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Our long-term goal is to develop and establish therapies using nucleic acids
medicine towards a cure for the Parkinson’s disease (PD). PD is a progressive
disorder of the nervous system that affects movement. Over a hundred
thousand people in the Japan are living with PD. Whereas current therapies
alleviate certain symptoms of PD early in the course of the disease, they do
not stop its relentless progression. PD symptoms worsen as the condition
progresses over time. No single cause has been identified. Recent studies,
however, have argued strongly that increased a—synuclein levels, even in the
form of wild-type protein, could cause neurodegeneration. More recently, the
a—synuclein gene locus was found to be one of the only three loci strongly
associated with PD risk in large-scale genome-wide association studies across
several different populations worldwide. Thus, evidence from a wide range of
genetic approaches has clearly implicated a—synuclein in PD pathogenesis.

To target the a—synuclein for the therapy of PD patients, we have developed a
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cutting-edge application utilizing nucleic acids, known as antisense
oligonucleotides (ASO). The ASO can target the a—synuclein gene and
reduce the levels of its expression. Importantly, we have developed Amino-
bridged nucleic acids (AmNA). This modification enhances the stability and
effectiveness of ASO. In this project, we-confirmed that this optimized AmMNA
could reduce the levels of a—synuclein and ameliorate some of the defects
observed in the PD model mice. Currently, we have also examined if AmMNA
Is also stable and effective in common marmosets, which are closer to
humans than rodents, for its future application in PD patients.

We believe that AmNA is a promising therapeutic application toward the cure
for the PD.
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