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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 lécebné konsekvence

e Akutni Z4nétlivé IPP

 Alveolarni poskozeni Fibroticke IPP

» Zaneét (exsudace, bunécna infiltrace) SmisSené zanétlive fibrotické

e Tvorba granulomd Progresivni fibrotické

e Chronické
* Reparace alveolarnich lézi
* Chronicky zanét
* Fibroza



Difusni plicni procesy

* Vice nez 160 jednotek

Pneumo-

| » Casto nezndma etiologie
10%

* Prognodza- reversibilita
* Fibrotické- nefibroticke

Sarcoidosis,

20% * Reversibilni- nereversibilni
* Progresivni- stacionarni

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



Extrinsic factors

Intrinsic factors

Genetic factors
Other diseases (CTDs,

vasculitis, comorbidities)
Gender
Senescence

Graphic by M. Koziar Vasakova



RUzné 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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Patogeneze fibroproliferativniho hojeni u IPF

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

INJURY MMPs/TIMPs imbalance

@ Epithelial apoptosis

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

Sterclova M, WICC, 2014



Diftizni intersticialni plicni procesy

Plicni fibréza- co to je? : —— ,

Idiopatické intersticialni i
IPP ze znamych pficin pheumonie Granulomatézni IPP Ostatni IPP

. Vidy: — .
* |diopaticka plicni fibréza sl ekt
* Fibroticka nespecificka intersticialni pneumonie (N: DIP |l RewD

* Nékdy az casto:
AIP I —_ COP

* Smisena a celularni NSIP

NSIP |« > LIP

 Jiné idiopatické intersticialni pneumonie
e Sarkoidoza- chronicka forma
* Exogenni alergicka alveolitida- chronicka forma

* Plicni postizeni v ramci systémovych nemoci pojiva- ruzné fenotypy-
UIP, NSIP

* Polékové poskozeni plic- rizné fenotypy- amiodaron, bleomycin
* Pneumokonidzy- tzv. kolagenni- azbestoza, silikdza

* Plicni histiocytdéza z Langerhansovych bunék

* Familiarni IPP



Kdy se poprvé zminky o plicni fibréze objevily?

* 1933- Hamman Rich syndrom citovan jako prvni popis IPF, ale je to
pravda? Co popsal Hamman Rich?
e Akutni difusni intersticialni fibrdza
* Zrejme se nejednalo o IPF, pokud ano, spise akutni exacerbace
* Prinos- korelace klinického a histopatologického obrazu

* A co bylo predtim? Histopatologické popisy nemoci. Ne vzdy zrejmeé IPF
e 1872-von Buhl- chronic interstitial pneumonia
e 1898- Rindfleisch- cirrhosis cystica pulmonum- 40 lety muz
e 1907- Sandoz- fetalni bronchiektasie- 2 sestry- familiarni PF?
* 1912- von Hansemann- lymphangitis reticularis pulmonum

Hamman L, Rich AR: Clinical pathologic conference. Int Clin 1933; 1: 196-231



Klinickopatologicka korelace

e 1945- Eder- palickovité prsty

e 1948- Potter a Gerber- akutni difusni intersticialni fibréza
» Akutni prabéh versus pokrocila fibréza v histopatologickém obraze
e Akutni exacerbace IPF??

* Objevuji se ale i popisy chronického priibéhu nemoci- Vanek, Scadding,
Herber, Lubliner, Livingstone
» progredujici dusnost, kasel, ubytek hmotnosti, krepitus, palickovité prsty
* Nejednotné nazvoslovi:
e USA- idiopaticka plicni fibréza
* Evropa- Kryptogenni fibrotizujici alveolitida

Rubin EH, Lubliner R: Medicine (Baltimore) 1957; 36: 397-463



IPP- anamnesa

* Profesionalni a domaci expozice organickym i anorganickym latkam
e exogenni alergicke alveolitidy

