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Mr F-P [, 62 ans

AP:

Ancien fumeur, physiquement actif, employé du secteur tertiaire. BSH. Un accident de
la route a «haute vélocité» il y a 6 ans en France, sans conséquence.

AA:

Dyspnée d’effort depuis 1.5 ans. TTT: paracétamol occasionnel. Référé pour dyspnée
inexpliquée.
Echocardiographie normale il y a 6 mois.

Status:
BMI 26 kg/m2. TA 138/85, SpO2 de repos 94%, rales velcro , SpO2 effort 85%



Mr F-P [, 62 ans

Complément d’'anamnese:
Epreuves fonctionnelles réalisées «apres 'accident de 2013 et suite au CT

thoracique». Les EFRs sont considérées alors comme normales.

Fonctions pulmonaires :

CPT :
VEMS 100%
CVF 87%

DLCO 70%



Rayons de miel, bronchiectasies de traction, absence de verre depoll ou de nodule



Epidémiologie des pneumopathies
interstitielles

L‘incidence et la prévalence augmente avec |‘age’-3
» Diagnostic le plus souvent entre 40-80 ans
» Pic de prévalence entre 65-80 ans

« FPI 5-9/100'000 p/année H>F
« Autres (NSIP, LIP, PHS) 25-80/100°000 p/année F>H

1. Meltzer EB and Noble PW. Orphanet J Rare Dis 2008;3:8-22.

2. Hodgson U et al. Thorax 2002;57:338-342.

3. Coultas DB et al. Am J Respir Crit Care Med 1994;150:967-997.
Orphanet 2010; www.orphanet.net; Eurostat News Release. 110/2010



http://www.orphanet.net/

COVID-19 et developpement de
pneumopathies fibrosantes?




Fibrose pulmonaire idiopathique (FPI):
histoire naturelle

King TE Jr, et al. Lancet 2011;378: 1949-61, adatpé de Raghu G et al. Am J Respir Crit Care Med 2011;183:788-824



Computed Tomography Honeycombing Identifies a Progressive

Fibrotic Phenotype with Increased Mortality across Diverse Interstitial
Lung Diseases

Ayodeji Adegunsoye’, Justin M. Oldham?, Shashi K. Bellam®, Steven Montner*, Matthew M. Churpek'-®, Imre Noth®,
Rekha Vij', Mary E. Strek'* and Jonathan H. Chung**



Présentation clinique des
pneumopathies interstitielles

Signes et symptomes souvent insidieux et progressifs
— Dyspnée
— Toux +/- productive

— Symptoémes/signes extrapulmonaires inconstants
Lésions cutanées, clubbing, arthropathies, Raynaud, etc

— Rales inspiratoires, bibasal “velcro”, piaulements inspiratoires



Processus diagnostic



La boite a outils du pneumologue

pes fines

Evaluation
multi-
disciplinaire



Anamnese d'exposition

» Expositions médicamenteuses

« Expositions professionnelles / loisirs

* Questionnaire d’évaluation des pneumopathies
d’hypersensibilité «Poumon de fermier /Alvéolite

allergiques»




Recherche de signes et symptomes en faveur
d’'une connectivite

Syndrome sec

Dysphagie

Arthralgies inflammatoires
Douleurs musculaires
Mono/polynevrites
Sinusite chronique sévere
Troubles visuels

Management of interstitial lung disease associated with CTD, Mathai et Danoff, BMJ 2016



Bilan immunologique

Test Interpretation
ANA Non-specific, butat high titer associated with subsequent diagnosis of
autoimmune disease
Rheumatoid factor Occurs in rheumatoid arthritis but also non-specific in context of other
autoimmune diseases
Scl-70 Associatedwith scleroderma
RNP Associated with mixed connective tissue disease
Jo-1 Myositis specific antibody
Extended myositis panel: Includes other myositis specific and myositis associated antibodies
Antisynthetase Includes PL-7, PL-12, EJ, O] antibodies—all associated with presence of [LD
MDA-5 Associated with erosive Gottron’s papules and aggressive |LD
PMScl Overlapping features of polymyositis and scleroderma
Ro-52 Associated with more aggressive ILD
CPK Raised in myositis but can be normalin CADM
Aldolase May be raised at low level in CADM
SSA/SSB Sjbgren’s syndrome associated antibodies
CCP Associated with rheumatoid arthritis
ANCA Less commonly associated with pure ILD, but ILD can occur

ANA=anti-nuclear antibody; ANCA=anti-neutrophil cytoplasmic antibodies; CADM=clinically amyopathic dermatomyaositis:
CCP=anti-cyclic citrullinated peptide; CPK=creatine phosphokinase; ILD=interstitial lung disease; Jo- 1=anti-Jo-1 antibody;
MDA-5=anti-MDAS antibody; PMScl=anti-PMScl antibody; RNP=anti-ribonucleoprotein antibody; Ro-52=anti-Ro-52
antibody; Scl-7 0=anti-Scl-7 0 antibody; SSA/B=Sjogren’s associated antibodyA/B.

