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Co jsou intersticialni plicni procesy?

e Skupina difusnich plicnich nemoci postihuijici
zpravidla obé plice

e Alveoly

* Pojivovou tkan

* Bronchy

 Cévy

Biologické chovani a Iééebné konsekvence

* Akutni Zanétlivé IPP

* Alveolarni poskozeni Fibroticke IPP

e Zaneét (exsudace, bunécna infiltrace) Smisené zanétlivé fibrotické

e Tvorba granulom Progresivni fibrotické

* Chronické
* Reparace alveolarnich lézi
* Chronicky zanét
* Fibroza



Plicni fibroza - co to je?

Uniformni reakce plicni tkané na repetitivni posSkozeni zevni nebo vnitrni noxou.
Geneticka dispozice. |

Difuzni intersticialni plicni procesy

[

v v ) 2 4
Idiopatické intersticialni i

Vzdy: IPP ze znamych pficin pheumonie Granulomatézni PP Ostatni IPP
Idiopaticka plicni fibroza i | 1
Fibroticka nespecificka intersticialni pneumonie (NSIP) IPF=UIP Non-UIP IIP
Nékdy az casto:
Exogenni alergicka alveolitida- fibroticka forma DIP «——» RBILD
Smisena a celularni NSIP

AIP |« COP
Jiné idiopatické intersticialni pneumonie
Sarkoiddza- chronicka forma NSIP [«——> LIP

Plicni postizeni v ramci systémovych nemoci pojiva- rlizné fenotypy- UIP, NSIP
Polékové poskozeni plic- rizné fenotypy- amiodaron, bleomycin
Pneumokonidzy- tzv. kolagenni- azbestdza, silikdza

Plicni histiocytdza z Langerhansovych bunék

Familiarni IPP

[Obr.] Vlastni zpracovani



Faktory
zevniho
prostredi

Razné vzory alveolarniho
poskozeni, zanéetu, reparace a
fibroproliferace

Alveolus

Interstitium

Komorbidity
Starnuti

[Obr.] Vlastni zpracovani



Patogeneze fibroproliferativniho hojeni u IPF

1 Epithelial damage (zpoptosis) 4 Fibrosis and impaired re-epithelization

INJURY MMPs/TIMPs imbalance

@ Epithelial apoptosis

Fas, ROS Angiotensin I
Epithelial activation FGF-2
VEGF
POGF Tissue factor
TGF-p PAI-1, PAI-2
TNF-o
TIMP-2
Angiogenesis
Basement memblane disruption
ECM
/ Integrin \
2 Fibroblast migration and proliferation 3 Myocfibroblast foci formation

Sterclova M, WICC, 2014



Razné typy patologického hojeni u

EAA

» Klinicke, radiologicke a histopatologicke typy:

Zanétlivé
Smisené zanétlivé fibrotické
Fibrotické

Chronické progresivni fibroproliferativni

End-stage fibroza

Vasakova M, AJRCCM 2019
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Co je idiopaticka plicni fibréza?
Definice idiopatickeé plicni fibrozy

* |PF- specificka forma chronické progreduijici fibrotizujici intersticialni
pneumonie nejasné etiologie objevujici se primarnée u dospélych
jedincll, postihujici pouze plice a spojené s histopatologickym a /nebo
radiologickym obrazem obvyklé intersticialni pneumonie (UIP).

* Diagno6za IPF vyzaduje vylouceni jinych forem intersticialnich
pneumonii, systémové nemoci pojiva a IPP spojené s expozici vlivim
prostredi



Epidemiologie IPF- hlavné udaje z nemocnic a ZP

Pred 100 lety popsana IPF na
desitkach pripadu

Nyni IPF postihuje cca 5
milionu lidi na celém svété

* Framinghamska studie- ve
studijni populaci bylo 6,7%
jedincu s IPP, z toho 1,8% s
IPF

* Incidence- 3,38-26/100.000

* Prevalence- 2- 29/100.000

Geography Study year(s) |Prevalence (per Incidence (per
100,000) 100,000/y)