* pneumokoniozy

* Uzivané léky -polékové poskozeni

* Koureni tabaku- histiocytdza z Langerhansovych bunék, respiracni
bronchiolitida spojena s interstialnim plicnim procesem, Goodpastureuv
syndrom

e Familiarni vyskyt IPP- mozna méné vzacny nez se zda
* Familiarni IPF s mutaci genu pro surfaktantovy protein, telomery

* |PP u Hermanského- Pudlakova syndromu, tuberozni sklerozy,
neurofibromatodzy



IPP fyzikalni nalez

* [PP v ramci SNP- priznaky
e Kozni (tuha kuze, sklerodaktylie, ruce mechanika)
* Kloubni
* OcCni

ORL, GIT, nervovy systém

Cévni- Raynaud, TEN

Kardiologickeé...

e Systémové projevy sarkoidozy

* Poslechové krepitus- IPF, CHP, plicni postizeni u SNP-
UIP, azbestodza

* Palickovité prsty- IPF, azbestoza



Funkéni vysetreni u IPP

e Spirometrie a DLCO- nepodkrocitelné minimum
* Bodypletysmografie, spiroergometrie

* 6MWT
* Compliance

* Funkcni vysetreni neni diagnostické- typicka je restrikcni ventilacni
porucha, ale muze byt i obstrukcni ¢i kombinovand

* Snizeni difusni kapacity

* [dealni neinvazivni marker pro sledovani IPP v ¢ase



Laboratorni a pomocna vysetreni

Sarkoidosa: slL2R, SACE, metabolismus Ca, neopterin

SNP a vaskulitidy: autoprotilatky

DAH: anémie, hematurie

EAA: specifické 1gG- komercni a custom made, provokacni testy
Revmatologickeé vysetreni x revmatologicky screening nerevmatologem
Odliseni infekcnich DLD- mikrobiologické vysetreni- krev, BALTe
Odliseni nadorovych DLD



Radiologicky nalez IPP

*Zaklad zobrazeni- prosty zadopredni skiagram hrudniku

*ALE

*V inicialnich fazich IPP prosty skiagram hrudniku nezachyti
patologické zmény vibec a 10% pacientu s histologicky
prokazanym IPP ma normalni skiagram hrudniku (Epler et al, 1978)

*Vice informaci o postizeni intersticia- vypocetni tomografie
hrudniku s vysokou rozliSovaci schopnosti (HRCT)- dnes standardni
radiologicka metoda k zobrazeni intersticialnich plicnich zmeén



ZP skiagram vs. HRCT hrudniku




Bronchoskopie u IPP

* Bronchoskopie je uzitecnym diagnostickym nastrojem u nékterych IPP,
zvlasteé u sarkoidozy, exogenni alergickeé alveolitidy a organizujici se
pheumonie

* Bradley B, Branley HM, Egan JJ, et al. Thorax 2008

* Bronchoskopické metody u IPP:
* Bronchoalveolarni lavaz
* Endobronchialni biopsie
* Transbronchialni biopsie/transbronchidlni kryobiopsie
* Transbronchialni punkce mediastinalnich uzlin pod kontrolou EBUS



Bronchoalveolarni lavaz
*BAL- zejména dif dg vyznam
*BAL z ruznych laloku se mUze liSit- BAL z té oblasti

plic, kde jsou zmény maximalni

Vysetreni BALTe
*Makroskopicky vzhled

*Cytologické- pocet bb a vzhled
*\/lysetreni imunologické- imunofenotypizace
*mikrobiologické vysetreni 1 ot
svySetreni nebunéecnych substanci- proteiny-

cytokiny, chemokiny, azbestova téliska



Cytologické a imunologické hodnoceni BALTe

Normalni rozpocet bunék v BALTe s Imunofenotypizace lymfocytu v
(dle Costabela, prevzato) BALTe
*CD3+, CD4+, CD8+ a CD3+HLADR+
* MF >80% lymfocyty
e LY< 15% * CD4+ T lymfocyty- zvysené u
. NEU<3% sarkoiddzy (CD4/CD8 >3,5-

diagnostické), berylidzy a azbestdzy,

EOS<0,5 i .
* CD8+ zvysené u EAA, silikozy,

Mastocyty<0,5% blastomykédzy, kolagendz, pti rejekci
stépu, polékové reakci intersticia, pfi
reakci stépu proti hostitelia HTLV-1 a
HIV infekci




