.29 (0.04-0.87) 7.89 (2.02-57.23)
Sex, male versus female 1 2.75 (0.58-16.61) 0.54 (0.08-1.69) 13.84 (3.27-185.55)
Presence of autoimmune signs/symptoms versus none -3 0.10 (<0.01-0.66) <0.01 (<0.01-0.05) 237 (0.50—=999)
Identifiable exposure versus unidentifiable —b 0.05 (<0.01-0.15) <0.01 (<0.01-0.03) 0.30 (0.11-0.93)
Presence of inspiratory crackles versus none 1 242 (050-21.38) 042 (0.05-1.51) 14.28 (3.18-327.08)
CT UIP pattern, probable versus indeterminate/altermnative 1 1.50 (0.28-6.97) 0.29 (0.03-0.92) 7.81 (1.98-57.66)
GC, positive versus negative q 7.30 (1.63-79.46) 1.11 (0.14-3.16) 46.37 (9.24—>999)
BAL lymphocyte count, =20% versus <20% -3 0.17 (<0.01-0.92) 0.02 (<0.01-0.11) 2.05 (0.54-=999)
BAL macrophage count, =85% versus <85% 1 1.81 (0.37-12.55) 0.32 (0.04-1.07) 10.06 (2.46—-1T74.61)

LCL: lower confidence limit; UCL: upper confidence limit; CT: computed tomography; UIP: usual interstitial pneumonia; GC: genomic classifier; BAL:
bronchoalveolar lavage. To account for the possibility of IPF in any patient with fILD, we add 13 points to the score for all patients, resulting in a
final score ranging from 1 to 22

IPFyi ongérme giicii (odds ratio)
« CT'de UIP paternin muhtemel veya belirsiz olmasi: +1 puan



TABLE 2 Bootstrapped odd ratios of idiopathic pulmonary fibrosis (IPF) versus non-IPF fibrotic interstitial lung disease (fILD) and 97.5% confidence

interval estimates in the derivation cohort and score points assigned for the model

Predictors Score
points
Age, =T0 versus 51-69 years 1
Sex, male versus female 1
Presence of autoimmune signs/symptoms versus none -3
Identifiable exposure versus unidentifiable —b
Presence of inspiratory crackles versus none 1
CT UIP pattern, probable versus indeterminate/altermnative 1
GC, positive versus negative q
BAL lymphocyte count, =20% versus <20% -3
BAL macrophage count, =85% versus <85% 1

LCL: lower confidence limit; UCL: upper confidence limit; CT: computed tomography; UIP: usual interstitial pneumonia; GC: genomic classifier; BAL:
bronchoalveolar lavage. To account for the possibility of IPF in any patient with fILD, we add 13 points to the score for all patients, resulting in a

final score ranging from 1 to 22

Odds ratio
(2nd to 97th LCL (Znd to 97th UCL (2nd to 97th
quantile) quantile) quantile)

1.49 (0.29-6.73)
2.75 (0.58-16.61)
0.10 (=0.01-0.66)
0.05 (<0.01-0.15)
242 (050-21.38)
1.50 (0.28-6.97)
7.30 (1.63-79.46)
0.17 (<0.01-0.92)
1.81 (0.37-12.55)

0.29 (0.04-0.87)
0.54 (0.08-1.69)
<0.01 (=0.01-0.05}
<0.01 (=0.01-0.03)
042 (0.05-1.51)
0.29 (0.03-0.92)

1.11 (0.14-3.16)
0.02 (<0.01-0.11)
032 (0.04-1.07)

7.89 (2.02-57.23)

13.84 (3.27-185.55)

2.37 (0.50—=999)
0.30 (0.11-0.93)

1428 (3.18-327.08)

7.81 (1.98-57.66)
46.37 (9.24—=999)
2.05 (0.54-=999)

10.06 (2.46-174.61)

IPFyi 6nhgorme giicii (odds ratio)

« Genomik pozitiflik: +4 puan



TABLE 2 Bootstrapped odd ratios of idiopathic pulmonary fibrosis (IPF) versus non-IPF fibrotic interstitial lung disease (fILD) and 97.5% confidence

interval estimates in the derivation cohort and score points assigned for the model

Predictors Score Odds ratio

points (2nd to 97th LCL (2nd to 97th UCL (2nd to 97th

quantile) quantile) quantile)

