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Src is the longest known retroviral oncogene. Activation of its cellular homolog c-Src is characteristic of many cancers. Here we analyzed a pro-

metastatic C-terminal mutant of the c-Src protein. This mutant, c-Src(mt), has a point mutation at its very C-terminal amino acid which impairs its 

binding to PDZ domain-containing tumor suppressors in comparison to the wildtype c-Src, c-Src(wt). c-Src(mt)-expressing cells exhibited increased 

metastatic activity in vivo. Whole-genome transcriptome analysis revealed that c-Src(mt) deregulated the expression of over 400 genes, which were 

analyzed with respect to functions and signaling pathways. We found that c-Src(mt)-activated genes are mainly involved in metastasis and protein 

translation and identified about 70 c-Src(mt) target genes not previously associated with metastasis. This study reveals some insight into Src-

dependent metastatic behavior and provides putative biomarkers characteristic of metastatic cells. Some of the newly identified genes may serve as 

potential markers of metastasis and possibly turn out to be useful as targets for therapeutic intervention of metastatic cancer. 
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Differentially expressed genes (q ≤ 0.05) (c-Src(mt) vs. mock) were assigned to 

protein functions that are statistically overrepresented in this set of genes. 

Pathway Enrichment 

ConsensusPathDB (CPDB) allowed overrepresentation analysis in different 

pathway databases (PID, Reactome, Wikipathways, etc.). The analysis shows that 

genes involved in adhesion (yellow), translation (blue), and apoptosis (red) signaling 

pathways are dysregulated in c-Src(mt) vs. mock cells. 

Literature Mining 

Literature mining of PubMed abstracts with a lexicon of metastasis-associated 

terms allowed identificiation of novel genes associated with Src-dependent 

metastasis. This set of genes provides putative novel diagnostic markers and 

therapeutic targets for metastatic cancer.  

Overlap of differentially expressed gene sets of our c-Src(mt)-expressing cells with 

a wide range of human primary tumors  demonstrates that the gene sets are relevant 

for human neoplastic disease. 
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