Rozdéleni IPP dle prfevahy bunécnych populaci v BALTe

Dle Costabela, upraveno

Lymfocyty

Neutrofilni granulocyty

Eosinofilni granulocyty

Hypersensitivni pneumonitida | IP Eosinofilni pneumonie
Beryliosa DIP EGPA

Sarkoidosa AlIP Hypereosinofilni sy
Tuberkuléza ARDS ABPA

Nemoci pojiva

Bakterialni pneumonie

Polékové IPP

Polékové IPP Nemoci pojiva
Malignity Azbest6za
Casna azbestéza GPA

Crohnova choroba

Difusni panbronchiolitida

Primarni biliarni cirh6za

BOOP

HIV positivita

Polékové IPP

Virové pneumonie




Plicni biopsie u IPP

 VV radé pripadu IPP je k podporeni definitivni diagndzy potrebna plicni
biopsie

* Nutna korelace histologického obrazu s klinickym a radiologickym
obrazem a s bunéénym rozpoctem v BALTe

* Multidisciplinarni team



Chirurgicka plicni biopsie u IPP

* Drive ,zlatym standardem® pro diagnostiku IPP

* Ne kazdy pacient vsak schopen chirurgické biopsie

* Morbidita a mortalita spojena s chirurgickou plicni biopsii vyznamné
stoupa u pacientu starSich 65 let s TL, nizSim nez 35%

* Ne vzdy chirurgicka biopsie musi prinést validni vzorky pro
diagnozu
e Spatna volba mista- obraz end-stage fibrozy
» krajeni vzorkl pro vice pracovist patologie
* Setreni staplerl- proto jen jeden odbér



Transbronchialni biopsie-TBLB

e Zvysuje diagnostickou vytéznost bronchoskopie u IPP 0 30%

» Sarkoidoza, EAA, IPP spojené s kourenim, dif dg
disseminovanych nadoru

* Ve své klasické podobé neni vhodna pro diagnostiku vétsiny
fibrotizujicich IPP

e Descombes E. et al. Monaldi Arch Chest Dis 1997
* Anders GT et al. Chest 1988

* Komplikace 6%- pneumotorax (5,8%, 3,8% vyzadujici drenaz)

 Vytéznost TBLB vyrazné stoupa, pokud je provedena

metodou kryobiopsie
* Hetzel J. et al. Eur Respir J 2012



TBLB- granulom u sarkoiddzy




Transbronchialni kryobiopsie - TBLC

*Od roku 1968- kryoterapie pro
desobliteraci nadorovych procesu
velkych DC

*V diagnostice IPP od roku 2004-
Babiak,HetzeI




Diagnosticka vytéznost TBLB a TBLC u IPP

 Metaanalyza 11 studii s TBLB, 11 s TBLC a 24 se SLB v
diagnostice IPP

« (Sharp et al, QUM 2016)
* Diagnhosticka vytéznost:
* TBLB- 64,3%
* TBLC- 84,4%
* SLB-91,1%
 TBLC vs. SLB- diagnosticka vytéznost TBLC srovnatelna se SLB,
akceptovatelny bezpecnostni profil usikhar, Ann am Thorac soc 2017)

* ITBLC by méla byt provadéna pouze v centrech se
zkusenostmi s touto metodou

27.09.2022



Rizika SLB vs. TBLC

* SLB

* 30- denni mortalita 4,3% ( u pacientl s akutni exacerbaci 28%)
d FvC DL
* DLy K50% spojena s vyssi mortalitou

