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Summary

Results from our laboratory (Castillo et al. 2009) show that the expression of the
splicing factor Slu7 is downregulated in the cirrhotic liver and in hepatocellular
carcinoma (HCC). We have demonstrated that this expression is controlled by the
growth factor amphiregulin (AR), a member of the epidermal growth factor family,
which plays multiple relevant roles in liver pathology (Berasain et al. 2014).

More recent results suggest that the observed hepatic SLU7-downregulation in chronic

liver patients can be responsible for the loss of hepatic functions observed in those
patients, as we have demonstrate that SLU7 exerts an essential role in the liver,
maintaining the phenotypic characteristics of the adult liver and controlling multiple
metabolic functions and hepatic quiescence (Elizalde et al. 2014).

Our unpublished data also demonstrate that SLU7 has a role in the survival of HCC cells
(Urtasun et al. manuscript in preparation).

SLU7 performs all these functions through the regulation of the expression and the
alternative splicing of multiple genes.

The actual aim of our laboratory is to better characterize the role of SLU7 in liver
pathophysiology and to delineate the mechanisms implicated in both the regulation of
SLU7 expression and its activity.

To this end we will perform loss of function experiments in vitro (siRNAs) in HCC cells
and in vivo (AAV-shRNAs) in mice and we will also characterize a newly developed
conditional SLU7-knockout mouse.
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