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Onemocnéni s plicni fibrozou

IPF DIP TN = idiopaticka NSIP
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Onemocneéni s plicni fibrozou ... ... a s emfyzémem
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(combination of pulmonary fibrosis and emphysema) Viastniarchiv
* Soucasneé okrsky fibrozy i emfyzemu e Restrikéni & obstrukéni ventilaéni porucha a porucha difuze plynu

* Protichldny efekt na fyz. vlastnosti plice « TR VP TLC LFEVL, U TLCO, T FEV1%FVC
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e CPFE / systémova onem. pojiva s post. plic
* CPFE / expozice anorganickym noxdam

* CPFE /jiné fibrotizujici nemoci




N[l A sanicctatnd nemoc ] B soubéh 2 nemoci ] C variantni prubéh nemoci]

Dvé nemoci sdilejici jen rizikové/vyvolavajici faktory Hlubsi spolecné

,hepovedené CHOPN" + fibroticka nemoc = CPFE mechanizmy fibroticke
a emfyzematickeé
destrukce

[syndrom]



Samostatna fibroza, nebo fibroza + emfyzém?

Koureni IPF / CPFE
- témer vzdy jde o kuraky —  Emfyzém obv. predchazi fibroze
- narust s balickoroky

RA-IPP / CPFE . .
Aktivita syst. onem. pojiva SyScl-IPP / CPFE — fm‘(zell/u?gké) N
Mikroskopicka polyangiitida / CPFE

—

Fibrotizujici prach Fibroza pfi pneumokoniézach / CPFE

Cottin V et al. Am J Respir Crit Care Med Vol 206, Iss 4, pp e7—e41, Aug 15, 2022



Rozlozeni fibrozy a emfyzému

NejCasté;ji:
Apikalné emfyzém, bazalné fibroza (1)

Nebo:
Panlobularné emfyzém, bazalné fibréza (2)

Nebo:
Emfyzém splyva s vostinou (3)

3 vlastni archiv



Vliv na funkci

Fibroticka slozka: Svrastovani plice
Zahustovani tkané
Zvysena elasticita
— Efekt ,proti sobé“... ..ale...
. FVC 1,86..115%
Emfyzémova slozka: '[endence k rozepinani plice
Ridnuti tkdné FEV1 1,29..101%
Snizena elasticita
FEV1%FVC 69%

— TLco 1,64..30%

vlastni archiv



casna respiracni insuficience
J6MWT, { tolerance namahy

Castejsi plicni hypertenze (15-55%) [*] __ Rozdil mizi po pfepoctu na TLCO
/zévisla na rozsahu emfyzému/

—

Vyssi riziko Ca plic (odds ratio CPFE vs. IPF: 2.69) [**]

/nezavisle na rozsahu emfyzému/

[*] Mejia M, Carrillo G, Rojas-Serrano J, Estrada A, Sudrez T, Alonso D, et al. Idiopathic pulmonary fibrosis and emphysema: decreased survival associated with severe pulmonary arterial
hypertension. Chest 2009;136:10-15.

[**] Chen Q, Liu P, Zhou H, Kong H, Xie W. An increased risk of lung cancer in combined pulmonary fibrosis and emphysema patients with usual interstitial pneumonia compared with
patients with idiopathic pulmonary fibrosis alone: a systematic review and meta-analysis. Ther Adv Respir Dis 2021;15:17534666211017050.



Studie CAPACITY (reg. studie pro Pirfenidon)*

Z exclusion criteria: ,, evidence of significant obstructive lung disease,
i.e. FEV1/FVC<0,70“

Studie INPULSIS, INBUILD (reg. studie pro Nintedanib)?3

Z exclusion criteria: FEV1/FVC < 0,70

Dal3i studie (ZEPHYRUS, SPIRIT,...)+€

Z exclusion criteria: FEV1/FVC < 0,70

—

Pac. s CPFE nejsou
zarazovani do studii

Funguji na né
antifibrotika?

1. Noble PW et al. Lancet 2011; 377: 1760-69 2. Richeldi L et al. N Engl J Med 2014;370:2071-82. 3. Flaherty K et al. N Engl J Med 2019;381:1718-27. 4. Zephyrus I: Evaluation of Efficacy and Safety of Pamrevlumab in Participants With Idiopathic Pulmonary Fibrosis (IPF) —
vice zde: Zephyrus |: Evaluation of Efficacy and Safety of Pamrevlumab in Participants With Idiopathic Pulmonary Fibrosis (IPF) - Full Text View - ClinicalTrials.gov 5. Zephyrus II: Efficacy and Safety Study of Pamrevlumab in Participants With Idiopathic Pulmonary Fibrosis
(IPF) — vice zde: Zephyrus II: Efficacy and Safety Study of Pamrevlumab in Participants With Idiopathic Pulmonary Fibrosis (IPF) - Full Text View - ClinicalTrials.gov 6. An Efficacy and Safety Study of BGO0011 in Participants With Idiopathic Pulmonary Fibrosis (SPIRIT) — vice

zde: An Efficacy and Safety Study of BGO0011 in Participants With Idiopathic Pulmonary Fibrosis - Full Text View - ClinicalTrials.gov



https://clinicaltrials.gov/ct2/show/NCT03955146
https://www.clinicaltrials.gov/ct2/show/NCT04419558
https://clinicaltrials.gov/ct2/show/NCT03573505?term=SPIRIT&cond=IPF&draw=2&rank=1