*Park et al Eur J Cardiothorac Surg 2007

* SLB x TBLC

* Mortalita (90ti denni)

* SLB3,9% xTBLC0,41%
* Méné zavazné komplikace

* SLB 10,6 % x TBLC- 20,72%

* (pneumotorax 19,9%-20% drendz, zavazné krvaceni 0,41%, akutni exacerbace 0,41%)

* Hrudni drenaz

e SLB- 3,6 dni (2-9 dni)x TBLC- 4,1 dni, hospitalizace 2,9 dni

*Ravaglia C et al, Eur Resp J 2015



Stanoveni diagndézy IPP

* Multidisciplinarni team
* Pneumolog
 Radiolog

* Patolog




|diopaticka plicni fibréza

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

* Diagndza IPF vyzaduje vylouceni jinych forem i
intersticialnich pneumonii, systémoveé nemoci

. ., D e o . . * Multidisciplinarni team
pojiva a IPP spojené s expozici vlivum prostredi

*  Pneumolog
 Radiolog
 Patolog



Histopatologické vymezeni IPF mezi ostatnimi |IP- obraz UIP
Liebow and Carrington (1969) x Katzenstein end Myers (1998) x ATS/ERS 2002

ATS/ERS (2002)
Liebow and Carrington Katzenstein and Histologic Pattern Clinico-Radiographic-Pathologic Diagnosis
Myers
ulIp ulip ulp Idiopathic pulmonary fibrosis
DIP DIP DIP Desquamative interstitial pneumonia
RB-ILD RB Respiratory bronchiolitis interstitial lung
disease
LIP LIP Lymphoid interstitial pneumonia
GIP
BIP OP Cryptogenic organizing pneumonia
AlP DAD Acute interstitial pneumonia
NSIP NSIP Nonspecific interstitial pneumonia




Epidemiologie IPF

* Incidence- 3,38-26/100.000
* Prevalence- 2- 29/100.000

* |IPF postihuje cca 5 milionu
lidi na celém svete

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

Geography Study year(s) Prevalence (per Incidence (per 100,000/y)
100,000)
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 Republic |1981-1990 6.5-12.1 0.74-1.28
Norway 1984-1998 23.4 4.3
Finland 1997-1998 16-18 —
Greece 2004 3.4 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




2018 Diagnosis of ldiopathic Pulmonary Fibrosis
An Official ATS-ERS-JRS-ALAT Clinical Practice Guideline*

Diagnosis of IPF Flowchart

Patient suspected to have IPF

Potential cause/associated condition

Further evaluation (including HRCT)
'

uip —— Chest HR,CT pattern G Specific diagnosis

Probable UIP, indeterminate,
alternative diagnosis

4
BAL — Surgical lung biopsy
— Alternative dx

MDD
IPF per table 6 Not IPF

* Approved by ATS, JRS, and ALAT (formal approval by ERS pending) Publication in AJRCCM to follow




Odkdy umime IPF |&cit?

* Do roku 2011 8 .

Simtuzumab, 2017-

nelécCitelna nemoc o <

Tralokinumab, 2017~ Lebrikizumab, 2018~

 Stredni preziti 2,5- 3 ..

