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Molecular mechanisms and animal models of spinal

muscular atrophy
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4. Discussion

SMN is expressed ubiquitously in all somatic cells; however, reduced
SMN levels make spinal motor neurons particularly vulnerable to
degeneration. The underlying reasons are not understood, though
some hypotheses regarding SMA disease mechanism may begin to ex-
plain. In accordance with SMN's role in pre-mRNA splicing [75], it has
been proposed that transcripts encoding proteins vital for motor neuron
function and survival may depend on SMN. This hypothesis has been
supported by the identification of genes with altered splicing in SMA
mouse models [5,98,99]. Utilizing the newly developed deep sequenc-
ing approach to identify splicing defects in spinal motor neurons affect-
ed by SMA will likely lead to more candidate splicing target genes for
verification.
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