t N2FD 5N ¢SOFAT

. ANAYOA 0O

ol al vl
Interstisyel 1T OA € S NJ

L
|

U b
Kl adl f



¢l yPY

ATY (G S Nlﬁﬁ@?\éfﬁ SNJ KFaalfPE J

A5 A Foarbinkimal | OA € SNJ K & G | £
A5 A '-Flﬁielktstlsyell 1 OAESNI KFadl A
ATy G SNEVIAEEWKE Y2 Y A (A2
|
A AtAYSY (@Set oAfAyYSe@Sy 2| alpPRI FI
parankimindeenflamasyorve/veyafibrozisleseyreden200 kadatKI aul t P

ABenzeilinik, radyo)ojik, fizyolojike patolojik3 | NNY NY{ SNA 2 | K
I NHzLJ K | )/ ’ 'Py ) P ) y y

Al 4 Pf 2f|nte$t|lﬂ; erda%ﬁé SOA]., 21 YOS P IES‘[\IJENKP;E
damarlarveplevraR I~ "1 PaYSy (dzidzf | oA ¢



secondary pulmonary lobule

Interstitial
fibroblast

Alveolar
type Il cell

Endothelial
cell

Alveolar

Alveolar fype't cal

space

Macrophage

Capillary
lumen

intralobular
interstitium

centrilobular
interstitium

interlobular
septa

peribronchovascular
interstitium

subpleural
interstitium




Healthy

IPF

Genetic susceptibility * Growth factors

alveolus )
Ageing * MMPs
* Telomere attrition * Developmental signals
* Mitochondrial dysfunction « Cytokines

* Genetic instability
Environmental factors

Epigenetic
reprogramming

Repetitive

- ||
microinjuries?
* Fibroblast migrati

and proliferation

* Differentiation to
myofibroblasts and
ECM accumulation

* Chemokines

Fibroblast

(== ===
(o] e[ =) e =)
(* = ===

@

on

C Positive
feedback loops

Figure 2 | A proposed pathogenetic model of idiopathic pulmonary fibrosis. The convergence of three elements

—a genetic architecture affecting epithelial cellintegrity, environmental factors and accelerated ageing-associated
changes —results in acomplex epigenetic reprogramming that promotes aberrant epithelial cell activation in idiopathic
pulmonary fibrosis (IPF), which might or might not be exacerbated by injury. The activated epithelium secretes a plethora
of mediators that induce migration, proliferation and activation of fibroblasts and myofibroblasts, which are resistant to
apoptosis and persistently secrete extracellular matrix (ECM) components. The ECM is also areservoir of growth factors
that can be released as soluble ligands upon degradation. Rather than being linear, the sequence is characterized by
anumber of positive feedback loops, such as between matrix stiffness and fibroblast activation. Additionally, signalling
crosstalk (for example, fibroblast growth factor (FGF) and transforming growth factor-p (TGFp) signalling) adds to

the complexity and likely leads to the inexorable progression of the disease. AEC1, alveolar epithelial type 1 cell;

MMP, matrix metalloproteinase.
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Normal Lung

Low magnification photomicrograph showing the fine alveolar structure of normal lung tissue.

Resim 10. Deskumatif interstisyel pnémonide
intraalveoler makrofaj depolanmasa.

nonspecific interstitial pneumonia (NSIP, right)). Note the similarity in the abnormality but the difference in
distribution. UIP is a heterogeneous process, interspersed with normal lung, whereas NSIP is more
homogeneous, affecting the entire lung.
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TABLE 1 | Incidence and prevalence of interstitial lung disease subtypes.

Time Period ILD IPF CTD Sarcoid HP Drug Occupational Unclassifiable
(All Subtypes)

North America
Mew Mexico, Incidence 19881990 Male 31.5 Male 10.7 Male 2.1 Male 0.9 - Male 1.8 Male 6.2 -
LISA Female 26.1 Female 7.4 Female 3.0 Female 3.6 Female 1.1 Female 0.8
Mew Mexico, Prevalence 198819490 Male 80.9 Male 20.2 Male 7.1 Male 8.3 - Male 1.2 Male 20.8 -
LISA Female 67.2 Female 13.2 Female 11.6 Female 8.8 Female 2.2 Female 0.6
Europe
Flanders Incidence 19921996 1.0 0.22 0.07 0.26 0.12 0.05 0.07 0.10
(Belgium)
Flanders Prevalence 19921996 6.27 1.25 0.47 1.94 0.81 0.21 0.35 0.57
(Belgium)
Greece Incidence 2004 4.63 0.83 0.54 1.07 0.13 0.07 0.14 0.71
Greece Prevalence 2004 17.3 3.38 2.14 5.89 0.45 0.30 0.36 1.46
Denmark Incidence 2003-2009 4.1 1.3 - - - - - -
Paris, France  Incidence 2012 18.3 28 3.3 4.9 0.9 1.2 0.8 1.8
Paris, France  Prevalence 2012 1.0 8.2 12.1 30.2 2.3 26 3.5 5.0
Turkey Incidence 2007-2009 258 - - 4.0 - - - -

incidence and prevalence defined as cases par 100,000.

ILD, interstitial lung disease; IFF, idiopathic pulmonary fibrosis; CTD, connective fissue disease; HP hypersansitivity pneumonitis.

Kaul B, et al. Front. Med..2021. 1
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