©
2018 2021

Analysis of neurodegenerative control mechanism of Alzheimer™s disease using a
new model system
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Understanding the induction of neurodegeneration is necessary for the
development of therapeutic agents for Alzheimer®s disease . We have been studying the mechanism of
neurodegenerative induction focusing on B -amyloid (AB ), which is the causative factor of the
onset of Alzheimer®s disease, in Drosophila and mice. In particular, for those in which the
N-terminal of AR is modified by pyroglutamylation (pE conversion) and expressed as pE-AB , the
mechanism centered on the endoplasmic reticulum stress response has been elucidated. In this
research project, we have been analyzing signal transduction leading to pE formation,

and found that nicotinic acetylcholine receptor (Da ) acts to mediate the activation of Erk, a MAP
kinase family molecule, downstream of AB . It is expected that the signal transduction from AR to
the activation of Erk will play an important role in the final induction of neurodegenerative
disease.
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