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 Fragile X syndrome (FXS), the most common cause of inherited mental retardation 
and autism, is caused by transcriptional silencing of FMR1, which encodes the 
translational repressor fragile X mental retardation protein (FMRP). FMRP and 
cytoplasmic polyadenylation element-binding protein (CPEB), an activator of 
translation, are present in neuronal dendrites, are predicted to bind many of the same 
mRNAs and may mediate a translational homeostasis that, when imbalanced, results in 
FXS. Consistent with this possibility, Fmr1-/y; Cpeb1-/- double-knockout mice displayed 
amelioration of biochemical, morphological, electrophysiological and behavioral 
phenotypes associated with FXS. Acute depletion of CPEB1 in the hippocampus of 
adult Fmr1-/y mice rescued working memory deficits, demonstrating reversal of this 
FXS phenotype. Finally, we find that FMRP and CPEB1 balance translation at the level 
of polypeptide elongation. Our results suggest that disruption of translational 
homeostasis is causal for FXS and that the maintenance of this homeostasis by FMRP 
and CPEB1 is necessary for normal neurologic function. 
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TSMM セミナー担当	
 筑波大学医学医療系	
 船越 祐司   
 

＊TSMMセミナーは、フロンティア医科学専攻（修士）｢医科学セミナーII｣（担当：久武	
 幸司）、生

命システム医学専攻＆疾患制御医学専攻（博士）｢最先端医学研究セミナー｣（担当：熊谷	
 嘉人、武

川	
 寛樹）及び「医学セミナー」（担当：専攻各教員）の関連セミナーに相当します。	
 	
 


