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ABSTRACT

Cholestatic liver disease in infancy is caused hyide range
of condition including genetic, metabolic, obstiuet and less
commonly infective causes.

This is a retrospective study of the clinical pleff patients
presenting with cholestatic disorders of infancyotilgh reviewing
the medical records of the Pediatric HepatologytUati Cairo
University Children's Hospital during the periodrir I January to
31* of December 2006 .

In our study, Infants suffering from cholestasisgented at a
mean age of 3.5%t39 (range 0-10) months to our medical attention.
The mean age at onset of symptoms was U Zy+months (range
0-12)

Jaundice was the most frequent symptom, represef8rD%
of all symptoms. EHBA was the most common diagh@¢$v%) of

cases.
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INTRODUCTION

Bile secretion is a complex metabolic process, ddeet
on multiple structural and functional componentha@patocytes
and bile duct cells. Its primary functions are @¢bminate
potentially toxic lipophilic compounds from the bhodo excrete
cholesterol, and to facilitate the digestion ansaaption of lipids
and lipid-soluble vitamins in the intestindBoyer and
Nathanson, 1999)

Cholestasis may be defined physiologically as asueble
decrease in bile flow, pathologically as the hisgii¢ presence of
bile in liver cells and biliary system, and clinigaas the
accumulation in blood and extrahepatic tissues udstnces
normally excreted in bile [e.g, bilirubin, bile dsi and
cholesterolSuchy, 2007)

Cholestatic liver disease in infancy is causedabwide
range of conditions including genetic, metaboliostouctive and
less commonly infective causes. Parenteral nomritian lead to
cholestasis and biliary hypoplasia is responsibtddss than 5%
of casegAbdullah et al., 1997; Stormon et al., 2001)

Biliary atresia, a progressive sclerosis of th&ahepatic
biliary tree that occurs only within the first 3 ntbs of life, is

one of the most common causes of neonatal cholestasl



accounts for over half of children who undergo iive
transplantatiorfSokol, 2001)

Bile duct paucity syndromes include Alagille syoie in
which the main clinical features are: cholestaslgracteristic
facies (e.g. broad forehead, deep set eyes), akalaormalities,
cardiac disease (e.g. peripheral pulmonary stendaisgille,
1985)

The outcome of syndromic bile duct paucity is most
directly related to the severity of the hepatic &hd cardiac
lesions, with mortality predominantly attributaltie these two
organgKamath and Piccoli, 2003)

Progressive intrahepatic cholestasis is a hetesmes
assortment of familial disorders of unknown causaicty
progress to cirrhosis and death, usually in thst for second
decades. Most reported cases are without disshgqg
pathological or biochemical criteria. The presagtieature may
be jaundice in the neonatal period or jaundice,rijus or

malabsorption appearing later in infar{@owat, 1998)



Aim of Work

The aim of the present study is to describe theicell

profile of patients presenting with cholestaticad@ers of infancy

through reviewing the medical records of the Peidiat

Hepatology Unit at Cairo University Children's Haapduring

the period from I January to 31 of December 2006 with the

following specific objectives :

(1)

(2)

3)

(4)

(5)

Identify the incidence of cholestatic disola@f infancy
among infants and children with liver disease ire th
Pediatric Hepatology Unit, Cairo University Childie
Hospital.

Define the various causes of cholestasis censig the
frequency of familial conditions namely PFIC.

Identify the clinical profile of patients withspecial
consideration to age of presentation, course ofadis,
medical and surgical management and its effect on
outcome.

To identify the need for liver transplantaticamong
cholestatic infants and children.

To construct a detailed clinical data sheet t@n be the

basis for data collection for similar cases infitere.



Chapter (1)
Cholestatic Disorders Of Infancy

Mechnisms Of Cholestasis

Bile formation is a vital process. Bile acids amelecules
formed from enzymatic catabolism of cholesterol ihe
hepatocyte. The synthesis of bile acids is a e#gdl process
dependent on cholesterol intake and the availghofitbile acids.
Bile acid seccretion is critical for intestinal dgfion of lipids and
assimilation of lipid soluble nutrien{3rauner et al., 1998) In
addition toxic material is excreted in bile, indlogl cholesterol
and bilirubin.  Bile formation is an osmotic prosgsactive
secretion of solute is the driving force for thenosic attraction/

excretion of wate(Muler and Jansen, 1998)

In parallel with the transport of water-soluble ebil
constituents, lipid vesicles are detached from thgical
membrane of hepatocytes to form biliary micellesnposed of
phospholipids, cholesterol, and bile salts. HigHaoolar weight
bile constituents, such as plasma proteins areetsecrby
vesicular transport and by apical exocytosis. Athadsnuclear
receptors have been identified, which are involved the

coordinated regulation of bile acid formati@Repa et al., 2000) .



