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B I OMARK E R S

POSTER PRESENTATION

BIOMARKERS (NON-NEUROIMAGING)

Biomarkers and proteomics in amyloid PET negative persons
with clinical signs ofMCI ormild dementia
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Abstract

Background: Screening for clinical trials identifies persons with clinical symptoms

of Mild Cognitive Impairment (MCI) or Alzheimer’s disease (AD) but no amyloid on

PET. We compared blood biomarkers and proteomics in these screen failures with

cognitively normal, amyloid PET negative persons and with amyloid PET positive MCI

or mild AD patients.

Method: We analyzed data from 296 persons with clinical symptoms of MCI or mild

AD from the Bio-Hermes study who were amyloid PET negative (MCI + AD AB-); we

compared them with 313 Bio-Hermes participants who were cognitively normal and

amyloid PETnegative (CNAB-) andwith 258 amyloid PETpositive personswith clinical

MCI or mild AD (MCI + AD AB+). Measures included regional amyloid PET, plasma

A-beta40 and 42, total tau, p-tau 181, p-tau 217, NfL, GFAP, a panel of 69 cytokines

(Fireplex) and 7596 proteins from the Somalogic panel.

Result: Relative to the CN AB- group, the MCI + AD AB- group were older, more

cognitvely and functionally impaired, had slightly less education and were more likely

to be non-white; the groups did not differ in gender or APOE4 rates. The groups did

not differ on amyloid SUVR, p-tau 217, t-tau or GFAP. NfL was higher inMCI+ADAB-

persons compared with CN AB- persons (Table 1 and 2). After using a False Discovery

Rate adjustment there were no Somalogic proteins significantly different inMCI+AD

AB-participants vsCNAB-participants. Several proteinsweredifferent in amyloidPET

positive persons comparedwith amyloid PET negative parsons (Figure 1).

Conclusion: NfL data indicate very significant neurodegeneration in symptomatic but

amyloid PET negative clinical trial screen failures. Biomarkers reflecting amyloid and

tau were not different and the proteomics profile did not find specific abnormalities in

amyloid negative, symptomatic persons.

This is an open access article under the terms of the Creative Commons Attribution License, which permits use, distribution and reproduction in any medium, provided

the original work is properly cited.

© 2025 The Alzheimer’s Association. Alzheimer’s & Dementia published byWiley Periodicals LLC on behalf of Alzheimer’s Association.

Alzheimer’s Dement. 2025;21(Suppl. 2):e105032. wileyonlinelibrary.com/journal/alz 1 of 3

https://doi.org/10.1002/alz70856_105032

mailto:mohsrichard@yahoo.com
http://creativecommons.org/licenses/by/4.0/
https://wileyonlinelibrary.com/journal/alz
https://doi.org/10.1002/alz70856_105032


2 of 3 BIOMARKERS



BIOMARKERS 3 of 3


	Abstract

