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Apoptosis is a complex but highly defined cellular program of cell demolition.
Deregulation of apoptosis conducts to a number of serious diseases, including cancer.
Biochemical events lead to characteristic cell changes and death. Activation of cysteine
proteases called caspases plays a major role in the execution of apoptosis. These
proteases selectively cleave vital cellular substrates, which results in the two hallmarks
of apoptosis: nuclear chromatin condensation and internucleosomal DNA
fragmentation. These hallmarks are achieved by a specifically activated DNase termed
DFF40 or CAD (death fragmentation factor 40 or caspase-activated DNase). We are
interested in the molecular mechanisms involved in the regulation of this
endonuclease and the consequences for a cellular population derived from an
abnormal or defective activation of DFF40/CAD.

The most aggressive manifestation of gliomas is the glioblastoma multiforme (GBM),
characterized by diffuse invasion, angiogenesis and extensive necrosis. Due to their
robust apoptosis resistance, the clinical progression is dramatically rapid and patients
are committed to death often within 12-24 months after diagnosis despite aggressive
surgery, radio- and chemotherapy. These are an example in which the actual
combinatorial therapies are inefficient.
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