INPULSIS (studie s Nintedanibem)

Post-hoc analyzy:
- cca 40% pac. vstupné se zn. emfyzému (radiologicky)
- cca 39% mélo FEV1/FVC mezi0,7a 0,8
- efekt Nintedanibu srovnatelny meazi:
1) FEV1/FVC > 0,8
2) FEV1/FVC € [0,7..0,8]

Richeldi L et al. N Engl ) Med 2014;370:2071-82
2.C

1. di
2. ottin V et al. Eur Respir J 2019; 53: 1801655



Preklinicky vyzkum

Nemame tkanovy model pro CPFE

indukce Bleomycinem nevyhovuje

Transgenni mysi?




Registr EMPIRE

pH

Sa02 (%)

02 saturace pulznim oxymetrem (%)
Arteridlini

Kapilarni

Dalii parametry - specifikujtz

HRCT hrudniku

HRCT hrudniku  Provedeno
Alveolarni skdre 0
Intersticidlni skore 2

Jiné zmény

Specifikujte zmény

Zmény subjektivniho stavu
Stupen NYHA | - bez obtizi
Kasel Me

Typ kasle

Plicni hypertenze
Vysetren MNe
Typ vySetieni
Plicni ¢ tanze

‘MNe
‘Me

Data z realného svéta

(pacientskeé registry)

Jiné zmény:

o Emfyzém —— bez kvantifikace

o Lozisko
o Jiné

Kvantifikace emfyzému je obtizna...



Data z realného svéta

(pacientskeé registry)

Registr EMPIRE

Koureni cigaret

Koufeni cigaret
Primérny pocet cigaret denné&

Funké&ni vysetfeni

Funké&ni vySetifeni provedeno Ano . 7 v . s 7
Usilovna vitalni kapacita plic (FVC) (I) 4.58 * Detallnl prehled O pllcnICh funkCICh
Usilovna vitalni kapacita plic (FVC) (% NH)  111.25 ° i 1 1 1 /

Jednovtefinova vitalni kapacita (FEV1) (1) 3.09 Pr|t0mn| paCIentI S FEVl FVC < 0’7
Jednovterfinova vitalni kapacita (FEV1) (% NH) 94.58 b Tre N dy V éa Sse

Tiffeneau-Pinelli index (FEV1/FVC) 67.47 G

Totalni kapacita () 5.87

Totalni kapacita (% NH) 87.06

Transfer faktor (TLco) (mmol/kPa/min) 3.38

Transfer faktor (TLco) (% NH) 36.08

Transfer koeficient (Kco) (mmol/kPa/min) 0.59

Transfer koeficient (Kco) (% NH) 42.46

6minutovy test chiizi proveden Ne




Jak monitorovat CPFE?

* FVC neni vhodny marker progrese u CPFE
(,falesné stabilni“)

- Pro ev. studie s CPFE nutny jiny marker
- Problematické i pro uhradu

* Progrese na HRCT - jen fibréza?

Uhradova omezeni na non-IPF fibrézy (www. sukl.cz) :

1) Pfred nasazenim:
Kdykoliv v posl. 24M:
a) VFVC 10%
b) L FVC 5% + (I symptomy a/nebo Mibrézy na HRCT)
c) T symptomy a soucasné Mibrdozy na HRCT
Toto zhorseni nastalo navzdory individualizovanému lécebnému
postupu.

2) V okamziku nasazeni:
45% < FVC

30% < TLCO

Na HRCT prevazuje fibréza
+ SPC: ,,dospély vék“

Ciftci F, et al.; Combined pulmonary fibrosis and emphysema: how does cohabitation affect respiratory functions?; Adv Med Sci 2019;64:285-291




Data z realného svéta

Jak monitorovat CPFE?

* FVC nenivhodny marker prognozy u CPFE
U CPFE je |épe vypovidajici TLco i FEV1
- vypoveédnost kompozitnich indexu neni jasna
CPI=91-%TLco*k1 - %FVC* = + %FEV1*

(Cim vyssi, tim horsi)

GAP = Gender + Age + FVC + TLco

(¢im vyssi, tim horsi)

e Hodnoceni HRCT:

- Pro posuzovani prognozy a vyvoje scCitat rozsah F + E

[1] Ciftci F, et al.; Combined pulmonary fibrosis and emphysema: how does cohabitation affect respiratory functions?; Adv Med Sci 2019;64:285-291
[2] Wells AU, et al.; Idiopathic pulmonary fibrosis - A composite physiologic index derived from disease extent observed by computed tomography; Am J Resp Crit Care. 2003;167:962-969

[3] Ley B, et al; A multidimensional index and staging system for idiopathic pulmonary fibrosis; Ann Intern Med. 2012;156:684-691



Dekuji za pozornost!

ARy’
GRa?
Ny’




