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Understanding of defective developmental gene regulation responsible for motor
neuron degeneration
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The mechanism of death of spinal motor neurons in SMA remains elusive.
Considering a potential developmental component of SMA pathogenesis, we performed gene expression
analysis of the neurons isolated from model mouse embryos, and found dysregulation of motor
neuron-specific Gene A. Overexpression of Gene A rescued axonal defects and cell death observed in
the mouse cell model. Mechanistic analysis using patient iPS cells are ongoing. Next, using
patients’ CSFs, we identified a cluster of nucleic acids whose expressions are perturbed iIn SMA and
are partially normalized by treatment; so, these may stand as therapeutic biomarkers. Based on this
finding, we further uncovered that genes associated with neuronal development and transmission may
confer motor neuron vulnerability in SMA.
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Japan REgistry for Adult subjeCTs of spinal muscular atrophy (JREACT-SMA): Baseline characteristics
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