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eFigure 1. Comparative results for associations between Polygenic Risk 

Scores (PRS) and CSF Ab1-42 in BioFINDER (BF) and ADNI. The x-axis 

represents the 7 different PRS models at different p-value thresholds based 

on the GWAS summary statistics (PRS1 £ 0.05, PRS2 £ 5e-3, PRS3 £ 5e-4, 

PRS4 £ 5e-5, PRS5 £ 5e-6, PRS6 £ 5e-7, PRS7 £ 5e-8). The models were 

adjusted for age, gender, education, baseline MMSE, APOE ε2 and ε4 count, 

and the top 10 principal components (PC) from the principal component 
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analysis (PCA) on the entire set of genotype data. The y-axis shows the 

negative log of the p-value for the significance of associations between PRS 

models with different tau measures. The values on the top of each bar show 

the association’s effect size (beta-coefficient). The horizontal dotted line shows 

the p-value threshold of 0.05. *These PRSs were significant after Bonferroni-

correction at p-value < 0.05. 
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eFigure 2. Associations between significant Polygenic Risk Scores (PRS) 

and tau measures adjusted for CSF Ab1-42 in ADNI. The x-axis shows the 

different PRS models (this analysis only included models that were 

significantly associated with tau measures when not adjusted for CSF Ab1-

42). The models were adjusted for age, gender, education, baseline MMSE (not 

for the intercept), APOE ε2 and ε4 count, and the top 10 principal components 

(PC) from the principal component analysis (PCA) on the entire set of genotype 

data, as well as CSF Ab1-42). The y-axis shows the negative log of the p-value 

for the significance of associations between PRS models with different tau 

measures. The values on the top of each bar indicate the association’s effect 

size (beta-coefficient). The horizontal dotted line shows the p-value threshold 

of 0.05. *These PRSs were significant after adjusted for CSF Ab1-42 and 

Bonferroni-correction at p-value < 0.05. 
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eFigure 3: Mediation analysis between PRS, Ab status and CSF P-tau181. 

Mediation analysis with PRS4 as a predictor of CSF P-tau181, mediated by Ab 

status. The figure includes the following standardized regression coefficients: 

a, the effect of PRS on Aβ; b, the effect of Aβ on CSF P-tau181 level; c, the 

direct association between PRS and CSF P-tau181 level; c’, the association 

between PRS and CSF P-tau181 level when adjusting for Aβ; and c-c’, the 

mediated effect on CSF P-tau181 level. 

 

eFigure 4: Functional Enrichment analysis for the genes carrying the 

variants used for calculating PRS2. Genes enriched for Gene Ontology (GO) 

Biological Process (BP) terms: The x-axis represents the significance of 

enrichment (Negative log of corrected p-value) for the gene set involved in each 

category term. The y-axis shows the respective category terms. The 

Enrichment factor for each enriched term is marked corresponding to each 

bar. 
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eFigure 5: Functional Enrichment analysis for the genes carrying the 

variants used for calculating PRS2. Genes enriched for KEGG pathway 

terms: The x-axis represents the significance of enrichment (Negative log of 

corrected p-value) for the gene set involved in each category term. The y-axis 

shows the respective category terms. The Enrichment factor for each enriched 

term is marked corresponding to each bar. 
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eFigure 6: Functional Enrichment analysis for the genes carrying the 

variants used for calculating PRS2. Genes enriched for the gene-disease 

association: The x-axis represents the significance of enrichment (Negative log 

of corrected p-value) for the gene set involved in each category term. The y-

axis shows the respective category terms. The Enrichment factor for each 

enriched term is marked corresponding to each bar. 

 

 

eFigure 7: Functional Enrichment analysis for the genes carrying the 

variants used for calculating the Ab-dependent PRS (PRS2-R-Incl-19). 
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Genes enriched for the gene-disease association. The x-axis represents the 

significance of enrichment (Negative log of corrected p-value) for gene set 

involved in category term. The y-axis shows the category terms. The 

Enrichment factor for each enriched term is marked corresponding to each 

bar. 

 