United States

New Mexico |1988-1990 13.2-20.2 7.4-10.7

Twenty states|2000 14.0-42.7 6.8-16.3

Minnesota 1997-2005 27.9-63.0 8.8-17.4
Europe

Czech 1981-1990 6.5-12.1 0.74-1.28
Republic

Norway 1984-1998 23.4 4.3

Finland 1997-1998 16-18 -

Greece 2004 34 0.9

UK 1991-2003 - 4.6

UK 2000-2009 - 7.4

Turkey 2007-2009 - 4.9
Asia

Taiwan 1997-2007 0.7-6.4 0.6-1.4

Japan 2005 2.9 -

Ley B, Clin Epidemiol, 2013




Jak vypada pacient s idiopatickou plicni fibrézou?
Klinicky obraz

* Muzi, stredni a starsi vek (40+)

* Chronicka namahova dusnost

* Snadna unavitelnost

 Kasel

* Hypoxémie s cyanozou

* U nékterych pacientu epizody tzv. akutni exacerbace

* 75% pacientd- fenotypové projevy m-m
 palickovité prsty
* krepitus




Diagnostika |IPF

* Anamnéza- rodinna, expozice

* Symptomy a objektivni nalez- krepitus a palickovité prsty

* Funkéni vysetreni- obvykle RVP, difusni kapacita snizena, zatézové testy
* HRCT hrudniku

* Bronchoalveolarni lavaz- diferencialné diagnosticka role- lymfocytoza
svéddi pro exogenni puvod!

* Screening autoimunitnich nemoci- IPP v ramci CTD!!- autoprotilatky,
symptomy- kuze, klouby, postizeni ostatnich organt

* Plicni biopsie- bronchoskopicka transbronchialni kryobiopsie



Kryobiopsie jako alternativa chirurgickeé
biopsie?

e TBLC nizsi morbidita a
mortalita nez SLB (4% vs
0,3%)

* Centra s expertizou

* Dg vytéznost 84% (SLB
91%)

* Komplikace:
pneumothorax, krvaceni

Troy et al. Diagnostic accuracy of transbronchial lung cryobiopsy for
interstitial lung disease diagnosis (COLDICE): a prospective,
comparative study. LRM 2019

Fiter: C



Stanoveni diagnozy |IPF

* Multidisciplinarni team

* Pro diagnézu IPF ma zcela zasadni roli * Pneumolog

vzorec obvyklé intersticialni pneumonie  Radiolog
(UIP) v histopatologickém a radiologickém « Patolog
obraze (Raghu et al. ATS/ERS/JRS consensus

statement 2011)

N Sc 115 e o

~

Pos 620




Cesta k evidence-based lécbeée IPF

Pirfenidone in patients with idiopathic pulmonary fibrosis
T H E L A N C E T (CAPACITY): two randomised trials

®

Efficacy and Safety of Nintedanib in Idiopathic
Pulmonary Fibrosis

e NEW ENGLAND
JOURNATL o MEDICTNE

v |

o=
s OR O,
©

A Phase 3 Trial of Pirfenidone in Patients
with Idiopathic Pulmonary Fibrosis

IPF

e NEW ENGLAND

‘ JOURNAL of MEDICTNE

https://www.thelancet.com/



2015 ATS/ERS/JRS/ALAT clinical practice guidelines:

Treatment of idiopathic pulmonary fibrosis. An update of

the 2011 guidelines

Silné nedoporuceni lécby trojkombinaci,
ambrisentanem, imatinibem, antikoagulancii

Pirfenidon a nintedanib- doporuceni
pripadného pouziti u pacientl s IPF- totozné s
predchozim slabym doporucenim z roku 2011
Pirfenidon:

* Silna stranka- potencialni efekt na pokles
plicnich funkci a mortalitu

» Slaba stranka- nezadouci ucinky- ¢ast
pacientl |ék netoleruje, vysoka cena
Nintedanib:

* Silna stranka- potencialni efekt na pokles
plicnich funkci

* Slaba stranka- nezadouci ucinky, cena

AMERIC!
DOCUME

An Official ATS/ERS/JRS/ALAT Clinical Practice Guideline: Treatment
of Idiopathic Pulmonary Fibrosis: Executive Summary

An Update of the 2011 Clinical 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 Helger 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)
Ths oFrce. Curaca. Prscmce GUoELME oF THE Anverca THoraoe SocieTy (ATS) wes aprroveD By THE ATS, May 2015, e Europresn Respramory Socery
AnERca

