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Understanding the mechanisms of sundowning syndrome of Alzheimer®s disease from
the view of memory retrieval impairment and development of improvement methods
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Alzheimer®s disease is a common worldwide problem. One of the main symptoms
of Alzheimer®s disease is "sundown syndrome," in which symptoms such as difficulty in speaking
worsen in the evening. Still, the mechanism of this syndrome remains unknown. This study examined
the hypothesis that "sundown syndrome is associated with a time-dependent impairment of memory
retrieval through dysfunction of the biological clock." A mouse model of Alzheimer®s disease
microinfused AR 42 into the hippocampus showed impairment of memory retrieval around 10 hours after
the start of the light period, suggesting that the hypothesis was correct. Furthermore,
administration of histidine, an essential amino acid, was shown to improve memory retrieval,
suggesting that histidine improves memory retrieval deficits.
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