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INTRODUCTION

We characterized blood-
based biomarker(BBM)
profiles of older adults with
genetic predisposition to
Alzheimer’s disease(AD),
encompassing BBMs for
AD, neurodegeneration,
neuroinflammation, and

systemic inflammation.

METHODS

This population-based study
included 3947 participants;
of these, data on BBMs were
available in 3837 participants
for plasma phosphorylated
tau(p-tau) variants and glial
fibrillary acidic
proteins(GFAP); 1415 for
amyloid-B(Ap), total tau, and
neurofilament light
chain(NfL); 1755 for brain-
derived(BD)-tau; and 1815

for serum cytokines.

RESULTS

APOE-¢€4 allele(vs. €3/€3) and higher polygenic risk
score(PRS) were associated with elevated plasma p-
tau217, decreased AP42/AB40, and increased GFAP
and CLGI, whereas APOE-¢2 allele was linked to
reduced p-tau217(all p<0.05). Neither APOE genotype
nor PRS was associated with total tau and NfL(p>0.05).
APOE-g4 homozygosity was associated with increased
BD-tau(p<0.05). These associations were stronger in

participants aged=75 years and females(pPieraction<0-09).

CONCLUSIONS

The BBM profiles of AD
genetic predisposition are
characterized by
biomarkers for
Alzheimer’s pathology,
neuroinflammation, and

systemic inflammation.




