Supplemental Figure S1. Localizing atrophy in preclinical Alzheimer’s disease. A. Average cortical thickness map for A– group. B. Average cortical thickness map for A+ group. C. Vertex-wise ANOVA of cortical thickness between A+ Vs. A- controlling for age and sex. No vertex remained significant after family-wise error (FWE) correction (p<0.05). D. Vertex-wise regression of cortical thickness with continuous FBP (A) SUVr, adjusting for age and sex (FWE-corrected p<0.05), showing small, scattered clusters of cortical thinning. E. Atrophy network mapping was performed by voxel-wise ANOVA of atrophy connectivity between A+ Vs. A-, adjusting for age and sex. Aβ+ group had greater atrophy connectivity in the right prefrontal lobe, precuneus, and right temporoparietal junction (FWE-corrected p<0.05).


Supplemental Figure 2. Localizing network-level atrophy in preclinical Alzheimer’s disease (AD) using Atrophy Network Mapping (ANM) for tau in the meta-temporal region-of-interests (ROIs) (entorhinal, amygdala, parahippocampal, fusiform, and middle temporal). Voxel-wise linear regression of functional connectivity to atrophy and average tau SUVr across the ROIs using Pearson correlation, adjusting for age and sex. The bottom row are family-wise-error (FWE)-corrected maps (P<0.05). 


Supplemental Figure 3. Longitudinal Associations of Network Atrophy with Cognitive and Functional Decline
A. Semi-partial marginal R² (Nakagawa & Schielzer, 2013) for each predictor in the full LME, computed as the loss in marginal R² when that predictor's main effect and time interaction were removed. Side-by-side bars compare the full cohort (A4 + LEARN; dark gray), the Aβ+ subgroup (medium gray), and the Aβ− subgroup (light gray). In Aβ+ individuals, network atrophy uniquely accounted for 0.86% of variance in PACC trajectories beyond age, sex, education, APOE ε4, mean cortical thickness, and Aβ PET SUVr — exceeding the unique contribution of APOE ε4 (0.77%); the contribution was negligible in Aβ− individuals (0.03%). B. Forest plot of hazard ratios (95% confidence intervals, log scale) from the same Cox model shown in (C). Each row corresponds to one covariate; the vertical dashed line marks the null (HR = 1). Predictors are ordered with the primary exposure of interest (network atrophy) first, followed by the AD-relevant biomarkers, demographics, and treatment.
Abbreviations: PACC, Preclinical Alzheimer's Cognitive Composite; CDR, Clinical Dementia Rating; LME, linear mixed-effects; SD, standard deviation; HR, hazard ratio; SUVr, standardized uptake value ratio; APOE ε4, apolipoprotein E ε4 allele