Age, =T0 versus 51-69 years 1 1.49 (0.29-6.73) 0.29 (0.04-0.87) 7.89 (2.02-57.23)
Sex, male versus female 1 2.75 (0.58-16.61) 0.54 (0.08-1.69) 13.84 (3.27-185.55)
Presence of autoimmune signs/symptoms versus none -3 0.10 (<0.01-0.66) <0.01 (<0.01-0.05) 237 (0.50—=999)
Identifiable exposure versus unidentifiable —b 0.05 (<0.01-0.15) <0.01 (<0.01-0.03) 0.30 (0.11-0.93)
Presence of inspiratory crackles versus none 1 242 (050-21.38) 042 (0.05-1.51) 14.28 (3.18-327.08)
CT UIP pattern, probable versus indeterminate/altermnative 1 1.50 (0.28-6.97) 0.29 (0.03-0.92) 7.81 (1.98-57.66)
GC, positive versus negative q 7.30 (1.63-79.46) 1.11 (0.14-3.16) 46.37 (9.24—>999)
BAL lymphocyte count, =20% versus <20% -3 0.17 (<0.01-0.92) 0.02 (<0.01-0.11) 2.05 (0.54-=999)
BAL macrophage count, =85% versus <85% 1 1.81 (0.37-12.55) 0.32 (0.04-1.07) 10.06 (2.46—-1T74.61)

LCL: lower confidence limit; UCL: upper confidence limit; CT: computed tomography; UIP: usual interstitial pneumonia; GC: genomic classifier; BAL:
bronchoalveolar lavage. To account for the possibility of IPF in any patient with fILD, we add 13 points to the score for all patients, resulting in a
final score ranging from 1 to 22

IPFyi 6nhgorme giicii (odds ratio)
« BAL lenfosit orani >2220 : -3 puan



TABLE 2 Bootstrapped odd ratios of idiopathic pulmonary fibrosis (IPF) versus non-IPF fibrotic interstitial lung disease (fILD) and 97.5% confidence

interval estimates in the derivation cohort and score points assigned for the model

Predictors Score Odds ratio

points (2nd to 97th LCL (2nd to 97th UCL (2nd to 97th

quantile) quantile) quantile)

Age, =T0 versus 51-69 years 1 1.49 (0.29-6.73) 0.29 (0.04-0.87) 7.89 (2.02-57.23)
Sex, male versus female 1 2.75 (0.58-16.61) 0.54 (0.08-1.69) 13.84 (3.27-185.55)
Presence of autoimmune signs/symptoms versus none -3 0.10 (<0.01-0.66) <0.01 (<0.01-0.05) 237 (0.50—=999)
Identifiable exposure versus unidentifiable —b 0.05 (<0.01-0.15) <0.01 (<0.01-0.03) 0.30 (0.11-0.93)
Presence of inspiratory crackles versus none 1 242 (050-21.38) 042 (0.05-1.51) 14.28 (3.18-327.08)
CT UIP pattern, probable versus indeterminate/altermnative 1 1.50 (0.28-6.97) 0.29 (0.03-0.92) 7.81 (1.98-57.66)
GC, positive versus negative q 7.30 (1.63-79.46) 1.11 (0.14-3.16) 46.37 (9.24—>999)
BAL lymphocyte count, =20% versus <20% -3 0.17 (<0.01-0.92) 0.02 (<0.01-0.11) 2.05 (0.54-=999)
BAL macrophage count, =85% versus <85% 1 1.81 (0.37-12.55) 0.32 (0.04-1.07) 10.06 (2.46—-1T74.61)

LCL: lower confidence limit; UCL: upper confidence limit; CT: computed tomography; UIP: usual interstitial pneumonia; GC: genomic classifier; BAL:
bronchoalveolar lavage. To account for the possibility of IPF in any patient with fILD, we add 13 points to the score for all patients, resulting in a
final score ranging from 1 to 22

IPFyi 6nhgorme giicii (odds ratio)
« BAL makrofaj orani > 2485 : +3 puan



Skorlama
e Yas>/0: +1 puan
» Erkek cinsiyet: +1 puan
« Otoimmun belirti/bulgu varhlgi: -3 puan
« Tanimlanabilir cevresel maruziyet: -6 puan
. Inspiratuvar ral varhge: +1 puan
« CT UIP paterni: +1 puan
« Genomik pozitiflik: +4 puan
« BAL lenfosit orani > 22420 : -3 puan
« BAL makrofaj orani > 7485 : +3 puan

TUum hastalara 13 puan eklenmistir, bOylece toplam skor 1-22 arasinda degismektedir.



