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Introduction

Biliary atresia is a condition of uncertain cause
where part, or all, of the extra-hepatic bile ducts are
obliterated by inflammation and subsequent fibrosis,
leading to biliary obstruction and jaundice. It is fatal if
untreated. A viral aetiology has been proposed although the
association with other congenital anomalies in some cases
suggests a possible developmental abnormality (Kelly and
Davenport, 2007).

In children, despite early diagnosis and prompt
surgical intervention to improve biliary drainage, most
patients will either require liver transplantation or die as a
result of progressive liver fibrosis. The cause and
pathogenesis of fibrosis are unknown. Genetic, viral and
host immune factors are putative etiopathogenetic
mechanisms of this disease (Nobili et al., 2004).

Bezzerra et al. (2002) have recently shown by large
scale gene expression analysis that liver tissues from
children with biliary atresia are characterized by the
coordinated over expression of genes related to
proinflammatory immunity. These findings led the authors

to the conclusion that an inflammatory response could play
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a role in disease pathogenesis and ultimately in liver

damage.

Inflammatory cytokines, such as (IL)-1b, IL-6 and
tumor necrosis factor TNF, play a pivotal role in the
induction and maintenance of the systemic and local
inflammatory response. They induce endothelial cells to
express adhesion molecules and to produce chemokines and
are therefore responsible for the recruitment of

inflammatory cells (Kaplanski et al., 2003).

They are also responsible for the stimulation of both
leukocytes and stromal cells (i.e. fibroblasts), leading to the
production of tissue-damaging substances, such as
metalloproteinases and oxygen radicals. In this respect, IL-
8, whose production is induced by TNF and IL-6, is not only
a potent recruiter of neutrophils and T cells but also a
potent stimulator of the degranulation. Several studies
have addressed the role of these cytokines in a variety of

liver disease (Baggiolini et al., 1994).
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—:Aim of the Work

The objective of this study is to investigate the role of
IL-8 and IL-6 in the pathogenesis of biliary atresia and to

evaluate the relation between it and the clinical outcome.
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Anatomy of the biliary tract

Biliary tract pathology is commonly encountered and
it can also present significant diagnostic and therapeutic
challenges to the practitioner. One of the main challenges
1s attributable to the variability in the anatomy of the
biliary system. The development of the liver and biliary
system 1s a complex process that can lead to numerous
anatomic variations. A thorough knowledge of this anatomy
1s essential in radiologic, endoscopic, and surgical

approaches to the biliary system (Bannister, 1995).
Embryology of the biliary system

The biliary system and liver originate from the
embryonic foregut. Initially, at week four, a diverticulum
arises from the ventral surface of the foregut (later
duodenum) cephalad to the yolk sac wall and caudad to the
dilation that will later form the stomach. The development
of the liver involves an interplay between an endodermal
evagination of the foregut and the mesenchymal cells from
the septum transversum. The liver diverticulum initially
separates into a caudal and cranial portion. The caudal
portion gives rise to the cystic duct and gallbladder and the
cranial portion gives rise to the intrahepatic and hilar bile
ducts. As the cranial diverticulum extends into the septum
transversum mesenchyme, it promotes formation of

endothelium and blood cells from the mesenchymal cells.
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