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Development of innovative nucleic acid therapy enabling any gene control in
cardiac and skeletal muscle
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Cholesterol-conjugated heteroduplex oligonucleotide SHDO)with gapmer-type
ASO have achieved a 3-7-fold increase of gene knockdown effect in cardiac and skeletal muscle by
systemic administration compared to ASO alone. In addition, the gene knockdown was less than 50% for
4-6 months after a single administration, indicating an overwhelmingly long period of gene
suppression. Subcutaneous administration has shown sufficient gene suppression. We also have
synthesized new lipid ligands and screened them, and found that some ligands are as effective as
cholesterol. HDO with splice-switching oligonucleotides (SSO) also have improved the
pharmacokinetics (PK) in blood, heart, and skeletal muscle, and the skipping was also increased in
accordance with the improvement of PK.
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