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Spinal and bulbar muscular atrophy (SBMA) is an inherited neurodegenerative disord
er caused by the expansion of the polyglutamine (polyQ) tract of the androgen receptor. Recent functional
studies have shown the potent activity of specific miRNAs as disease modifiers both in vitro and in vivo.
Thus, potential therapeutic approaches that target the miRNA processing pathway have recently attracted at
tention. We demonstrated a novel therapeutic approach using the adeno-associated virus (AAV) vector;mediat
ed delivery of a specific miRNA for SBMA. We found that miR-196a enhanced the decay of the AR mRNA by sile
ncing CUGBP, Elav-like family member 2 (CELF2). CELF2 directly acted on AR mRNA and enhanced the stabilit

of AR mRNA. Furthermore, we found that the early intervention of miR-196a delivered by an AAV vector ame
iorated the SBMA phenotypes in a mouse model. Our results establish the proof of principle that disease-sp
ecific miRNA delivery could be useful in neurodegenerative diseases.
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