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Supplementary Figure 1. Correlations for biomarkers using Spearman rank correlation in the full cohorts. (A) BioFINDER pilot study (n = 98 to 102), (B) GMC cohort (n = 12 to 110), (C) TRIAD cohort (n = 20 to 36). Minus (−) and plus (+) denote Aβ-negative and Aβ-positive status, respectively. Cells display Spearman correlation coefficients (ρ), with colour indicating the strength and direction of the association. Sample sizes vary across biomarker pairs due to data availability; exact sample sizes, confidence intervals, and p-values are provided in Supplementary Correlation Table. P-values are indicated by asterisks, * = p < 0.05, ** = p < 0.01 and *** = p < 0.001, **** = p < 0.0001. CI, cognitive impairment; CU, cognitive unimpairment. 
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Supplementary Figure 2. Groupwise comparison for individual groups in CSF and plasma for the GMC cohort. CSF: Volunteer (n = 22), SCD (n = 24), MCI (n = 48), Dementia (n = 12), plasma: Volunteer (n = 19), SCD (n = 3), MCI (n = 14), Dementia (n = 4). Boxplot p-values were obtained from a linear model adjusted for age, sex, and education when available. Horizontal line within boxplots denotes group median value, top and bottom of boxplots denotes the 25th and 75th percentiles, whiskers show 1.5x interquartile range. CSF, cerebrospinal fluid; CU, cognitively unimpaired; MCI, mild cognitive impairment; SCD, subjective cognitive impairment
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Supplementary Figure 3. Diagnosis-stratified associations between SNAP25 and neuroimaging and cognitive outcomes in the BioFINDER pilot cohort. Heatmap showing standardized regression coefficients (β) for associations between CSF SNAP25 and plasma SNAP25 and measures of MMSE, amyloid PET, tau PET, and cortical atrophy, stratified by diagnostic group (CU- and AD). Cell colour and numeric values indicate the magnitude and direction of the association. Models were adjusted for age and sex. P-values are indicated by asterisks, * = p < 0.05, ** = p < 0.01 and *** = p < 0.001, **** = p < 0.0001. CSF, cerebrospinal fluid; MMSE, Mini-Mental State Examination; PET, positron emission tomography
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Supplementary Figure 4 Diagnosis-stratified associations between SNAP25 and neuroimaging and cognitive outcomes in the GMC cohort. Heatmap showing standardized regression coefficients (β) for associations between CSF SNAP25 and plasma SNAP25 and measures of cognition, amyloid PET, tau PET, and MRI-derived brain volumes. (A) Associations in the full cohort. (B) Associations stratified by diagnostic group. Cell colour and numeric values indicate the magnitude and direction of the association. Models were adjusted for age, sex, and education. P-values are indicated by asterisks, * = p < 0.05, ** = p < 0.01 and *** = p < 0.001, **** = p < 0.0001. CDR, clinical dementia rating; MMSE, Mini-Mental State Examination; PET, positron emission tomography
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Supplementary Figure 5 Diagnosis-stratified associations between SNAP25 and neuroimaging and cognitive outcomes in the TRIAD cohort. Heatmap showing standardized regression coefficients (β) for associations between CSF SNAP25 and plasma SNAP25 and measures of cognition, amyloid PET, tau PET, SV2A PET, hippocampal volume, and intercranial volume, stratified by diagnostic groups. Cell colour and numeric values indicate the magnitude and direction of the association. Models were adjusted for age and sex. P-values are indicated by asterisks, * = p < 0.05, ** = p < 0.01 and *** = p < 0.001, **** = p < 0.0001. CSF, cerebrospinal fluid; MoCA, Montreal Cognitive Assessment; MMSE, Mini-Mental State Examination; PET, positron emission tomography
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Diagnosis-stratified associations in the BioFINDER Pilot Cohort
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Diagnosis-stratified associations in the TRIAD cohort
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