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Tau and Amyloid beta in CSF represents the earliest and most intensively studied biomarkers.

CSF is probably the most informative fluid in biomarkers discovery for neurodegenerative disease
prognosis. CSF has more physical contact with brain than any other fluids, as it is not separated from
the brain by tightly regulated blood brain barrier (BBB). As a result, proteins or peptides that may be
directly reflective of brain specific activities as well as disease pathology would most likely diffuse into
CSF than into any other bodily fluid. These proteins and metabolites can serve as excellent
biomarkers of AD as well as other neurodegenerative diseases. In early course of AD, for an example
of MCI, when the correct diagnosis is most difficult, CSF biomarkers would be valuable in particular 1).

Besides tau and Aβ, neuronal and synaptic proteins could also be used as CSF biomarkers in AD. For
example, Visinin-like protein 1 (VLP-1), a calcium sensor protein was shown to be significantly
increased in the CSF of AD subjects compared to controls. It is believed to seep out from dented
neurons 2).

Longitudinal CSF biomarker patterns consistent with Alzheimer Disease (AD) are first detectable
during early middle age and are associated with later amyloid positivity and cognitive decline. Such
measures may be useful for targeting middle-aged, asymptomatic individuals for therapeutic trials
designed to prevent cognitive decline 3).

SP-G is a potential new cerebrospinal fluid biomarker, possibly not only reflecting aspects of CNS
innate immune responses, but also rheo-dynamically relevant changes of CSF composition, associated
with CSF malabsorbtion. However, further studies are warranted to validate this findings and increase
insight into the physiological importance of SP-G in the CNS 4).
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