Management of interstitial lung disease associated with CTD, Mathai et Danoff, BMJ 2016



L"atteinte respiratoire est frequente dans les
maladies de systeme

Table 1|Features of lung involvement in connective tissue diseases

Type of connective tissue disease

Lung involvement  SSc RA SS MCTD PM/DM SLE
fiLD
I Occurrence Likely Common Possible Common Likely Unusual
| Type of ILD NSIP (80-90%) UIP (50-60%) NSIP (28-60%) NSIP NSIP, OP,

UIP (10-20%) NSIP, OP DIP LIP(20%) UIP DAD

PH

Occurrence Likely Unusual Unusual Likely Unusual Unusual

Type PAH, PH-ILD PAH, PH-ILD
Airways disease

Occurrence Unusual Common Common Possible Unusual Possible

Type FB, BO, BE FB, BO, BE BO BO
Other PVD

Occurrence Unusual Unusual Paossible Likely Possible Likely

Type PE PE PE PE, CTEPH
Pleural

Occurrence Unusual Common Possible Possible Unusual Likely

Type Pleuritis Pleuritis Pleural effusion Pleural effusion

Pleural thickening

DAH

Occurrence Unusual Unusual Unusual Unusual Unusual Common

Abbreviations: BE=bronchiectasis; BO=bronchiolitis obliterans; CTEPH=chronic thromboembolic pulmanary hypertension; DAD=diffuse alveolar damage; DAH=diffuse
alveolar hemorrhage; DIP=desquamative interstitial pneumaonia; FB=follicular bronchiolitis; ILD=interstitial lung disease; LIP=lymphocytic interstitial pneumonia;
MCTD=mixed connective tissue disease; NSIP=non-specific interstitial pneumonia; OP=organizing pneumonia; PAH=pulmonary arterial hypertension; PE=pulmonary
embolism; PH-ILD=pulmonary hypertension related to ILD; PM/DM=polymyositis/ dermatomyositis; PYD=pulmonary vascular disease; RA=rheumatoid arthritis;
SLE=systemic lupus erythematosus; SSc=scleroderma; SS=Sjogren’s syndrome; UIP=usual interstitial pneumonia.

Management of interstitial lung disease associated with CTD, Mathai et Danoff, BMJ 2016



Le scanner est indispensable*

oP LIP-CTD PH

RA-UIP SSc-ILD Antisynthetase
syndrome

*CT recherche EP ne permet pas un diagnostic d’ILD!



Bronchoscopie avec lavage broncho-
alvéolaire +/- biopsie transbronchiques

Lavage broncho-alvéolaire Biopsie trans-bronchiques
(LBA) / cryobiopsie

Le LBA est souvent pratiqué en
Europe:
aide a la classification des ILDs

Evaluation au cas par cas du risque bénéfice de la bronchoscopie



Activité d’'une consultation de
«fibroses pulmonaires»

Lederer, NEJM 2018; Wells, ERJ 2018



Une détection précoce des ILD est-elle
possible?

« Deélai moyen entre les premiers symptomes et une prise
en charge spécialisée: 2.2 ans

—Recherche de rales “velcro” a I'auscultation

Lamas DJ, Kawut SM, Bagiella E, et al. Delayed access and survival in idiopathic pulmonary fibrosis: a cohort study. Am J Respir Crit Care Med 2011; 184: 842-847
Baughman RP, Shipley RT, Loudon RG, et al. Crackles in interstitial lung disease. Comparison of sarcoidosis and fibrosing alveolitis. Chest 1991; 100: 96—101

“Velcro-type” crackles predict specific radiologic features of fibrotic interstitial lung disease, Giacomo Sgalla et al BMC 2018



Velcro crackles in ILD

Results: OR of fibrosing interstitial lung disease type:

“Velcro-type” crackles predict specific radiologic features of fibrotic interstitial lung disease Giacomo Sgalla et al BMC 2018



Prise en charge des pneumopathies
interstitielles en 2020

Oxygeénothérapie Anti-fibrotiques

(pirfénidone,

Réhabilitation pitacanibo)

respiratoire

Biothérapies

rituximab, tocilizumab, Eviction d’'un
antiTNF agent causal
Immuno-suppresseurs Observation
(prednisone, Cyclophosphamide,
MTX, MMF...)
Diagnostic & et TTT d’'une

hypertension pulmonaire associée

Transplantation Soins palliatifs



Prise en charge de la fibrose pulmonaire
idiopathique avant/apres 2012

Jusqu’en 2012: prednisone + azathioprine + N-acétylcystéine

Time to Death or Hospitalization

— Ttt corticoide +
immunosuppresseur . contre-
indiqué dans FPI!

Mortalité augmentée sous prednisone!
Raghu G, et al. N Engl J Med 2012; 366: 1968-77



FPI : traitement

King TE Jr, et al. N Engl J Med 2014; 370: 2083-92

Richeldi L, et al. N Engl J Med 2014; 370: 2071-82




FPI: effet favorable des traitement anti-
fiorosants sur fonction pulmonaire

Noble PW, et al. Lancet 2011; 377: 1760-9 Richeldi L, et al. N Engl J Med 2011; 365: 1079-1087
King TE Jr, et al. N Engl J Med 2014; 370: 2083-92 Richeldi L, et al. N Engl ] Med 2014; 370: 2071-82
Noble PW, et al. Eur Respir J 2016; 47:243-253 Richeldi L, et al. Respir Med 2016; 113: 74-9



FPI: nintedanib - effet sur les exacerbations aigues

Richeldi L, et al. N Engl J Med 2011; 365: 1079-1087
Richeldi L, et al. N Engl J Med 2014; 370: 2071-82
Richeldi L, et al. Respir Med 2016; 113: 74-9



Effets sur la mortalité

Shah, NEJM 2015



Behr J, Prasse A, Wirtz H, et al. Survival and course of lung function in the presence or absence of antifibrotic treatment in patients with
idiopathic pulmonary fibrosis: long-term results of the INSIGHTS-IPF registry. Eur Respir J 2020



Message pour la pratique

L’incidence de la FPI est en augmentation.

Les complications pulmonaires des connectivites sont
frequentes

Les maladies interstitielles sont reconnues trop
tardivement

Les traitements anti-fibrotiques améliorent la survie



