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Abstract

Background: Synuclein Aggregate Assays (SAA) in cerebrospinal fluid (CSF) and in

skin biopsy have been shown to successfully identify underlying synuclein (Lewy body)

pathology in patients with Parkinson’s disease. Data in Lewy Body Dementia (LBD) is

limited, particularly with pathologic confirmation and staging of underlying Lewy body

pathology, and other co-pathologies.

Method: Utilizing data and biofluids from participants in the U.S. based Dementia

with Lewy Bodies Consortium (DLBC) who have donated CSF to the study and come

to autopsy, we examined the performance of CSF-based SAA and AD biomarkers

during life to post-mortem presence and staging of Lewy body pathology (LBP) and

Alzheimer’s disease Neuropathologic Change (ADNC). SAA testing was performed on

CSF by Amprion (SynTap).

Result:Currently, theDLBChas enrolled over 160 participants, ofwhich 31 cases have

come to autopsy and been staged for LBP, ADNC, and TDP-43 pathology. Twenty-eight

cases had CSF available from study participation. Three cases did not have LBP at

autopsy and CSF SAA testing was negative in all three. Of the remaining 25 cases, two

additional caseswereCSFSAA indeterminate or negative andhad anatomically limited

LBP (brainstem and amygdala predominant respectively). One amygdala predominant

LBP case had a positive CSF SAA. The remaining 22 limbic or neocortical stage LBP

cases were CSF SAA positive ("detected"). SAA testing was positive in three cases with

limbic or neocortical LBP and high stage ADNC co-pathology.

Conclusion: CSF-based SAA testing performed well in Lewy body dementia with

autopsy-confirmed limbic or neocortical stage LBP. Detection of LBP when in more
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limited anatomic locations, brainstemor amygdala, was less reliable. False positiveCSF

SAAwas not observed in this autopsy confirmed sample of LBD.
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