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Vers de nouveaux concepts
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La Circulation Pulmonaire :
spécificités structurelles et fonctionnelles
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Classification Clinique de I'Hypertension Pulmonaire

Pulmonary hypertension (PH) is defined by a
mean pulmonary artery pressure 2 25 mmHg at rest,
measured during right heart catheterization.

Right ventricular hypertrophy
Right heart failure
Dyspnea, disability, syncope, death

o. Pulmonary arterial hypertension -
1.1 Idiopathic PAH

1.2 Heritable Pulmonary artery wedge pressure

1.2.1 BMPR2 mutation
<
1.2.2 Other mutations (PAWP) =15 mmHg

1.3 Drugs and toxins induced
[.4 Associated with:
1.4.1 Connective tissue disease
1.4.2 Human immunodeficiency virus (HIV) infection
1.4.3 Portal hypertension
1.4.4 Congenital heart disease (Table 6]
1.4.5 Schistosomiasis

Consequences:

1".1 Idiopathic
1".2 Heritable
1".2.1 EIF2AK4 mutation
1".2.2 Other mutations
1".3 Drugs, toxins and radiation induced
1".4 Associated with:
1".4.1 Connective tissue disease
1".4.2 HIV infection

. Persistent pulmonary hypertension of the newborn

Galie N et al Eur Respir J 2015.
Simonneau G et al J Am Coll Cardiol. 2013.

v, Pulmonary hypertension due to left heart disease

2.1 Left ventricular systolic dysfunction

2.2 Left ventricular diastolic dysfunction

2.3 Valvular disease

2.4 Congenital/acquired left heart inflow/outflow tract obstruction
and congenital cardiomyopathies

2.5 Congenital/acquired pulmonary veins stenosis

3 Pulmonary hypertension due to lung diseases and/or hypoxia

3.1 Chronic obstructive pulmonary disease

3.2 Interstitial lung disease

3.3 Other pulmonary diseases with mixed restrictive and
obstructive pattern

3.4 Sleep-disordered breathing

3.5 Alveolar hypoventilation disorders

3.6 Chronic exposure to high altitude

3.7 Developmental lung diseases (Web Table 1)

"8 Chronic thromboembolic pulmonary hypertension and other
pulmonary artery obstructions

4.1 Chronic thromboembolic pulmonary hypertension
4.2 Other pulmonary artery obstructions ‘
4.2.1 Angiosarcoma
4.2.2 Other intravascular tumors
4.2.3 Arteritis
4.2.4 Congenital pulmonary arteries stenoses
4.2.5 Parasites (hvdatidosis
Pulmonary hypertension with unclear and/or multifactorial
mechanisms

5.1 Haematological disorders: chronic haemolytic anaemia,
myeloproliferative disorders, splenectomy

5.2 Systemic disorders: sarcoidosis, pulmonary histiocytosis,
lymphangioleiomyomatosis, neurofibromatosis

5.3 Metabolic disorders: glycogen storage disease, Gaucher disease,
thyroid disorders

5.4 Others: pulmonary tumoral thrombotic microangiopathy,
fibrosing mediastinitis, chronic renal failure (with/without
dialysis), segmental pulmonary hypertension




Remodelage vasculaire pulmonaire
associé a I'Hypertension Artérielle Pulmonaire (HTAP)
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arteries the media fibrosis
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arteries

Guignabert C. and Dorfmliller P, Semin Respir Crit Care Med, 2013.



Composantes du remodelage vasculaire pulmonaire
associé a I'Hypertension Artérielle Pulmonaire (HTAP)
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Guignabert C, Tu L, Girerd B, Ricard N, Huertas A, Montani D, Humbert M. Chest 2015.



Role of MIF/CD74

dysfonction endothéliale pulmonaire HTAP

Abnormal

Groupe “Bases cellulaires et moléculaires de la
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Environmental Factors Pro-inflammatory MAPK
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ANR JCJC "EPINE" : Role de la voie MIF/CD74 dans I'HTAP
a l'interface entre Inflammation et Dysfonction endothéliale
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ANR JCJC “"EPINE” : Role de la voie MIF/CD74 dans I'HTAP

a l'interface entre Inflammation et Dysfonction endothéliale
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Le Hiress M et al., Am J Respir Crit Care Med, 2015.



ANR JCJC “"EPINE” : Role de la voie MIF/CD74 dans I'HTAP

a l'interface entre Inflammation et Dysfonction endothéliale
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Le Hiress M et al., Am J Respir Crit Care Med, 2015.



ANR JCJC “"EPINE” : Role de la voie MIF/CD74 dans I'HTAP

a l'interface entre Inflammation et Dysfonction endothéliale
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Le Hiress M et al., Am J Respir Crit Care Med, 2015.



Vers le développement de nouveaux antagonistes de MIF

ANR "EPINE" : Endothelial-CD74 in PAH To evaluate new small molecule inhibitors
at the crossroad of Inflammation of MIF and their ability to reduce the
and Endothelial dysfunction severity of experimental of PH:
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Role of MIF/CD74
complex
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Role des péricytes pulmonaires dans
I'Hypertension Artérielle Pulmonaire (HTAP)

Vessel
stabilization

Immune

) Mesenchymal
regulation

potential

Vascular ECM
tone remodeling




Role des péricytes pulmonaires dans

I'Hypertension Artérielle Pulmonaire (HTAP)
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Ricard N et al. Circulation, 2014,



Role des péricytes pulmonaires dans
I'Hypertension Artérielle Pulmonaire (HTAP)
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Groupe “Bases cellulaires et moléculaires de la

”

dysfonction endothéliale pulmonaire HTAP
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Role des Facteurs Génétiques et Environnementaux
pour le remodelage vasculaire pulmonaire HTAP :

Environmental factors & Genetic predisposition
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Role des Facteurs Génétiques et Environnementaux
pour le remodelage vasculaire pulmonaire HTAP :
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