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Scopee of this thesis 

Duringg the proto-differentiated stage of liver development, embryonic 
hepatocytess extensively proliferate and migrate (discussed in chapter 1). When 
proto-differentiatedd embryonic hepatocytes are cultured in vitro under growth 
promotingg conditions they readily de-differentiate. In contrast, in vivo, the 
samee rapidly dividing cells maintain their degree of differentiation. This leads 
too the hypothesis that a mechanism should be present in the embryo that guards 
thee differentiated state of the proliferating hepatocytes. In this thesis the 
identificationn of an important component of this differentiation-preserving 
programm is described. To identify molecules involved in this activity a 
functionall  assay was designed, outlined in chapter 2. Chapter 3 describes how 
thee utilization of this assay resulted in the identification of ribosomal protein 
S33 a as a hepatocyte differentiation-preserving factor. In addition, the molecular 
mechanismm underlying the characteristic proliferative and migratory activity of 
embryonicc hepatocytes was investigated. This typical behaviour of proto-
differentiatedd hepatocytes was anticipated to involve hepatocyte growth factor 
(HGF)) and its receptor c-Met. The role of these gene products in cell migration 
andd in the formation of several organs has been reported by others. However, 
thee role of c-Met and HGF in early liver development is not yet fully examined. 
Inn chapter 4 the expression patterns of both these gene products in the 
developingg rat embryo are presented and evaluated with special attention to 
theirr involvement in early liver development. 
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