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Introduction: Alzheimer’s disease (AD), an elderly neurodegenerative disorder with a high prevalence and
progressive memory decline, is one of the most expensive diseases. To date, the pathogenesis of AD has not been
fully illustrated.

Search Method: Here, we review studies demonstrating the diverse roles of gasotransmitters and glucose
metabolism in AD. Term searches were conducted manually in important reference journals as well as in the Google
Scholar, Scopus, and PubMed databases between 2010 and 2023. In each section of this narrative review, an effort
has been made to use pertinent sources.

Results: Changes in brain energy metabolism arise in the preclinical phase of AD, suggesting an important
metabolic component of early AD pathology. Neurons and astrocytes function in close metabolic collaboration,
essential for recycling neurotransmitters in the synapse. Moreover, cellular senescence, oxidative-nitrosative stress,
and disturbance in gasotransmitters and glucose metabolism in the brain of AD patients may precede amyloid-p
deposition or Tau protein phosphorylation.

Conclusion: A more thorough understanding of gasotransmitters and glucose metabolism in AD will be helpful
for the development of novel therapeutics against neurodegenerative diseases. Thus, metabolic reprogramming
targeting senescent microglia and astrocytes may be a novel strategy for AD intervention and treatment.
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