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tntroduction & A of the Work - 1

Introduction:

E ndothelin (ET) is a recently discovered circulating polypeptide consisting

of 21 amino acids. Three isoforms have been identified; ET (1,2,3) (Inoue et al.,

1989)a.

Endothelial cells produce exclusively ET-1 (Saito et.al, 1989). ET-1
produces a profound and sustained contractile response (Yanagisawa et al.,
1988). This effect occurs through rising of the intracellular free Ca™" and increasing

the inositol phosphate turnover (Marsden et al., 19889).

Elevated plasma concentrations of endothelin have been reported in patients
with acute renal failure (Firth et al., 1988), subarachnoid hemorrhage (Masaoka
et al., 1989), myocardial infarction (Miyauchi et al., 1989), chronic renal failure,

hypertension (Shichiri et al., 1990) and sepsis (Pittet et al., 1991).

Endothelial cells of vartous origin synthesize endothelin. It is therefore likely
that the hepatic endothelial and Kupffer cells, which are the predominant celi types
constituting liver sinusoids also synthesize this peptide (Yanagisawa et al., 1988

and Takahashi et al., 1989).
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Introduction & Aim of the Work - &

Under conditions of hypoxia and vascular tissue damage, endothelial cells
are stimulated to synthesize and secrete endothelin (Firth et al, 7988).
Accordingly. in cases of liver injury leading to hepatic hypoxia, the hepatic
endothelial cells also generate this peptide. Since this peptide produces a powerful
renal and systemic vasoconstriction, such effects may mediate the development

of renal failure in patients with severe liver disease (King et al., 1989).

Aim of the work:

The aim of the present work is to study plasma endothelin levels in patients
with liver cirrhosis with and without ascites, acute renal failure and hepatorenal
syndrome in a trial to find out the clinical significance of endothelin in the various
studied diseased groups as well as its possible role in the pathogenesis of the

hepatorenal syndrome.
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