(ERS), Aemr 2015, e Japanese Respramory Socery (JRS), Asm 2015, avo He Lam

w1 THoRaoC Assocismon (ALAT), Apm 2015

Agent 2015 Guidelineg

Mew and revised recommendations
Anticoagulation (warfarin) Strong recommendation against use®

Combination prednisone + azathioprine + Strong recommendation against use”
N-acetylcysteine

Selective endothelin receptor antagonist Strong recommendation against use’
(ambrisentan)

Imatinib, a tyrosine kinase inhibitor with one  Strong recommendation against use*

target
MNintedanib, a tyrosine kinase inhibitor with Conditional recommendation for use®
multiple targets

Pirfenidone Conditional recommendation for use®

Dual endothelin receptor antagonists Conditional recommendation against use’
(macitentan, bosentan)

Phosphodiesterase-5 inhibitor (Sildenafil) Conditional recommendation against use®

2011 Guideline

Conditional recommendation against use®
Conditional recommendation against use’

Mot addressed
MNot addressed
Mot addressed

Caonditional recommendation against use’
Strong recommendation against use*

Mot addressed




Péce u IPF musi byt vzdy komplexni!

« Transplantace
« Rehabilitace
 Dlouhodoba domaci

* Farmakologicka kauzalni Iécba
 pirfenidon, nintedanib

* Farmakologicka symptomaticka lécba oxygenoterapie
* dusnost :
e kasel  Nutrice
* Unava « Socialni péce
* bolest . Pacientské organizace
» deprese , ,
. Uzkost * Informace: weboveé stranky

« komorbidity
« nezadouci ucinky léCby
» vakcinace

Symptom-centred
approaches

‘ o
End-of-life care Best supportive care
0pt|m|sed
quality-of-life
Patient-centred care ‘ Caregiver-centred
management management

Disease- stab lising care

Kreuter M., The Lancet Respiratory Medicine 2017
Lee JS, Curr Opin Pulm Med 2011; Danoff SK, Curr Opin Pulm Med 2013
Egan JJ, Eur Respir Rev 2011



Pirfenidon

* snizuje proliferaci fibroblastU- inhibice TGFB a PDGF- blokada
nuklearni translokace proteinu Smad

* Studie CAPACITY 004 a 006, Shionogi (SP3), ASCEND

* Zpomaleni poklesu plicnich funkci
* Prodlouzeni preziti bez progrese onemocnéni
* Snizeni mortality ze vSech pfricin



Pirfenidon

Davkovani 2 403 mg /den

e 1-7.den 3x267 mg

e 8.-15.den 3x534 mg

e od 16. dne 3x801mg

vyrazné nezadouci GIT ucinky, davku mozno snizit na nejvyssi tolerovanou
Nezadouci ucinky:

* Fototoxicita: nutnost soustavné ochrany proti slunecnimu zareni

* Hepatotoxicita: elevace transaminaz

e Gastrointestinalni nezadouci ucinky: nevolnost a nechutenstvi



Ovlivhéni biologické dostupnosti pirfenidonu

* Tabakovy kour- induktor CYP1A2- vyznamneé ovlivnuje
farmakokinetiku a snizuje biologickou dostupnost

* Podminkou léCby pirfenidonem je nekoureni

* Léky snizujici aktivitu CYP1A2- az vyznamna toxicita pirfenidonu
* fluvoxamin- pri lécbé pirfenidonem kontraindikovan
* chinolony

* Léky zvysujici aktivitu CYP1A2- ucinnost |écby pirfenidonem snizuji
* rifampicin
 omeprazol



Nintedanib

* Trikinazovy inhibitor- inhibice receptoru pro FGF, VEGF a PDGF

 Studie
* INPULSIS1 a INPULSIS2- vyznamné omezeni poklesu VC

* INPULSIS2 snizeni poctu akutnich exacerbaci IPF a prodlouzeni doby do jejich
vyskytu.

