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Hepatocellular carcinoma (HCC) is the main type of primary human liver cancer and is associated with

a poor prognosis. Looking for new targets, we performed a proteomic analysis of human HCC that
allowed for the discovery of an over-expression of Reptin in these tumors [1]. Reptin and its homolog
protein, Pontin (also overexpressed in HCC), are AAA+ family members and are involved in chromatin
remodeling, transcription regulation and DNA repair [2, 3]. They are usually associated within
multimeric complexes with a 1:1 stoichiometry. We demonstrated that Reptin [4] and Pontin [5] are
required for HCC cell growth and viability. We further showed that Reptin and Pontin are co-
regulated at a post-translational level with the consequence that silencing either one with RNAi leads
to the simultaneous silencing of the other one [5]. As a proof of concept that Reptin can be a
therapeutic target in HCC, we xenografted mice with human HCC cells bearing an inducible Reptin
shRNA and showed that Reptin silencing led to tumor regression [6]. Our current work aims at better
understanding the functions of Reptin and Pontin in tumor cells using transcriptome analysis, and at
designing specific Pontin ATPase antagonists using molecular modeling.
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