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e R OMEE (330) : Spinal and bulbar muscular atrophy (SBMA) is a late—onset lower
motor neuron disease caused by the expansion of a trinucleotide CAG repeat in androgen
receptor (AR). Although it is commonly held that the pathogenic polyglutamine proteins
induce transcriptional dysregulation, the down-stream molecular events have remained
elusive. Here we examined whether TGF-P signaling is dysregulated in SBMA. Nuclear
translocation of phosphorylated Smad2/3 is suppressed in the spinal motor neurons of male
transgenic mice carrying the mutant human AR. The pathogenic AR inhibits the transcription
of TGF-B receptor type II (TBRII), via abnormal interactions with NF-Y and
p300/CBP-associated factor (P/CAF). Furthermore, overexpression of TBRII dampens the
cytotoxicity of the pathogenic AR. The present study thus indicates that disruption of
TGF-B due to the transcriptional dysregulation of TBRII is associated with
polyglutamine—induced motor neuron damage in SBMA.
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