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Figure S1. A. Original KEGG pathway image of Hippo signaling pathway. B. Network
extracted from the original KGML file. C. Network after automated and further manual
curation with the PSF toolkit (18 fixes with automatic error correction during parsing, 24 fixes
with manual curation). Nodes with a blue border are terminal (sink) nodes. Red and blue
lines between the nodes are activation and inhibition interactions, respectively. Purple and
yellow lines are manually curated interactions.
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Figure S2. AMPK S|gnaI|ng pathway detected with only PSF. Differentially expressed

genes/nodes are highlighted with red borders. According to the PSF algorithm,

the blue

highlighted branch was downregulated 10-fold due to the activation of the AMPK gene

through the Leptin Receptor which represses growth arrest.
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Figure S3. Chemokine signaling pathway color-coded with pathway activity values. The
pathway is classified as activated with the SPIA algorithm, while there are three terminal
nodes that are inhibited with the AKT3 gene.
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Figure S4. Two KEGG signaling pathways deregulated in lung cells. The first pathway is
detected with both the PSF and ORA methods, while the second is only detected with the
PSF algorithm. Differentially expressed genes/nodes are highlighted with red borders and
deregulated terminal nodes with blue (yellow if the node is both differentially expressed and
deregulated by the PSF algorithm). A) Fc gamma R mediated phagocytosis pathway,



detected with ORA where 33 genes are differentially expressed out of 91. The proportion of
deregulated terminal nodes over the total is 0.9 (9 nodes out of 10). B) Toll-like receptor
signaling pathway detected only with the PSF method where 16 genes were differentially
expressed out of 104. The proportion of deregulated terminal nodes over the total is 0.27 (5
nodes out of 18). This demonstrates the sensitivity of the PSF algorithm to detect part of a
deregulated pathway.

Supplementary table1. Top 5 cluster-associated features for each tissue type from gene
and pathway activity clustering and top 5 enriched pathways based on gene level cluster
specific significant genes.
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