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Figure S1. Overview of consistently detected coexpressed PPI modules.
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	To identify a common transcriptional signature reflecting age within the frontal cortex, we built a gene expression compendium using five independent studies (Table 1). Data were extracted and annotated, yielding a compilation of 7274 unique genes fro...
	Meta-analysis of the frontal cortex throughout the normal aging
	Five microarrays were analyzed using Integrative Meta-Analysis of Expression Data (INMEX), a web interface for integrative meta-analysis. The overall meta-analysis workflow in this study is shown in Figure 2A. By employing three meta-analysis methods,...
	Functional enrichment of differentially expressed genes analysis
	We next identified the enriched functional groupings that were significantly associated with age in the human frontal cortex. Kyoto Encyclopedia of Genes and Genomes (KEGG) pathway analysis was performed using the set of up- and downregulated genes (F...
	Analysis of PPI networks of selected genes
	A novel integrative PPI network-based approach was applied to explore all the corresponding genes found in our meta-analysis search. This method has been validated  as  a  way  of  identifying  age-associated bio-
	data [13]. Considering the betweenness (BC) and degree of centrality (DC), we ranked the 1260 genes that showed significant differences between young and old in our integrative meta-analysis. We screened 33 hub genes that had at least 10 node degrees ...
	Neural aging is regulated through extensive interaction among genetic networks, signaling pathways and cellular metabolic responses, not through any single gene. However age-related genes are not spread throughout the interactome; instead, they cluste...
	enriched for “mRNA splicing via spliceosome.” Of all the human organs, the brain has the largest amount of alternative splicing [24], and the genes that are alternatively spliced have been associated with neurodegenerative disorders such as AD [25].
	Co-expressed PPI modules are enriched in GenAge human aging genes
	To validate the candidate modules and nodes, we determined whether GenAge, a database providing a comprehensive overview of aging-related genes in humans and model systems, contained these aging-related genes. Human aging genes were enriched within mo...
	Verification of functional roles using an established aged mouse model
	To further verify the candidate genes screened with this network-based approach, we employed an established aged mouse model. Wild-type C57/BL6 mice maintained in a specific pathogen free (SPF) environment were used. Six-month-old mice comprised the y...
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