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Abstract

This study was conducted to evaluate the effects of 7 days treatment
with midodrine, an alpha 1-agonist, in non azotemic cirrhotic patients

with tense ascites.

Midodrine group: (Patients subjected to Midodrine and Diuretics)
shows a significant decrease in body weight and a significant increase in

B.U.N. at the end of the 7 days study compared to day 1 of the study.

Control group: (Patients subjected to Diuretics) shows a significant
decrease in body weight at the end of the 7 days study compared to day
1 of the study.

In a comparison between the above two groups There was a
significant increase in urine output and a significant decrease in serum
creatinine in patients of Midodrine group as compared with patients of

Control group.

So the present study shows that administration of Midodrine with
diuretics in patients with tense ascites led to a significant diuresis as well
as a significant improvement of renal functions as compared to patients

who were administered diuretics only.
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Introduction

Introduction

The development of cirrhosis of the liver is associated with a total
derangement of the normal architecture due to the presence of
regeneration nodules and fibrous bands or septae running between them.
Thus cirrhosis results in a distortion, compression, and even obliteration
of the hepatic vasculature, with increased portal venous compression,

increased resistance to portal venous blood flow, or portal hypertension.

(Blendis and Wong 2001).

Portal hypertension is a progressively debilitating complication of
cirrhosis and a principal cause of mortality in patients who have hepatic
decompensation. Through the persistent elevation of pressures in
portosystemic collaterals, varices develop, enlarge, and gain the potential
to bleed. Variceal hemorrhage is the primary cause of bleeding episodes
and occurs in 25% to 35%of patients who have cirrhosis and large

esophagogastric varices. (Minor and Grace 2006).

Ascites is the most common major complication of cirrhosis; It is
associated with poor quality of life, increased risk of infection, and renal
failure. Twenty percent of patients with cirrhosis have ascites at the time
of the diagnosis. While 30% and 50% of patients with compensated
cirrhosis will develop ascites in 5 and 10 years of follow up, respectively.
Ascites, which is a sign of poor prognosis, characteristically develops
during late stages of the disease. Patients with cirrhosis and ascites have

50% mortality at two years. (Garcia Leiva et al. 2007).
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Aim of the work

The aim of the work is:

To verify the therapeutic effects of administration of vasopressor
alphal-adrenergic agonist (Midodrine) in non-azotemic cirrhotic patients
with tense ascites as regards body weight, urine output, sodium,
potassium, plasma osmolality, B.U.N., serum creatinine, serum albumin

and urinary sodium excretion.
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Liver Cirrhosis

Definition:

Cirrhosis, which can be the final stage of any chronic liver disease,
is a diffuse process characterized by fibrosis and conversion of normal
architecture to structurally abnormal nodules.These ‘“regenerative”
nodules lack normal lobular organization and are surrounded by fibrous

tissue. The process involves the whole liver and is essentially irreversible.

(Guadalupe Garcia-Tsao 2007 ).
Causes: (Guadalupe Garcia-Tsao 2007 ).

MAIN FACTORS CAUSING CIRRHOSIS:
e Chronic hepatitis C
e Alcoholic liver disease
e Nonalcoholic fatty liver disease
e Chronic hepatitis B
OTHER CAUSES OF CIRRHOSIS (<2% OF ALL CASES):
A)Cholestatic and autoimmune liver diseases:
e Primary biliary cirrhosis
e Primary sclerosing cholangitis
e Autoimmune hepatitis
B)Intrahepatic or extrahepatic biliary obstruction:
e Mechanical obstruction
e Biliary atresia

e C(Cystic fibrosis
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C)Metabolic disorders:
e Hemochromatosis
e Wilson's disease
e o;-Antitrypsin deficiency
e Glycogen storage diseases
e Abetalipoproteinemia
e Porphyria
D)Hepatic venous outflow obstruction:
¢ Budd-Chiari syndrome
e Veno-occlusive disease
e Right-sided heart failure
E)Drugs and toxins

F)Intestinal bypass

G)Indian childhood cirrhosis
Pathophysiology:

Tissue fibrosis is mediated by fibroblasts and myofibroblasts.
Potential contributors to the hepatic myofibroblast population in areas of
inflammation include the hepatic stellate cell (HSC), portal myofibroblast
and myofibroblast derived from stem cells. Of these, the HSC is the most
thoroughly studied. (Iredale and Guha 2007).
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Stellate cell activation:

Activation involves the transdifferentiation of the quiescent,
retinoid-storing HSC, lying in the space of Disse, into the activated,

contractile ‘myofibroblast’.

There are a number of potential initiators for HSC activation,
including soluble signals released by sinusoidal endothelium,
hepatocytes, Kupffer cells, platelets and leukocytes. (Iredale and Guha
2007).

They are able to interact with the HSC using a variety of mediators
ranging from fibronectin release from damaged endothelium to platelet-
derived growth factor (PDGF), transforming growth factor (TGF)-B1 and

epidermal growth factor from platelets.

Kupffer cells, which are resident macrophages in the liver, have a
significant interaction with HSCs. They are able to activate stellate cells
and stimulate matrix synthesis via the release of cytokines, in particular

TGF-B1. (Bachem et al., 1989).
Pathways of stellate cell activation:

There are two major phases of activation: initiation and perpetuation.

(Friedman 2004).

Initiation of stellate cell activation:

The earliest changes in stellate cells are likely to result from
paracrine stimulation by all neighbouring cell types, including sinusoidal

endothelium, Kupffer cells, hepatocytes and platelets.