e Davkovani 150 mg 2x denné (mozno snizit na 100 mg 2xd)
* Nezadouci ucinky |écby

e prujmy - loperamid

e elevace transaminaz



N- acetylcystein

* N-acetylcystein (NAC) 3x 600 mg denneé- antioxidacni ucinek
predchazeni dalsimu poskozovani alveolarniho epitelu oxidacnimi de;ji -
prevence akutnich exacerbaci

* od 1. 6. 2013 pro pacienty s IPF v CR hrazen z prostfedk(i vefejného
zdravotniho pojisténi

e PUsobeni NAC muze byt ale i negativni- urychleni poklesu plicnich funkci
* Genoveé polymorfismy TOLLIP- zmén a exprese- slozka vrozené imunity
* Od dlouhodobého podavani se ustoupilo



Antifibrotika- Ghradova kritéria v CR

* Pirfenidon a nintedanib jsou hrazeny z prostredku zdravotniho
pojisteni pro nekourici pacienty s IPF s VC mezi 50-90% nalezitych
hodnot a TL vysSi nez 30% nalezitych hodnot, a to v Centrech pro
diagnostiku a lIé¢bu intersticidlnich plicnich procesti CPFS
(www.pneumologie.cz).



http://www.pneumologie.cz/

Existuje vlastné IPF?

Diverzni klinicko-radiologicko-patologicky obraz

Definice UIP obrazu zejména radiologického se opakovane

meni

RCT antifibrotik - ¢ast pacientu pravdépodobné méla jinou DG

Efekt antifibrotické |éCby i u jinych IPP

Comment I

Idiopathic pulmonary fibrosis: shifting the concept to @®

irreversible pulmonary fibrosis of many entities

Idiopathic pulmonary fibrosis, a fibrotic, progressive, or occult exposure to intrinsic or extrinsic environmental  Lancet Respirmed 2019
and fatal lung disease of unknown cause in adults, has  factors, or an autoimmune or connective tissue disease Published Online

. . . .. September 14, 2019
received much attention. Current estimates indicate that has not been confirmed or fully developed to meet 1, e doiorgri0.1016/
that only 20% of patients with interstitial lung diseases ~ established criteria of the specific autoimmune connective =~ $2213-2600(19)30311-%
have idiopathic pulmonary fibrosis. Abundant evidence tissue disease* Since the pathogenesis of idiopathic
has been synthesised in clinical practice guidelines. pulmonary fibrosis is now better understood, a pitch to

Interstitial pneumonia/pulmonary fibrosis

Genetic
factors

Environment
Intrinsic: micro
(biome, aspiration)
Extrinsic:
air pollution;
occupation

IPAF
Autoimmune-ILD

Fibrotic HP
(chronic HP)

uIP

Pulmonary
sarcoid

A

_Irreversible pulmonary fibrosis

o

-
%k
5

Undassifiable

Drug-induced
(iatrogenic)

Connective
tissue
disease—ILD

Lederer DJ, et al. Idiopathic pulmonary fibrosis. N Engl J Med 2018
Sack C, et al. Idiopathic pulmonary fibrosis: Unmasking
cryptogenic environmental factors. Eur Respir J 2018

Wolters PJ, et al. Time for a change: is idiopathic pulmonary
fibrosis still idiopathic and only fibrotic? Lancet Respir Med 2018
Wells AU, et al. What’s in a name? That which we call IPF, by any
other name would act the same. Eur Respir J 2018

Morell F, et al. Chronic hypersensitivity pneumonitis in patients
diagnosed with idiopathic pulmonary fibrosis: a prospective
case-cohort study. Lancet Respir Med 2013



Difusni plicni procesy vedouci k progredujici plicni fibroze

* Patogeneticky podklad

* zanet
* fibroza
PReumo; o * smiSeny obraz zanetu a
conioses, . ,
10% fibrozy
* emfyzém

e Reversibilita

Sarcoidosis,
20%

* Progresivni prubéh

Lederer DJ and Martinez FJ, N Engl ] Med 2018; 378:1811-1823



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Nintedanib in Progressive Fibrosing
Interstitial Lung Diseases

K.R. Flaherty, A.U. Weiis, V. Coftin, A. Devaraj, S.i..F. Waish, Y. inoue, L. Richeldi,

- 1 Fad -

M. Quaresma, i. Haeufei, R.-G. Goeldner, R. Schlenker-Herceg, and K.K. Brown,
for the INBUILD Trial Investigators™



Studie INBUILD: zména FVC (ml) béhem 52 tydnu oproti vychozi hodnoté u
celkové populace

50 —@— Nintedanib
Placebo

Pramérna (SE) absolutni zména FVC
oproti vychozi hodnoté FVC (ml)
N
o
o
|

-150 + ke

.

