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1. BACKGROUND
Immunity and inflammation are
% key contributors to dementia
‘9

pathogenesis.

Peripheral and central immunity
interact bidirectionally and
influence disease progression.

o

@ oBJECTIVE

To determine whether comprehensive peripheral
immune profiles predict dementia risk and
cognitive decline, and to explore their relationship
with plasma neuropathological biomarkers in

a large longitudinal cohort.

Peripheral immune alterations
are reported in dementia, but
evidence is mainly cross-sectional
and limited to few markers.

3. KEY FINDINGS

High IRS predicts incident dementia
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IRS ASSOCIATES WITH BIOMARKERS

IRS inversely correlates with cognition

Peripheral Immune Signatures Predict Incident Dementia
and Cognitive Decline: A Population-Based Cohort Study

Comprehensive immunophenotyping in a large longitudinal cohort reveals an immune risk score
that predicts dementia and relates to neurodegeneration.
Author : Heya Luan, Xiaodong Han, Chang Xu, Aidi Shan, Xin Wang, Boye Wen, Cuibai Wei

2. STUDY DESIGN
Health and Retirement Study Baseline immunophenotyping Longitudinal follow-up
(HRS) by flow cytometry (up to 6 years)
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Stronger associations with neurodegeneration

than with AB/tau pathology
Neurodegeneration AB/tau pathology
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5. MEDIATION ANALYSIS

6. IMPLICATIONS

IRS is associated with cognition partially
mediated by GDF-15
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Indirect effect (a = b): -0.15 (95% CI: -0.18 to -0.12)

Proportion mediated:; 37.5%
== P < 0.001

Abbreviations: IRS, immune risk score; NK, natural killer; pDC, plasmacytoid dendritic cell; AR, amyloid B; pTau181, phosphorylated tau 181 NiL, neurofilamaent light chain;
GFAP, glial fibrillary acidic protein; CN, cognitively normal; CIND, cognitive impairmaent no dementia, uPAR, urokinase plasminogen activator receptor,
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Identify individuals at high risk for
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Highlight immune pathways for
therapeutic intervention

Guide development and selection
of immune-madulating therapies

Blood-based immune signatures for
scalable clinical application