TABLE 4 Model risk score average predicted probabilities and performance characteristics

Clinical-HRCT-BAL-GC IPF risk score group Patients (predicted probability of IPF)
Low risk
Score £10 0 (1%)
Score 11-15 9 (15%)
Score 16-18 10 (49%)
High risk
Score 19-20 13 (75%)
Very high nsk
Score 21-22 11 (89%)

IPF Risk Skorlama Sisteminin Sonuclari
. Diisiik Risk
o Skor<10 - Hastalarin hicbiri IPF tanisi almadi. (cok diistik ihtima

o Skor 11-15 - Hastalarin 2215'i IPF tanisi aldi. (olasi ama disuk ihti

mal)



TABLE 4 Model risk score average predicted probabilities and performance characteristics

Clinical-HRCT-BAL-GC IPF risk score group Patients (predicted probability of IPF)
Low risk
Score £10 0 (1%)
Score 11-15 9 (15%)
Score 16-18 10 (49%)
High nsk
Score 19-20 13 (75%)
Very high risk
Score 21-22 11 (89%)

IPF Risk Skorlama Sisteminin Sonuclari
e Orta Risk
o Skor 16-18 - Hastalarin %2449'u IPF tanisi almis.
o ‘Supheli’ olarak degerlendirilmeli.



TABLE 4 Model risk score average predicted probabilities and performance characteristics

Clinical-HRCT-BAL-GC IPF risk score group Patients (predicted probability of IPF)
Low risk
Score £10 0 (1%)
Score 11-15 9 (15%)
Score 16-18 10 (49%)
High risk
Score 19-20 13 (75%)
Very high nsk
Score 21-22 11 (89%)

IPF Risk Skorlama Sisteminin Sonuclari
» Yuksek Risk
o Skor 19-20 - Hastalarin %275'u IPF tanisi almis.
o IPF olasiligi yuksek dlzeyde, tanisal glven oldukca artiyor.



TABLE 4 Model risk score average predicted probabilities and performance characteristics

Clinical-HRCT-BAL-GC IPF risk score group Patients (predicted probability of IPF)
Low risk
Score £10 0 (1%)
Score 11-15 9 (15%)
Score 16-18 10 (49%)
High risk
Score 19-20 13 (75%)
Very high nsk
Score 21-22 11 (89%)

IPF Risk Skorlama Sisteminin Sonuclari

« Cok Yuksek Risk
o Skor 21-22 -> Hasta
o Biyopsi yapilmadan

arin %289'u IPF tanisi almis.

oile IPF olarak yuksek dogrulukla tanimlanabiliyor.



Bulgular

Dogrulama Kohortu
Klinik-HRCT-BAL-GC IPF Risk Skoru,
52 hastadan olusan yeni bir grupta test edilmistir.



Eligible patients

(=121 underwent GC and BAL)

National Jewish Health
(n=139)

Pre-bronchoscopy
multidisciplinary
diagnoses

Low-confidence IPF (n=61) ‘ Unclassifiable (n=78) |

Post-bronchoscopy
multidisciplinary diagnoses

- IPF (n=14)
«  Non-IPF (n=4T7)
- Unclassifiable 19
-HP 12
- CTD-ILD 142
- Other 2

Post-bronchoscopy

multidisciplinary diagnoses

IPF (n=29)
Mon-IPF (n=49)

- Unclassifiable 33
-HP &

- CTD-ILD 7®

- Other 1

University of Arizona

(N=52)

Pre-bronchoscopy
muliidisciplinary
diagnoses

Low-confidence IPF (n=26)

Post-bronchoscopy
multidisciplinary diagnoses

IPF (n=14)
Non-IPF (n=12)
- Unclassifiable 8

-HP 2
- CTD-ILD 1¢
- Other 1

Unclassifiable (n=26)

Post-bronchoscopy
multidisciplinary diagnoses

- IPF (n=15)
- Non-IPF (n=11)
- Unclassifiable 4
“HP 4
- Other 3



Eligible patients

(=191 underwent GC and B

National Jewish Health
(n=139)

Pre-bronchoscopy
multidisciplinary
diagnoses

Low-confidence IPF (n=61)

Unclassifiable (n=78)

Post-bronchoscopy
multidisciplinary diagnoses

- IPF (n=14)
«  Non-IPF (n=4T7)
- Unclassifiable 19
-HP 12
- CTD-ILD 143
- Other 2

Post-bronchoscopy

multidisciplinary diagnoses

IPF (n=29)
Mon-IPF (n=49)

- Unclassifiable 33
-HP &

- CTD-ILD 7®

- Other 1

University of Arizona

(N=52)

Pre-bronchoscopy
muliidisciplinary
diagnoses

Low-confidence IPF (n=26)

Post-bronchoscopy
multidisciplinary diagnoses

IPF (n=14)
Non-IPF (n=12)
- Unclassifiable 8
-HP 2

- CTD-ILD 1¢

- Other 1

Unclassifiable (n=26)

