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Abstract; Alzheimer's disease (AD) is the most common neurodegenerative disease worldwide and also a
major challenge posed by the aging population in China. The early progression of AD is difficult to detect in a
timely manner,and its pathophysiological mechanisms are characterized by amyloid- (AB) deposition and ab-
normal phosphorylation of tau protein. Early diagnosis and intervention are the core to delaying disease pro-
gression. Existing positron emission tomography (PET) imaging and cerebrospinal fluid (CSF) testing are
limited in clinical application due to high examination costs and the need for invasive CSF collection, while
blood biomarker detection has become a key breakthrough owing to its advantages of non-invasiveness and
convenience. Biochemical mass spectrometry platforms, such as immunoprecipitation-mass spectrometry (IP-
MS) and liquid chromatography-tandem mass spectrometry (LC-MS/MS) ,have achieved accurate detection of
low-abundance biomarkers in blood,including the AB42/AB40 ratio and p-tau217 by virtue of their detection
sensitivity down to the femtogram per milliliter (fg/mL) level, specificity over 99% ,and capability of simulta-
neous quantification of multiple biomarkers. Their diagnostic performance is comparable to that of PET/CSF,
while the cost is only 1/10—1/5 of traditional methods, making them promising detection tools for AD diag-
nosis. This review aims to systematically elaborate on the research significance, current status and challenges
of AD blood biomarkers based on biochemical mass spectrometry platforms,and prospect their future clinical
application prospects.
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