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Biological Process and Reactome databases by D Panther or E Metascape enrichment. F Pre-
ranked GSEA normalized enrichment scores in PSEN1M"°T human brain samples using the
Hallmark database (FWER < 0.01). G ISMARA motif analysis in PSEN1""°T human brain
samples identifying the TFs and miRNAs with most significant motif-associated activity change
based on ISMARA z-score and Pearson correlation. H Metascape enrichment analysis of unique
DEGs in PSEN1""3T human brain samples not differentially expressed in PSEN1"%. and
PSEN1424€ hiPSC-derived neurons using the GO — Biological Process and Reactome databases.
I Ingenuity Pathway Analysis activation z-score for transcriptional regulators in PSEN1"39T
human brain samples and PSEN1"'%L and PSEN142€ hiPSC-derived neurons, curated into key
modulated disease-associated endotypes. J Pre-ranked GSEA normalized enrichment score for
MYT1L target genes in PSEN1"?T human brain samples and PSEN1"'%- and PSEN14246E
hiPSC-derived neurons. K Overlap with genes upregulated in PSEN 1%L or PSEN1424€ hiPSC-
derived neurons (left) and Enrichr miRNA enrichment (right) for Alz, BioAge(+), and LIPA sporadic
Alzheimer’s Disease-associated metagene networks identified in Podtelezhnikov et al 2011. L
Overlap between the 95 NIH Agora target genes identified from sporadic AD cases and
upregulated or downregulated genes in PSEN1 hiPSC-derived neurons.

30


https://doi.org/10.1101/531202
http://creativecommons.org/licenses/by-nc-nd/4.0/

