©
2021 2023

CTOS BMP-EGFR

The mechanisms of BMP-EGFR cross talk in colorectal organoids
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The BMP pathway affects colorectal cancer (CRC) cells differently than
normal cells, sometimes promoting tumor growth and other times suppressing it. We found that CRC
cells reside in a BMP-rich environment. Inhibiting BMP with LDN193189 slows CRC organoid growth by
reducing EGFR levels through LRIG1-mediated protein degradation. In CRC organoids, BMP inhibition
induces LRIG1 expression, which correlates with growth suppression. Knocking down LRIGL rescued
LDN193189-mediated growth inhibition. Combining LDN193189 with trametinib, a MEK inhibitor,
cooperatively inhibited CRC growth in vitro and in vivo. These results suggest that simultaneous BMP

and MEK inhibition could be a promising CRC treatment. Studying LRIGL induction and growth
suppression in patient-derived organoids may help identify potential responders to this therapy.
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