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Despite substantial progress in understanding the molecular basis of AS, it remains a significant 

challenge to develop effective pharmacological therapies for the disorder. A recent study has 

shown that tonic inhibition is specifically decreased in cerebellar granule cells of Ube3am-/p+ mice 

and this impairment is believed to contribute to impaired motor function. 1)We recently reported 

that treatment of lovastatin can suppress the seizure activity in AS brain slices and animal 

model.  2) Recently, novel synthetic neurosteroid positive allosteric modulators (PAMs) of 

GABAA receptors have been described that have potent effects on both synaptic and 

extrasynaptic receptors and preferential effects on extrasynaptic receptors. We hypothesized 

that these compounds would enhance tonic currents in cerebellar granule cells and correct the 

motor dysfunction in an AS mouse model. We will present these data in the meeting  

 