Post-bronchoscopy
multidisciplinary diagnoses

- IPF (n=15)
- Non-IPF (n=11)
- Unclassifiable 4
-HP 4
- Other 3



52 hasta

University of Arizona

(N=52)

Pre-bronchoscopy

Bronkoskopi oncesi ™ dagnoses
o 26's1 : siniflandirilamayan
o 26'sI :dusuk guvenilirlikli IPF

Low-confidence IPF (n=26) Unclassifiable (n=26)

Post-bronchoscopy
multidisciplinary diagnoses

Post-bronchoscopy
multidisciplinary diagnoses

. IPF (n=14)
. Non-IPF (n=12)
- Unclassifiable 8
-HP 2
-CTD-ILD 1¢

- Other 1

- IPF (n=15)
- Non-IPF (n=11)
- Unclassifiable 4
-HP 4
- Other 3




52 hasta

University of Arizona
(n=52)

Pre-bronchoscopy

Bronkoskopi oncesi ™ Gagnoses
2 6IS I : S I n Ifl a n d I rl I a m aya n Low-confidence IPF (n=26) Unclassifiable (n=26)
2 6lS I : d U S u k g U Ve n i I i rI i kl i I P I: Post-bronchoscopy Post-bronchoscopy

multidisciplinary diagnoses multidisciplinary diagnoses

. IPF (n=14) - IPF (n=15)
- Non-IPF (n=12) - Non-IPF (n=11)
- Unclassifiable 8 - Unclassifiable 4

Bronkoskopi sonrasi A Otmer3

- Other 1

29'u: IPF
23'0: IPF disi fILD
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FIGURE 1 Model receiver operating characteristic curves for the presence of idiopathic pulmonary fibrosis (IPF)
versus non-IPF interstitial lung disease. AZ: University of Arizona; AUC: area under the curve; NJH: National
Jewish Health.

Turetme kohortu
AUC degeri: 0.90

Dogrulama kohortu
AUC degeri: 0.91

Model,
astanin IPF olup olmadigini
2690 dogrulukla 6ngorebiliyor.




Bulgular

191 hastanin 117'sinde (%%261) tedavi yaklasiminda degisiklik
olmustur.

IPF tanisi alan hastalarda antifibrotik tedavi recetesi,
tlretme kohortunda O'dan 29 hastaya (5267),
dogrulama kohortunda 2'den 17 hastaya (?%47den %259a)
yukselmistir.

Antiinflamatuar ilag recetesi,
turetme kohortunda 6 hastadan 4 hastaya gerilemis,
dogrulama kohortunda 2 hastadan 2 hastaya sabit kalmistir.



Bulgular

IPF tanisi alan hastalar ile IPF disi fILD hastalari arasinda
progresyonsuz sagkalim (PFS) acisindan anlamli bir fark olmadigh
goOsterilmistir.

Turetme kohortunda, IPF tanisi alan 2 hasta ve IPF disi tani alan 1
hasta yasaminl yitirmistir.

Dogrulama kohortunda, IPF tanisi alan 3 hasta ve IPF disi tani alan 2
hasta yasamini yitirmistir.



Bulgular

Ayrica, tamami IPF disi olarak tanimlanan 5 hastaya cerrahi akciger
biyopsisi uygulanmis; histopatolojik incelemelerde

o fibrotik nonspesifik interstisyel pndmoni (NSIP)

o organize diffuz alveoler hasar

o sigaraya bagli fILD

o UIP disI patern (siniflandirilamayan iki olgu)



Tartisma

Genomik siniflandirici (GC) testi, gercek yasam pratiginde BAL ile birlikte
glderek daha sik kullanilan yeni bir tanisal arac¢ haline gelmistir.

Her iki testin de, fibrotik interstisyel akciger hastaligi (fILD) olan hastalarda
prognostik bilgi sagladigi gosterilmistir.

Daha 6nce; fILD’li ve HRCT'de kesin olmayan UIP paternine sahip hastalarda,
test oncesi IPF olasiligini degistirmede GC ve BAL testlerinin tanisal
performans Ozelliklerini degerlendiren ¢calisma olmamistir.



Tartisma

Bu boslugu doldurmak amaciyla ortaya cikan;

Klinik-HRCT-BAL-GC bulgularini iceren ¢ok degiskenli IPF risk modeli,
yuksek tanisal dogruluk gostermis olup, bagimsiz bir kohortta da tutarl
sonuclar elde etmistir.

