ASSISTANCE
PUBLIQUE

3 =
s @
- v

Q

T LA Yniversie
Paris Cite

Biology of endothelial cells iIn NASH

. Pierre-Emmanuel RAUTOU

* Inserm U1149, Centre de recherche sur l'inflammation, Paris
Service d’hépatologie, H6pital Beaujon, Clichy, France

C)Y7 pierre-emmanuel.rautou@inserm.fr o
Ny

M V F instituts g |11 f ' |

CENTRE DE REFERENCE tnématiques |7, | ! nserm ;

MALADIES VASCULAIRES CENTRE de RECHERCHE

Institut national sur I'INFLAMMATION

DU FOIE de la santé et de la recherche médicale



Liver endothelial cells in NASH

* What changes occur in endothelial cells in NAFLD?
* What causes those changes?

* What is the consequence of these changes?
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Liver sinusoidal endothelial cells (LSECs)
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Endothelial dysfunction precedes liver inflammation
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Liver sinusoidal endothelial cells (LSECs)
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Endothelial cell capillarization in NASH
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Capillarization precedes NASH: CD34 staining in patients
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Capillarization precedes NASH: CD34 staining in patients
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Liver endothelial cells in NASH

* What changes occur in endothelial cells in NAFLD?
 What causes those changes?

* What is the consequence of these changes?



Liver sinusoidal endothelial cells (LSECs)
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Capillarisation and steatosis: no link in patients
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Capillarisation and ballooning: no link in patients
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Liver sinusoidal endothelial cells (LSECs)
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Liver sinusoidal endothelial cells (LSECs)
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Liver sinusoidal endothelial cells (LSECs)

e Ox-LDL or fatty acids 9o
* Inflammatory mediators
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Low dose TNFa and IL6 induce a defect in endothelial autophagy
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Liver sinusoidal endothelial cells (LSECs)
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Liver sinusoidal endothelial cells (LSECs)

e Ox-LDL or fatty acids o
* Inflammatory mediators
 Mechanical forces

* Hypoxia

~ /\\ - J/\
m;lal cell J( Q ( il Qﬁ

Q Q Q Q Hernandez Bustabad Am J Phy5|o|
Gastromtest L|ver Phy5|ol 2022

Blood derived?




Liver endothelial cells in NASH

* What changes occur in endothelial cells in NAFLD?
 What causes those changes?

 What Is the conseqguence of these changes?



LSEC capillarization and liver inflammation in patients with NALFD
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Role of liver endothelium on liver inflammation
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Role of liver endothelium on liver inflammation
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LSEC capillarisation and liver fibrosis in patients with NALFD
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Role of liver endothelium on liver fibrosis

Physiological conditions
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Role of liver endothelium on liver fibrosis

Physiological conditions
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Conclusion: role of liver endothelial cells in NASH
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