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Introduction

Materials and methods

Ø The incidence of liver fibrosis has increased in recent years.
Cholestasis is one of the most severe and common liver illness
and it can be reproduced by the experimental model of bile
duct ligation (BDL).
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Ø Liver fibrosis, which can be reverted when the insult does not
extend over time, arises as a result of progressive extracellular
matrix (ECM) acummulation.

Ø Immunohistochemical analysis was
performed on liver sections (BDL and sham)
by using hematoxylin/eosin, Sirius red and
Masson trichrome.

Ø ECM alteration orchestrated by hepatic stellate
cells/myofibroblasts and chronic inflammation mediated by
Kupffer and endothelial cells are key harmful events in liver
fibrosis.

Ø Liver sections were stained for
immunofluorescence analysis with anti-GFP,
anti-CD68, anti-NAG and anti-ɑ-SMA.

Ø There is evidence of endocannabinoid system presence at
different liver pathologies as liver fibrosis. CB2 is related to
inflammatory processes and it is overexpressed in hepatic
stellate, endothelial and Kupffer cells after liver injury.
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Table 1: Mean values of activities of serum AST
and ALT and levels of direct and total bilirubin
in control and BDL CB2EGFP/f/f mice.
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Ø Clinical parameters (AST, ALT and TB/DB)
were quantified by using SpinReact® kits.
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Fig. 1: Genetic construction of
CB2EGFP/f/f mice.

Fig. 2: (A) Liver histology and collagen
staining. In the BDL mice, there is a marked
increase of lobular damage, inflammation,
and necrosis. Collagen is shown to
accumulate in periductal region along the
expanded portal tracts. (B) Immunodetection
of CB2R in BDL mice show higher EGFP
signal compared to sham mice. (C) Different
co-localizations of CB2R in BDL livers of
CB2EGFP/f/f mice after 2 weeks of surgery
show that there is co-expression of CD68
(macrophage marker) and NAG (endothelial
marker) with CB2R, whereas α-SMA
expression (fibroblast marker) does not colocalize with CB2R in injured livers.
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Conclusions
q BDL is presented as a good experimental model of hepatic injury and fibrosis in mice.
q CB2R is not constitutively expressed in Kupffer cells/macrophages, fibroblasts but in endothelial cells.
q CB2R is overexpressed in endothelial cells and expressed in Kupffer cells/macrophages after BDL.
q CB2R expression in endothelial cells and macrophages suggests a regulatory role of the receptor against continuous inflammation underlying
fibrotic process.
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