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Introduction and 2im of the Work

In 1980, Furchgott and Zawadzki demonstrated
that an endothelium-derived relaxing factor was
responsible for acetyl choline dependent vasodilatation.
This factor was later shown to be nitric oxide (NO), a
molecule which is implicated in certain pathophysiological
processes such as control of blood vessel tone,
neurotransmission, host immune defense, septic shock and
atherosclerosis  (Mancada and Higgs, 1993; and
Lowenstein et al., 1994).

Nitric oxide is synthesized by the enzyme nitric
oxide synthetase from the amino acid L-arginine and
diffuses toward the target celis, for example, NO
synthesized in endothelial cells diffuses through the
smooth muscle cells and is responsible for relaxation by
activating the soluble guanylate cyclase (Palmer et al,
1988).

Nitric oxide is important for cellular signaling in
non-hepatic tissues, and recent evidence suggests that it
may be important regulatory of some liver functions. The
liver can produce considerable amounts of NO under both
constitutive and inducible conditions and may play a
critical role in the arteriolar vasodilatation, high cardiac
output and systemic hyperdynamic state of cirrhosis
(Vallance and Mancada, 1991 ).

Nitric oxide is an extremely lipid soluble gas and
undergoes rapid oxidative degradation to the stable
breakdown products, nitrates and nitrites. Upon entering
the vascular system, nitrite react rapidly with
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Introductiorn arnd 7lim of the Work

oxyhaemoglobin  resulting in the formation of
methaemoglobin, while nitrates remain stable in the
circulation, therefore NO is best determined in the serum
as nitrates (Bories and Bories, 1 995).

Increased concentrations of NO breakdown
products have been described in patients with sepsis
syndrome, in advanced cancer patients receiving
interleukin-2 therapy, rheumatoid arthritis, epilepsy,
hypoxic ischemic cerebral injury (Hibbs et al., 1992; and
Evans et al., 1993),

It has been documented that cirrhotic patients have
a significant increase in the concentrations of serum nitrate
and nitrite compared with control groups (Guarner et al.,
1993; and Albillos et al, 1995) and consequently, as
cirrhosis progresses, vascular resistance continue to fall.
Such vasodilatation produced by high NO level may
persist, the resulting hypotension may lead to secondary
disturbances in renal, hepatic blood flow, and ascites.
Indeed, the degree of haemodynamic disturbance
correlates with prognosis (Bosch et al, 1988; and
Knowles et al., 1990).
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Introduction and A of the Work

Aim of the Work

In this study, measurement of serum nitrate, as an
index of nitric oxide generation is done in a trial to
establish a relation ship between nitric oxide level and the
clinical progression of liver cirrhosis, Moreover, the role
of serum nitrate in providing prognostic information to
identify those patients at risk of developing hepatorenal
syndrome will be highlighted for treatment modulating
purposes.
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