2014 2015

RNA

The:apeutics development against intellectual disability via structural biology
analyses

Okazawa, Hitoshi

3,000,000

PQBP1 PQBP1
P

BP1 PQBP1 U5-1
5kD

RNA splicing is implicated in the molecular pathology of neurological diseases,
and the concept of RNA splicing diseases has been proposed. In this project, we focused on PQBP1, which
is a representative RNA splicing disease gene, a representative disease gene of intellectual disability
(ID), and a neurodegeneration-related gene. We intended to perform structural biology analysis of PQBPl
and develop revolutional therapy. As the results, we elucidated pathomechanisms of PQBP1-linked
ID/microcephaly through splicing impairment, developed a gene therapy against this disorder. We also
clarified structural basis of nteraction between PQBP1 and U5-15KD.
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