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Summary

Amphiregulin (AR) is a soluble growth factor synthesized as a transmembrane
precursor that binds the epidermal growth factor receptor (EGFR). During the last
decade our group has characterized the role of AR in liver pathophysiology (reviewed
in Berasain & Avila 2014). We have demonstrated that AR is not expressed in the
normal liver but is induced very quickly after damage to perform hepatoprotective and
regenerative roles. AR expression is induced in the liver of cirrhotic patients and in the
hepatocarcinomas (HCC) and our data demonstrate that the sustained induction of AR
during chronic damage can participate in the development of liver fibrosis and in the
malignant transformation of the hepatocytes (Perugorria et al. and Castillo et al).

Obesity and metabolic syndrome are at the origin of the non-alcoholic fatty liver
disease (NAFLD), actually the main etiologic cause of liver cirrhosis and HCC. Our
preliminary data demonstrate that AR expression is induced in the liver of NAFLD
patients and in the liver of obese mice (ob/ob).

In the present project we will take advantage of all the in vitro tools developed in our
laboratory, and of different diet and metabolic models applied to the colonies of AR
knockout mice (KOAR) and liver-specific AR transgenic mice (TgAR) to characterize the
role of AR in liver metabolism and the potential of AR-expression manipulation in the
progression of NAFLD.
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