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Development of nucleic acids therapeutics against multiple domains of transcription
factor SATB1
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The scope of this project is to obtain nucleic acids that have inhibitory
activities against transcription factor SATB1 through binding to its functional domains. We investigated
properties of three DNA-binding domains by isothermal titration calorimetry and found that only one of
them (CUTrl) is responsible for the sequence-specific DNA binding. By introducing phosphorothioate
modification, we obtained a high-affinity nucleic acid especially under salt concentration close to
biological condition. Crystal structure of complex of this nucleic acid and CUTrl revealed that
h¥$[ophobic interactions between phosphorothioate and amino acid side chain are responsible for the high
affinity.
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