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Development of therapy basis for dementia by using neural circuit formation
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LOTUS, an endogenous neural circuit formation factor inhibited the binding
of amyloid-B (AB ) protein to its receptor PirB. This antagonistic action of LOTUS functioned in
inhibition of AR -induced cofilin dephosphorylation and inhibition of decrease of synapse density in

cultured hippocampal neurons. On the other hand, we found that interleukin-1f3 decreased LOTUS
expression, whereas interleukin-6 (IL-6) and brain-derived neurotrophic factor (BDNF) increased
LOTUS expression in cultured hippocampal neurons. Both of IL-6 and BDNF increased synapse density
and BDNF also suppressed Nogo-induced inhibition of neurite outgrowth. We are now investigating the
levels of LOTUS and AB expression in the hippocampus of the pathological animal model of Alzheimer

disease.
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