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| ntroduction:

Ghrelin is a recently identified enteric hormone
composed of 28 amino-acid, it is predominantly produced
by the stomach, and substantially lower amounts were
detected in the bowel, pancreas, testis, pituitary, lung and
hypothalamus (Tena-sempere et al., 2002). Ghrelin is an
orexigenic hormone, involved in food intake, circulating
ghrelin levels rise shortly before expected food intake and
fall shortly after every meal (Cummingset al., 2001).

Ghrelin levels are significantly elevated in cachexia
associated with heart failure. Similarly in cancer cachexia,
ghrelin levelsincrease in subjects with cachexia and further
increase occurs with decreased food intake with
chemotherapy (Shimizu et al., 2003).

Anorexia is a problem of paramount importance in
patients with advanced liver cirrhosis contributing to
malnutrition (Marchesini et al., 2004). Malnutrition is a
common problem in liver cirrhosis and hepatocellular
carcinoma that may deteriorate the clinical condition with
resultant poor prognosis (Ataseven et al., 2006). Because
of its orexigenic properties ghrelin hormone may be
involved in regulating food intake to compensate for
malnutrition (Wren et al., 2001).



In vitro-experiments demonstrate that ghrelin as well
as some synthetic analogues are able to modulate the
proliferation of several human cell lines. In fact, ghrelin
stimulates the cell proliferation of human hepatoma cells
that express growth hormone secretagogue receptor-la
(GHSR-14a) (Jeffery et al., 2002).

Aim of the study:

Assessment of ghrelin role in the development of
appetite disorders in patients with post-hepatitic liver
cirrhosis, and in the development of cachexia associated

with hepatocellular carcinoma.



Review of literature 1

Ghrédlin

Ghrelin is a 28- amino acid residue peptide
predominantly produced by the stomach (Fig.1l). Lower
amounts were detected in bowel, pancreas, kidneys, the
iImmune system, placenta, testes, pituitary, lung, and
hypothalamus (Tena-Sempere et al.,, 2002). Ghrelin
displays a strong growth hormone-releasing activity which
IS mediated by the activation of the GH secretagogue
receptor type la (GHS-R 1a), before the discovery of
ghrelin this orphan receptor was known to be specific for
the family of synthetic, peptidyl and non- peptidyl GHS
(Kojimaet al., 1999).

The discovery of ghrelin is an example of reverse
pharmacology in which the discovery of the natural ligand
ghrelin was started by the synthesis of analogs which led to
the discovery of natural receptor and ended by the
discovery of the natural ligand (ghrelin) (Van Der lely et
al., 2004). Synthetic growth hormone secretagogues (GHS)
are a family of ligands, including peptidyl and non peptidyl
molecules (Ghigo et al., 2001). The first synthesized
molecules were non natural peptides [Growth hormone-
releasing peptides; GHRPs] designed by Bowers and
Momany in the late 1970s (Bowers, 1998). They were



