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Research interest

It was long suggested that replication errors plays a major role in cancer development.
Recent work has shown that checkpoints monitoring genome integrity, and more
specifically those operating during S-phase, are activated in different types of
preneoplastic lesions, indicating that genome instability appears at very early steps of
oncogenesis. The molecular bases of this activation in cells that were not submitted to
exogenous replication stress are still unclear. It was proposed that cells undergoing
oncogenic transformation may present an abnormal distribution of initiation events and/or
fork stalling within regions intrinsically difficult to replicate, which may lead to
incomplete replication and, in turn, to DNA double strand breaks. In order to directly
adress these questions, we used the molecular combing technique to study the replication
dynamics in mammalian somatic cells. We are presently interested to understand how the
density of active origins and the replication speed are regulated, and to analyze the
replication dynamics at common fragile sites, namely chromosome regions where breaks
occur recurrently when cells are grown under conditions peturbing replication.
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