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Materials & experimental systems
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Methods

n/a Involved in the study

ChIP-seq

Flow cytometry

MRI-based neuroimaging

3) Processed features data for all CpG loci (N=26,573,858) across the whole human genome (size: ~400GB)

4) the result of protein-protein interaction and pathway analyses

5) EWAS summary statistics for ROS/MAP

6) Targeted Bisulfite Sequencing data

Notes:

1) is publicly available data and the urls are provided as above.

2) , 3) and 4) are now available at https://figshare.com/collections/Dataset_collection_of_EWASplus/5430207

5) and 6) are available through Synapse (https://www.doi.org/10.7303/syn25781400). Researchers who are interested in downloading the data must have a free
Synapse account.

EWAS differential methylation analysis with 450K array methylation data: 717 ROS/MAP participants

Targeted Bisulfite Sequecncing: 150 ROS/MAP participants

1) EWAS differential methylation analysis excludes non-Caucasian subjects to avoid spurious findings due to differences in population
structure, we focused the EWAS analysis focused on individuals of European descent who make up the largest proportion of the available
methylation data. This led to 22 individuals who were not of European descent being excluded from the EWAS analysis.

2) For the methylation data, we removed probes annotated to multiple chromosomes or the X or Y chromosomes by Illumina, probes that
cross-hybridize with other probes due to sequence similarity, probes with a detection p-value > 0.01 in any sample, probes without a CpG, and
probes that overlap with a common SNP.

All exclusion criteria were pre-established.

Randomly picked samples were subject to targeted bisulfite sequencing only once.

The demographic statistics comparison for the randomly selected samples (N=150) and non-selected samples(N=589) about the key
phenotypes (gender, beta-amyloid, braak staging, cognitive decline trajectory and etc.) are shown in the Supplementary Table 9. No
significant difference in those key phenotypes is observed.

The investigators were blind to the sample information when performing targeted bisulfite sequencing. The blinding is not applicable for other
analysis included in this paper (e.g., EWAS).