IPF risk skoru, erken taniya yardimci tamamlayici bir ara¢ olarak kullanilabilir.
Ancak, bu sonuclar 6n bulgular olarak degerlendirilmelidir, sonuclarin
dogrulanmasi ve genis hasta populasyonlarinda yeniden test edilmesi icin ileri
calismalara intiyac vardir.



Tartisma

Bronkoskopik verilerin (GC ve BAL sonuglan) tanisal degerlendirme
strecine dahil edilmesi, olgularin %37'sinde (72/191) baslangi¢ tanisinin IPF
olarak yeniden siniflandirilmasina yol agcmis ve bu durum antifibrotik ila¢
recete oranininda belirgin bir artisa neden olmustur.

Bu risk skorlamasi, tanisal belirsizligi azaltarak uygun tedavi kararlarinin
alinmasini kolaylastirmis ve cerrahi akciger biyopsisi gibi invaziv testlere
duyulan gereksinimi azaltmistir.

Cerrahi akciger biyopsisi yalnhizca, multidisipliner degerlendirme sonucunda
gecici olarak IPF disi tani alan hastalarda uygulanmistir ve tim bu hastalarda
GC sonucu negatiftir ve BAL lenfositozu saptanmamistir.



Tartisma

IPF disi olgularla karsilastirildiginda, IPF olgularinda;
pozitit GC, BAL lenfosit orani <2420 ve BAL makrofaj orani>785
kombinasyonunun gorulme sikhgi anlamli olarak daha yuksekti.

« BAL lenfosit sayimi; kilavuz onerileri ile uyumlu olarak yeni tespit edilmis
fILD hastalarinda taniya yardimci olmaktadir.

- BAL makrofaj orani, sigara oykusune gore duzeltme yapildiktan sonra bile
IPF olgularini tanimlamada istatistiksel olarak anlamli cikmistir.



Tartisma

Siniflandiriimayan fILD hastalarinin gorulme sikligl, bu calismada ele alinmasi
gereken onemli bir konudur.

IPF risk skoru degerlendirme sonrasinda, bu olgularin sayisinda belirgin bir
azalma gozlenmistir.

Ancak onemli bir alt grup hala siniflandirilamamistir.

Cerrahi akciger biyopsisi veya kriyobiyopsi yapillmayan hastalarin cogunda,

bazi IA

tanilarinin gdozden kacmis olabilecegi dustnulmektedir.

Bu bulgular, spesifik bir IAH tanisini dogru bir sekilde siniflandirmadaki
zorluklari vurgulamakta ve bu tlr hastalarda daha az invaziv, hassas ve
dogrulanabilir tanisal testlerin gelistirilmesi ve dlizenlenmesi gerekliligini
ortaya koymaktadir.



Tartisma

IPF ve non-IPF gruplari arasinda progresyonsuz sagkalim acisindan anlaml
fark gozlenmemistir. Bu durum erken tani konan hastalarda tedavi etkisini
veya hastalik heterojenitesini yansitiyor olabilir.



Calismanin Kisithhklar

- Hastalarin referans merkezlerden degerlendirilmis olmasi

« GC ve BAL testlerinin kalitesi ve entegrasyonu

« GC ve BAL testlerinin, hastanin tercihi veya hastalik ciddiyeti nedeniyle
uygulanmadigi durumlarin olmasi

« GC ve BAL testlerinin ayni anda ¢calismaya dahil edilmesi

« Bronkoskopi sonrasi IPF tanisi alan hastalarda anti-fibrotik ilaglarin daha
yaygin uygulanmasi

« Cerrahi akciger biyopsisi veya kriyobiyopsinin tum hastalara
uygulanmamasi

- Hastaligin heterojenitesi veya hastalarin genel saglik durumundaki
farkhliklar



Sonuc

« Bu calisma; klinik, HRCT, BAL ve genomik siniflandirici (GC) verilerinin
entegrasyonuna dayali olarak, biyopsi gereksinimi olmaksizin IPF
olasiligini tahmin edebilen guvenilir bir skorlama sistemi gelistirmis ve
dogrulamistir.

« Model, iki bagimsiz akademik merkezde benzer performans gostermis
ve Ozellikle kesin olmayan UIP paternine sahip fILD hastalarinda yuksek
tanisal dogruluk saglamistir.

» Elde edilen Klinik-HRCT-BAL-GC IPF risk skoru, biyopsi yapillamayan
veya invaziv tani yontemlerinden kacinilan olgularda, multidisipliner
degerlendirmeye klinik karar destegi sunabilecek potansiyele sahiptir.

« Bu calisma; daha az invaziv, objektif ve butuncul bir tanisal yaklasimin,
klinik pratikte IPF tani guvenilirligini artirabilecegini gostermektedir.
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