PBI-4050, 2017+

ro ky b eZ I é é by . ‘ . Omipalisi.b/GSK2126458, 2017+

Macitentan, 2013-

‘ N-acetylcysteine, 2014~
®
/7 . . V4 .
* P rvn I kl I n IC ka St u d Ie S . Ambrisentan, 2013~ . SLEGHESG 2017

Bosentan, 2011~ Pirfenidone, 2014+

pirfenidonem 3x600 ‘ 2. @

Pirfenidone, 2011+

m g p Fe d éa S n é Sildenafil, 22)- Nintedanib, 2014+
u ko n Ee n a p ro ‘ImatmIb,Z‘O- Nintedanib, 2011+
neia,dOUCi uéin ky Pirfenidone, 2010+ ‘

. Interferon-y 1b, 2009~
Bosentan, 2008-

Etanercept, 2008-

@
Pirfenidone, 2005+ Somogyi et al, ERR 2019

N-acetylcysteine, 2005+
Interferon-y 1b, 2004+
°®

Prednisone plus azathioprine, 1991+

v

Time



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




Antifibroticka l1é¢ba v CR

* Pirfenidone od roku 2011
 Nintedanib od roku 2014
e Uhradova kritéria v CR v roce 2019:

* Pirfenidon a nintedanib jsou hrazeny z prostredku zdravotniho pojisténi
pro nekoufici pacienty s IPF s VC mezi 50-90% nalezitych hodnot a TL.,
vyssi nez 30% nalezitych hodnot, a to v Centrech pro diagnostiku a
lé¢bu intersticialnich plicnich procest CPFS (www.pneumologie.cz).



http://www.pneumologie.cz/

EMPIRE registr (European Multipartner IPF registry)
11 ZEMI, 49 CENTER

* Czech Republic (15 centres)

* Hungary (6 centres) <+ Croatia (2 centres)
* Poland (9 centres) * Israel (2 centres)

+ Slovakia (6 centres) * Bulgaria (1 centre)

* Serbia (4 centres) * Austria(2 centres)

* Turkey (1 centre) * Macedonia (1 centre)

—
+



Je antifibroticka lécba jen pro IPF?

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

' ' T NEW ENGLAND Efficacy and Safety of Nintedanib in Idiopathic

AL of MEDICINE - -
JOURNAL 4 MEDIC Pulmonary Fibrosis

IPF T B (e A Phase 3 Trial of Pirfenidone in Patients

‘ ' ' R D G with Idiopathic Pulmonary Fibrosis

é

2019 - 2020
Antifibroticka Ié¢ba u systémové

sklerodermie a intersticialnim plicnim
PF-ILD procesem?

1 2019 - 2020

Antifibrotickd l1é¢ba u progredujicich
fibrotizujicich intersticidlnich plicnich
procesu?

1. Noble PW et al. Lancet 2011;377:1760-69 2. Richeldi L et al. N Engl J Med 2014; 370:2071-82 3. King TE at el. N Engl J Med 2014;370:2083-92.



Existuje vlastné IPF?

Diverzni klinicko-radiologicko- patologicky
obraz

Definice UIP obrazu zejména radiologického
se opakované meéni

RCT antifibrotik- ¢ast pacientu
pravdépodobné méla jinou DG

Efekt antifibrotické IéCby 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

and fatal lung disease of unknown cause in adults, has  factors, or an autoimmune or connective tissue disease
received much attention. Current estimates indicate that has not been confirmed or fully developed to meet

that only 20% of patients with interstitial lung diseases
have idiopathic pulmonary fibrosis.! Abundant evidence
has been synthesised in clinical practice guidelines.

established criteria of the specific autoimmune connective
tissue disease® Since the pathogenesis of idiopathic
pulmonary fibrosis is now better understood, a pitch to

@®

Mark

Lancet RespirMed 2019
Published Online
Seprember 14, 2019
hitep://dx.doi.org/ 10.1016/
$2213-2600(19)30311-X

Interstitial pneumonia/pulmonary fibrosis

Intrinsic: micro

(biome, aspiration) Fibrotic HP \
Extrinsic: (chronic HP) \
air pollution; \\
\

occupation

uIp

IPAF

-ind!
Autoimmune-ILD frrg mouces

(iatrogenic)

_ Ireversible pulmonary fibrosis

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 fibroticRﬂgJ?HiRleMI\zgjl 18

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



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®
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Stejna lécba pro rtzné IPP?

e RCT Faze Il INBUILD®
* Progreduijici fibrotizujici IPP

* Nintedanib zpomalil pokles plicnich funkci o 57% ve vSech

$

podskupinach

Ne jméno nemoci, ale jeji biologické chovani indikuje volbu lécby!!!



