
Informant-reported ECog-12 strongly predicts AD pathology across disease stages; beyond severity, the participant–informant 

discrepancy (awareness gap) resolves biomarker heterogeneity within equivalent strata — enabling sharper risk stratification and 

prevention-trial enrichment.
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CONTACT

• Early AD pathology often precedes 
measurable cognitive decline — 
scalable tools are needed to flag 
high-risk individuals.

• ECog-12 (participant [PT] and 
informant [study partner, SP] report) 
and the SP–PT discrepancy may 
reflect awareness changes linked to 
AD pathology.

• Aim: test whether ECog-12 scores 
and discrepancy predict biomarker-
defined AD risk and stratify high-risk 
individuals.

• ADNI-4; N=859 (CU 504, MCI 279, 

dementia 76); ECog-12 + p-tau217 

+ amyloid PET within 180 days.

• Biserial correlations (ρ) of SP/PT vs 

biomarker status (Fig 1A); logistic 

regression for positivity & diagnosis 

(impaired = MCI or dementia); SP–

PT discrepancy via natural cubic 

spline → ribbon plots (Fig 1B). 

Covariates: age, sex, race/ethnicity, 

education, APOE ε4, GDS.

• Visualization: predicted risk as a 

2-D SP-score × discrepancy 

heatmap (Fig 2); AT-group 

distribution across strata as stacked 

bars (Fig 3).

• SP ECog-12 linked to biomarker 

positivity more (ρ=0.36) than PT 

(ρ=0.24) (Fig 1A).

• SP–PT discrepancy independently 

associated; non-linear, U-shaped 

(Fig 1B).

• Diagnostic discrimination — 

AUROC: 0.872 (SP), 0.776 (PT), 

0.819 (discrepancy).

• Heatmaps (Fig 2): nonlinear by 

score — low–mid: SP<PT linked to 

positivity; mid: parabolic rise from 

SP≈PT into SP>PT; high: elevated 

regardless of discrepancy.

• AT shift (Fig 3): within equal 

scores, greater SP>PT shifts 

A−T−→A+T+ (A+T+ 58.8% mid, 

78.3% high); A−T− dominant at low 

scores.

• ECog-12 scores and the SP–PT 

discrepancy are scalable, non-

invasive markers for AD pathology 

risk stratification.

• Combining subjective cognitive 

complaints with biomarker-informed 

estimation can flag individuals at 

risk for underlying AD pathology.

• Next: validate in diverse 

populations; extend to remote and 

digital settings.
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Predictive Models for Alzheimer’s Disease 

Pathology Risk: Participant–Informant Reported 

ECog-12 Scores and Discrepancy

Fig 2. Predicted odds of positivity — combined (A), amyloid PET 

(B), p-tau217 (C). SP-score thresholds: low <1.54, mid 1.54–2.83, 

high ≥2.83; green→red = low→high risk.

Fig 3. AT-group distribution across score × discrepancy. A−T− 

dominates at low scores; A+T+ rises with higher scores and greater 

SP>PT discrepancy.

Cohort updated since abstract submission with additional ADNI-4 data (submitted N = 876 → final N = 859); estimates revised accordingly.
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