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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

1.BACKGROUND 2.STUDY DESIGN
Immunity and infammation are Haaith and Retiroment Study Baseline immunophenotyping Longitudinal follow-up
key contrbuters to dementin (HRS) by flow gytometry lup to byears)
pathogenesis.

Prpheal ad cntrsl immunity 其
interact bidroctionaly and
nfbaence dsease progresion.

N=9,933
cmmuniny-dweling · Ireident dementia
oldor aduts · Cognitive trajectories

Parpheral immune aterations
are reported in dementia, but Cross sectional immune remodalikg Elste nt Cax roresin

nidenceis mairy cros-ectional PCA Hoatcap Vekcan (27 immane col sbset) Immune Risk Score
and limited to few markers. (IRS) Meature plssma

0

OBJECTIVE 4 (waightad sum of europathologica
5sigratures) biomarker

Fwe stable ismune signotures
To delemin wfether compreherdivo parpharal
immune pofes predet damertia fhk and PC1 gino Low IRS

More cDs fav
qD

eogwe ducine, and to eaplore thor relalioeaip NK B Mamory pDC +High iRS
with plosma neuropsthological bomarkers in ↑-概帅+nT4

B

a large longitudhal chort.

3. KEY FINDINGS Indapendent protethve imune subets
High iIS pedketn inrist demant Hip iSis atnociated with faster cognihe deche Car modul bor ineidet demente per 1 8D incue

1.00 Kaplan Mei anayss 0.5 Lheat maed-afeca model AduedH块95�)

0.75
HRA1.63 0.0 Goup* time CD56”NKcells 0.9260.86-0.98)

050 (95�:1.28-2.091

6.28一 0.5 β--0045/yer Hairo D calls 0.92086-0.99
Log-akP=0.001 (95?0.061

—Low8s -10 Low R 轴-00301

0.00 Hg P<0.001 05 1.0 20

245 -1.5 Harard Rau

Twesand 0 1 2 3456 Adjnted for.sedvcaton,APCE c4.
Tirtrro cenethcter.dol cus

4.IRS ASSOCIATES WITH BIOMARKERS 5.MEDIATION ANALYSIS 6.IMPLICATIONS
iRS ewry corrdate with eogrition Svonge asocimions wth nurodrgmenion

han with Apau pathology 家S is assoclsted mith cogitlien partlaly

1.0 medined by GDF-15 Risk stratifcation Meity induntkferdkres and fster dece
95 -037 Naurodegeseration ApD/tou paoloy

00 P.0001 GD-15 GAP Mt PAR pfo181 AD42/60 0.40 60F-5 0.32 Guotal oegiio Targat idetkcantion HgMont immone pelrner bu
Mamory wrapentie bnterventoe

-0.5 RS
w 0.46 0.43 0.39 0.32 0.30 0.19 RS e Procislon Cudedrvelopment and seloetio

-15 0.25*** inmunbharapy f mune eduing thernples
2-1 9 1 2 hdret fiet t址-0.15195?0.18加-0.12
R5po) Accn Boos-bapod inmne sgutues for

0 0.25 0.50 Proportion mediowet 17
⋯Pcen biomarkers cabe chnked aspcnien

Abreinion B,immurearak sere, K, nabura kober: pDC,phimueyoid drdie ot,ageid B:pTouB1, bhupoyuned tau 181:Mt,neuoiumam tont chan
GFAR.gs rariay acidsc poteinc CN coguey nemat:CND.cognse impoiment so demesk uPAR,wokirase psninogenactvatoe reepstor.

断制 0eynnaw


