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WFFEE R OB (330) : Bloom syndrome is caused by inactivation of the Bloom DNA
helicase(Blm). To investigate the role of Blm in gene targeting event, we analyzed the
chicken DT40 B lymphocyte line. We measured the frequency of gene-targeting induced by
an I-Scel-endonuclease-mediated double-strand break (DSB). BLM-/- cells showed a
severer defect in the gene-targeting frequency, as the number of heterologous sequences
increased at the DSB site. Conversely, the overexpression of Blm, even an ATPase-defective
mutant, strongly stimulated gene-targeting. Moreover we discovered that Exol,
exonuclease also activates this gene-targeting event collaborating with Blm helicase. In
summary, Blm promotes HR between diverged sequences through a novel
ATPase-independent mechanism.
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