
CSF proteomics reveals that sporadic AD (LOAD) is driven by chronic trophic and lipid homeostatic failure, whereas genetic forms 

(ADAD and 21AD) are fueled by acute oxidative stress and neuroinflammation.
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Alzheimer's Disease (AD)

exhibits distinct clinical and

genetic trajectories across

different etiologies,

including Late-Onset AD

(LOAD), Autosomal

Dominant AD (ADAD), and

AD associated with Down

Syndrome (21AD).

Cerebrospinal fluid (CSF)

proteomics provides a

critical window into these

pathological variations.

This study aims to compare

the functional CSF

proteomic landscapes

across LOAD, ADAD, and

21AD to delineate shared

core pathways and

etiology-specific molecular

signatures.

Distinct molecular 

signatures differentiate 

LOAD, ADAD, and 21AD, 

while a common oxidative 

stress and innate immunity 

axis links ADAD and 21AD. 

CSF proteomics

diverges between

LOAD (slow lipid

homeostatic failure)

and genetic forms of

AD (acute

inflammation and

oxidative stress).

Furthermore, 21AD

displays a major

inflammatory cascade

compared to a focal

response in ADAD. A

reflex of the increased

genetic expression

inherent of the

trisomic condition.
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