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Abstract:

With highly morbidity and mortality, Alzheimer’s disease (AD) brings huge medical costs
and mental burden to society. There is still no effective treatment to prevent and delay
the progression of AD at home and abroad. Qur previous studies have shown that impaired
brain glucose metabolism in Alzheimer’ s disease is associated with abnormal thiamine
metabolism, which can lead to characteristic pathophysiological changes of Alzheimer’ s
disease, such as abnormal deposition of AS and hyperphosphorylation of Tau. Based on
this, we proposed a new hypothesis of “membrane aging and brain energy metabolism
disorder”, that is, neuronal membrane aging may be a real culprit of Alzheimer’s disease.
In order to verify this hypothesis, in vitro and in vivo models will be used to explore
whether AD-related non-genetic (chemical induction, high~fat diet) and genetic factors
(APP/PS1, apolipoprotein E epsilon 4 alleles) can lead to membrane aging, and further
explore the key factors of glucose metabolism (thiamine deficiency) and characteristic
pathological markers of AD (AB and Tau aggregation). We will further clarify the
molecular mechenism of membrane aging, explore relevant pathways, and screen possible
therapeutic targets of AD. This study will provide ideas for the prevention and treatment
of Alzheimer’ s disease from a new perspective of membrane aging.
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Keywords (A 4-8-4FF) : Alzheimer’s disease: membrane aging; thiamine
metabolism; B -amyloid: Tau
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