Ofev

Uhrada od 1.12.2021
Lécba nintedanibem je hrazena u dospélych pacienti:

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

2) s jinymi chronickymi fibrotizujicimi intersticialnimi plicnimi onemocnénimi (ILD) s progresivnim
fenotypem navzdory stavajicimu individualizovanému lécebnému postupu, pricemz 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 soucasnym
zhorsovanim respiracnich symptom ¢i zvétSovanim fibrotického postizeni plic, nebo zhorsovani
respiracnich symptomu a soucasné zvétsovani fibrotického postizeni plic; vse hodnoceno kdykoli
béhem poslednich 24 mésicu pred zahajenim IéCby nintedanibem. Diagndza ILD musi byt potvrzena
multidisciplinarnim tymem prislusného specializovaného centra. Pacienti musi dale mit FVC alespon
45 % predikovanych hodnot, TLCO alespon 30 % a dominujici fibrotické zmeny na HRCT. Uspesnost
terapie v obou indikacich musi byt pravidelne prehodnocena po 6, 12 a 18 mesicich léCby (a dale
také kazdych 6 mésicu) a musi byt zaznamendana ve zdravotnické dokumentaci (dusnost, FVC, TLCO,
akutni exacerbace, hospitalizace pro respiracni potize
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Histopathology patternt

IPF suspected®

Mon-1PF dx
Mon-1PF dx
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Mon-1PF dx
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Lécba IPF

Time >

P T ny
TREATMENT CONSIDERATIONS ( MONITOR FOR DISEASE PROGRESSION
PHARBMACOLOGICAL Consider pulmonary funciion testing and
* Nintedanib the &-minute-walk test every 4—6 months or
* Pifdenidons gooner if clinically indicated
NONPHARMACOLOGICAL Enri.lldar amnual I-.IFIET i there i clinical
.0 sunol tation suspicion of worsening or risk of lung cancer
(¥ hypensanic) Consider an HRCT if there is concern for an Evaluate and
* Pulmonary rehabilitation e list for lung
- » I 5
COMORBIDITIES Consider a CT pulmonary angiogram if there
* Pulmonary hypertension is & clinical concem for pulmonary embolism Palliative care
* Gastroesophagesl reflux
* Obstructive sleep apnesa ACUTE EXACERBATION
* Lung cancer Corticostercids
SYMPTOM CONTROL RESPIRATORY FAILURE DUE TO
PROGRESSION OF IPF

* Palliative care

If increased sk of mortality, evaluate
for lung tramsplantation at disgnosis ".\‘_
\ —— o J

\

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

Raghu et al., Am J Respir Crit Care Med Vol 205, Iss 9, pp e18—e47, May 1, 2022



IPP s PPF ( PF-ILDs)

[ Interstitial Lung Diseases (ILDs) other than Idiopathic Pulmonary Fibrasis (IPF) ]
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Definice progreduijici plicni fibrozy

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 altermnative explanation®:

1 Worsening respiratory symptoms

2 Physiological evidence of disease progression (either of the following):
a. Absolute decline in FWC =5% predicted within 1 yr of follow-up
b. Absolute decline in Di-q (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. Increased lobar volume loss

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



A co dale? Kombinovana lécba IPF? Nejen antifibrotika?

* Vlivy zevniho prostredi- odstranéni expozice

* Mikrobiom-antimikrobialni |éky

* Alveolarni bunky- senescence, apoptoza- anti CTGF

* Makrofagy- vrozena imunitni odpoved- pentraxin

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

Lederer et al NEJM 2018



Vérime, Ze pujde PPF zcela zastavit Ci vylécit?
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