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A RAC1 variant overexpressed in CRC
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An alternative oncogenic pathway in CRC
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How is 

alternative splicing of  RAC1B 

regulated 

in colorectal cells ?
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Antagonistic SFs regulate RAC1 alternative 

splicing in CRC
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Other splicing factors involved

ESRP1 (Ishii JBC 2014, 289:27386–99) silencer in intron 3, HNSCC 

PTBP1 (Hollander Genome Res 2016, 26:541-53) RAC1B enhancer, CRC 

How is the binding of SRSF1 regulated?

Gonçalves 2009, Hum Mol Genet 18:3696-3707
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Caco-2 colon 
cells

CAFs, macrophages
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What activates the regulator kinases?



Summary

 SRSF1 is a key splicing factor required in colorectal cells for 

inclusion of alternative exon 3b to generate RAC1B

 Protein kinases GSK3β and SRPK1 are upstream regulators 

of SRSF1-mediated RAC1B overexpression in CRC

 A pro-inflammatory microenvironment induces inclusion of 

alternative exon 3b in colorectal cells

 Small-molecule protein kinase inhibitors as a therapeutic 

option to counteract RAC1B overexpression in tumor cells
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