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Abstract

Alzheimer’s disease (AD) is a normal degenerative disease with deficit in adult neurogenesis. However, there is a severe conflict in
adult AD neurogenesis. To draw the panoramic view of adult neurogenesis in the process, and to reveal the effect of adult neuro-
genesis on AD process, we traced the neuronal progenitors, neuroblast and neural stem cell (NSC) pool from postnatal 17 to 12
months of APP/PS1 transgenic mice. NSC differentiative trajectory was depicted based on single cell sequencing, which included five
sequential stages from quiescent to activation. Further, we found an obvious alteration of topologic-specific cell diversity and gene
expression in hippocampus, and based on these, we found significant changes in interneurons diversity, especially in hippocampal
dentate gyrus and CA3 regions. The further gene set enrichment analysis, qRT-PCR, immunofluorescence and immunoprecipitation
detected the significant expression alteration of proliferation-related and cytoskeleton-related genes during AD process. These in-
dicated the proliferation and cytoskeleton-related factors probably participate in the NSC and interneuron differentiation process

and involved in the disease process.
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