-200 - ’

-250 1 1 1 1 1 ! l
0 52

Week
Pocet pacient(

Nintedanib 332 326 320 322 314 298 285 265
Placebo 331 325 326 325 320 311 296 274

Flaherty R. K., N Engl J Med 2019



Studie INBUILD: souhrnné vysledky

Lécba nintedanibem vedla k signifikantnimu zpomaleni ro¢ni miry poklesu FVC (ml/rok) béhem

52 tydnli ve srovnani s placebem:
» V celé sledované populacii u pacientd s UIP na HRCT

» Konzistentni vysledky byly prokazany i u populace pacientd s jinym obrazem fibrotickych zmén

na HRCT
* Nezadouci ucinky:
» Nejcastéji GIT (prijem, nauzea, zvraceni)
» Mirné az stfedné zavainé intenzity

> Zvladatelné



Stejna |écba pro rizné IPP?

* RCT Faze Il INBUILD®
* Progreduijici fibrotizujici IPP
* Nintedanib zpomalil pokles plicnich funkci o 57% ve vSech podskupinach

Budoucnost '

???ne jméno nemoci, ale jeji biologické chovani indikuje volbu lécby!!!




AMERICAN THORACIK

DOCUMENTS

Idiopathic Pulmonary Fibrosis (an Update) and Progressive

Pulmonary Fibrosis in Adults
a 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, Moisés Selman,
Thomas Ewing, Stephen Jones, Shandra L. Knight, Marya Ghazipura, and Kevin G. Wilson; on behalf of the
American Thoracic Society, European Respiratory Society, Japanese Respiratory Society, and Asociacion
Latinoamericana de Torax

THIS OFFICIAL CLIMICAL PRACTICE GUIDELINE WAS APPROVED BY THE AMeERican THomacic SocieTy, Euvrcesan REspiratory SocieTy, Japaneze Respinatoay SoCIETY, anD
ASOCIACION LaTNCAMERICANA DE Tonax FesnuaRy 2022

Histopathology patternt

IPF suspected®

Mon-1PF dx
Mon-1PF dx

Mon-1PF dx

Mon-1PF dx




Novy dg algoritmus IPF a PPF

[ Patient suspected of having IPF j
¥
[ Potential cause/associated condition ]
Mo Yas
1
L Mo

( Chest HRCT pattern j—-

(

UIP or
probable LIP*

Indeterminate for UIP or
alternate diagnosis

(

1

[ BAL'+ TBLC? J— ------ —(

SLB*

!

r Confirmation of specific
Ldiag nosis (including with HRCT)

Yas

IPF

Raghu G., Am. J. Med. 2022
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Alternative diagnosis ]




Lécba IPF

Time

Diagnosis of
IFF

" ™

TREATMENT CONSIDERATIONS

PHARMAC OLOGICAL
® Nintedanib
* PFifdenidonea

NONPHARMACOLOGICAL
* Omygen supplementation
(i hypaxemic)

* Pulmonary rehabilitation

/" MONITOR FOR DISEASE PROGRESSION )

Conaider pulmonary funciion testing and
the E-minute-walk test every 4—6 months or
gaoner if clinically indicatad

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

Conaider an HRCT if there is concern for an
acute exacerbation

COMORBIDNTIES
* Pulmonary hypertension
* Gastroesophageal reflux
* (ibafructive slesp apnea
* | ung cancer

SYMPTOM CONTROL
* Palliative cans

it increased risk of mortality, evaluate

for lung transplantation at disgnosis

—_—/

b

Consider a CT pulmonary angiagram if there
is & clinical concem for pulmonary embolism

ACUTE EXACERBATION
Corticostercids

RESPIRATORY FAILURE DUE TO
PROGRESSION OF IPF

‘. ,-*

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

\

Raghu G., Am. J. Med.
2072



IPP s PPF ( PF-ILDs)

