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Analysis of a novel DNA repair pathway associated with Mrell/BRCA1 and
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Topoisomerase 11 (TOP2) resolves topologically entwined duplex DNA. It
generates a transient DNA double-strand break intermediate, known as TOP2 cleavage complex (TOP2cc),
that contains a covalent link between TOP2 and the 5"-terminus of the incised DNA duplex. Etoposide
freezes the intermediate and forms irreversible TOP2ccs. Tyrosyl-DNA phosphodiesterase 2 (TDP2) is
thought to repair irreversible TOP2ccs by hydrolyzing the phosphodiester bond between TOP2 and DNA
after the proteasomal degradation of trapped TOP2ccs. In this study, 1 revealed novel
proteasome-independent mechanisms for the repair of Topoisomerase2 (TOP2) cleavage complex.
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