
Establishment of appropriate treatment for spinal and bulbar muscular atrophy 
Spinal and bulbar muscular atrophy (SBMA) is a hereditary neurodegenerative disease caused by 
expansion of the CAG trinucleotide repeat in the androgen receptor (AR) gene. Anti-androgen 
therapy with leuprorerin acetate suppresses motor neuron degeneration in animal models, 
suggesting testosterone-dependent pathophysiology ofthis disease. Based on the results ofphase 2 
and 3 clinical trials, leuprorerin acetate has recently been approved for SBMAin Japan. However, the 
appropriate usage ofthis therapy for slowly progressive neurodegenerative disease has yet to be 
elucidated. Particularly, further studies are necessary for clarifying whichpatientpopulation should 
receive leuprorerin acetate and when the therapy initiated, in light ofthe disease-modifying effects 
and long-term safety ofthis hormonal agent. To solve this clinical question, we plan to evaluate the 
“real-world” efficacy and safety ofleuprorerin acetate in a practical clinical study using a patient 
registry system. First, we will organize a new registry system for the patients with SBMAon the basis 
ofthe existing system which we have created. In addition to fully symptomatic patients, we will also 
enroll subjects at their prodromal phase, who have not noticed muscle weakness but has tremor and 
areflexia. In our cross-sectional study, we will analyze the correlation of the exploratory biomarkers 
with the existing quantitative motor functional measurements. We will also identify new biomarkers 
that reflect the pathophysiological change ofearly stage ofthe disease, and develop a functional 
composite by combining quantitative measurements. Based on the assumption that biomarker 
changes in female carriers reflect pathophysiology ofmale patients at a super-early stage, we will 
evaluate biomarkers and the composite in female subjects carrying ARgene mutation. In the 
longitudinal study, we will compare the disease progression measured with motor functional scores 
and biomarkers during leuprorerin acetate and that during lead-in period. In addition, we will analyze 
the plausibility ofthe biomarkers, such as serum parameters, white blood cell transcriptome  
 


