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Metabolic syndrome
Hyperglycemia
Arterial hypertension
Dyslipidemia
Obesity

Normal Simple
liver steatosis




Non alcoholic steatohepatitis (NASH)

Metabolic syndrome
Hyperglycemia
Arterial hypertension
Dyslipidemia
Obesity

Normal Simple NASHnonalcoholic
liver steatosis steatohepatitis)

el ) [
Yy ) 'r--‘,—x‘
e

dd s
- 2 i | AN Ky

25 million




Non alcoholic steatohepatitis (NASH)

Metabolic syndrome 500 000
Hyperglycemia
Arterial hypertension
Dyslipidemia
Obesity

Normal Simple NASHnonalcoholic
liver steatosis steatohepatitis)

510 million — 127 m|II|on 25 m|II|ons




LSEC and NASH

A Endothelial cell alterations precede NASH onset

A Consequences of endothelial cell alterations on NASH
development

A Autophagy regulates endothelial cell phenotype in NASH



Liver sinusoidal endothelial cells (LSECS)

Kupffercells

@ Sinusoidal lumer

Cellule endothéliale sinusoidale

Space oDisse

Hepatlc stellate
cells

Poisson et al,
s




Liver sinusoidal endothelial cells (LSECS)

Kupffercells

@Q Lumiere sinusoidal

Cellule endothéliale sinusoidale

]
NO

Space oDisse

Vascular tone contro]

Hepatlc stellate
cells

Poisson et al,
s




Liver sinusoidal endothelial cells (LSECS)
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Endothelial dysfunction in NASH
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Endothelial dysfunction precedes liver inflammation
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Endothelial cellcapillarizationin NASH
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Capillarizationprecedes NASH
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CaplllarizationprecedesNASH: CD34 staining in patients
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CaplllarizationprecedesNASH: CD34 staining in patients
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A Endothelial cell alterations precede NASH onset

A Consequences of endothelial cell alterations on NASH
development

A Autophagy regulates endothelial cell phenotype in NASH



Message 2: Consequences of endothelial alterations
NASH development

1- Roleof liver endotheliumon steatosis
2- Roleof liver endotheliumon liver inflammation
3- Roleof liver endotheliumon liver fibrosis

4- Angiogenesish NASH

Hammoutene & Rautou, J Hepatol 2019



Endothelial dysfunction favors steatosis
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Liver sinusoidal celtapillarizationfavors steatosis

Herrnbergeret al,PloSOne 2014
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Capillarizationand endothelial dysfunction favosteatosis
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Capillarisationand steatosis: unclear in patients
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Message 2: Consequences of endothelial alterations
NASH development

1- Roleof liver endotheliumon steatosis
2- Roleof liver endotheliumon liver inflammation
3- Roleof liver endotheliumon liver fibrosis

4- Angiogenesish NASH
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Physiological conditionsanti-inflammatory role
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Metabolic syndrome pro-inflammatory functions
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Metabolic syndrome pro-inflammatory functions
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LSECapillarizationand liver inflammation in patients with NALFD
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Message 2: Consequences of endothelial alterations
NASH development

1- Roleof liver endotheliumon steatosis
2- Roleof liver endotheliumon liver inflammation
3- Roleof liver endotheliumon liver fibrosis

4- Angiogenesish NASH
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Role of liver endothelium on liver fibrosis
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Role of liver endothelium on liver fibrosis
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LSECapillarisationand liver fibrosis in patients with NALFD
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Message 2: Consequences of endothelial alterations
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Angiogenesis in NASH
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Angiogenesis in NASH
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Angiogenesis favors NASH development
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Role of LSECs in NASH
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LSEC and NASH

A Endothelial cell alterations precede NASH onset

A Consequences of endothelial cell alterations on NASH
development

A Autophagy regulates endothelial cell phenotype in NASH
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Liver autophagy in NASH
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Liver autophagy in NASH
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A defect In endothelial autophagy favors atherosclero:
development
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