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Identification of the causative gene of hereditary spastic paraplegia

Takiyama, Yoshihisa
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We showed that biallelic variants in the HPDL gene cause pure and
complicated hereditary spastic paraplegia (HSP) in an international collaborative study. In
addition, we investigated the clinical, neuroimaging and molecular features of 44 individuals from
36 families, the largest cohort assembled to date. Furthermore, clinical and genetic studies in the
REEP2 associated disorder, Chediack-Higashi syndrome, infantile-onset SPG4, monozygotic twins with
SPG4, and SPG31 were reported.

We generated novel Ubapl knock-in mouse as an animal model of SPG80, which is the first mouse
model that reproduces the phenotype of SPG80. Using this animal model, we investigated to develop a
treatment for HSP. The results revealed that the drug X improved gait impairment in the Ubapl
knock-in mouse in a dose-dependent manner. In the future, we would like to apply human clinical
trials using the drug X as drug repositioning.
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