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Research Abstract

To investigate the pathomechanisms of Alu-mediated genomic deletion observed in a case with hemeoxygenase-1 (HO-1) deficiency, following analyses
have been performed ;

1. Functional analyses of topoisomerase II-binding sites (TBSs) located in the introns and Alu repeats of the human HO-1 gene.

The role of Alu-mediated homologous recombination has been established as a pathomechanism in some hereditary diseases and cancers. Since
chromosomal double-strand breaks (DSBs) play a crucial role in the homologous recombination processes, potential TBSs found in the introns and Alu
repeats, surrounding HO-1 exon 2, could be the target sites of homologous recombination. To test this hypothesis, determination of functional TBSs in the
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HO-1 gene was performed. HO-1”<+/+> LCLs established from the normal controls were treated with the inhibitors (VP-16 and doxorubicin) of
topoisomearase II. The DNA fragments produced by the inhibition of endogenous topoisomerase II resulting in the creation of DSBs w ---¥ More
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