[ Interstitial Lung Diseases (ILDs) other than ldiopathic Pulmanary Fibrasis (IPF) ]
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Raghu G., Am. J. Med. 2022



Definice progreduijici plicni fibrézy

Table 4. Definition of Progressive Pulmonary Fibrosis

Definition of PPF

In a patient with ILD of known or unknown etiology other than IPF who has radiological

evidence of pulmonary fibrosis, PPF is defined as at least two of the following three
criteria occurring within the past year with no alternative explanation™:

1 Worsening respiratory symptoms

2 Physiclogical evidence of disease progression (either of the following):
a. Absolute decline in FVC =5% predicted within 1 yr of follow-up
b. Absolute decline in DLcq (corrected for Hb) =10% predicted within 1 yr of follow-up

3 Radiological evidence of disease progression (one or more of the following):
a. Increased extent or severity of traction bronchiectasis and bronchiclectasis
b. New ground-glass opacity with traction bronchiectasis
c. New fine reticulation
d. Increased extent or increased coarseness of reticular abnormality
e. New or increased honeycombing

f. Increazed lobar volume loss
Raghu G., Am. J. Med. 2022



Ofev

Uhrada od 1.12.2021
Lécba nintedanibem je hrazena u dospélych pacient:

1) s idiopatickou plicni fibrézou SIPF), u kterych je usilovna vitalni kapacita plic (FVC) v rozmezi 50-
90 %, maji transfer faktor (TLCO) vétsi nebo rovny 30 % a kteri dodrzuji zakaz koureni.

e 2) s jinymi chronickymi fibrotizujicimi intersticidalnimi plicnimi onemocnénimi (ILD) s progresivnim
fenotypem navzdory stavajicimu individualizovanému |éCebnému postupu, pficemz progresivni
fenotyp je definovan jako relativni pokles FVC o alespon 10 % ve srovnani s predchozi hodnotou
nebo relativni pokles FVC o alespon 5 % ve srovnani s BFedchozi hodnotou se souasnym
zhorSovanim respiracnich symptomu ¢i zvétSovanim fibrotického postizeni plic, nebo zhorsovani
respiracnich sOYmptomG a soucasne zvetsovani fibrotického postizeni plic; vse hodnoceno kdykoli
béhem poslednich 24 mésich pred zahajenim Iéby nintedanibem. Diagndza ILD musi byt
potvrzena multidisciplinarnim t}'/]mem prislusného specializovaného centra. Pacienti musi dale mit
FVC alespon 45 % predikovanych hodnot, TLCO alespon 30 % a dominuijici fibrotické zmeény na
HRCT. Uspesnost terapie v obou indikacich musi byt pravidelne prehodnocena po 6,12 a 18
mésicich 1écby (a dale také kazdych 6 mésicl) a musi byt zaznamendna ve zdravotnické
dokumentaci (dusnost, FVC, TLCO, akutni exacerbace, hospitalizace pro respiracni potize



A co dale? Kombinovana |é¢ba IPF a PPF?
Nejen antifibrotika?

* Vlivy zevniho prostredi - odstranéni expozice

* Mikrobiom - antimikrobialni Iéky

* Alveolarni bunky - senescence, apoptoza- anti CTGF

* Fibroblasty - inhibitory autotaxinu, TKIl, pirfenidon, anti CTGF

*Cilena kombinovana lécbha?

Lederer et al NEJM 2018



Zaver

* Klinicko-radiologicky obraz IPF se dramaticky v poslednich letech méni
* Obraz vostiny jiz neni potreba pro dg IPF
* PPF muze byt dusledkem rady difusnich intersticialnich plicnich procesu

* Precizni diagnoza IPP dulezita pro progndzu, eliminaci zevnich faktorq,
vysetreni rodiny... splitting

* Pro ucely lécby rozhodujici fenotyp... lumping
* |PF se stala od roku 2011 IécCitelnou nemoci, neumime ji ale vylécit

e Budoucnost |éCby IPF a jinych PPF- kombinovana Iécba ovliviujici rizné
body patogeneze IPF



Vérime, Ze pujde PPF zcela zastavit Ci vylécit?
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