A promising MYLK4 Inhibitor for treating metastatic and drug-resistant colorectal cancer 
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Introduction. Metastatic colorectal cancer has a five-year survival rate of only 15%, with treatment options limited to traditional chemotherapy and VEGF/EGFR antibody drugs. More than half of the patients on long-term medication develop resistance, highlighting the urgent need for novel targeted therapies for metastatic and drug-resistant colorectal cancer. 
Aims. MYLK (Myosin Light Chain Kinase) proteins regulate muscle contraction and are involved in cell adhesion, migration, and survival. MYLK has been found to be aberrantly expressed in multiple tumors. Our aim was to identify 
tern activity
Results. Our research identified that MYLK4 is highly expressed in colorectal cancer compared to normal tissues, with high MYLK4 expression correlating with poorer progression-free survival and shorter patient survival times. Knockout of the MYLK4 gene inhibits colorectal cancer cell survival, proliferation, and migration. Through computational simulations, we have identified the natural compound ellipticine as an effective MYLK4 inhibitor, with an IC50 of 7.1 nM for MYLK4 enzyme inhibition. Ellipticine inhibits colorectal cancer cell survival and migration, remains effective against oxaliplatin-resistant cancer cells, and significantly reduces mice tumor growth.
Discussion. Overall, these findings suggest that the natural MYLK4 inhibitor ellipticine has the potential as a lead compound for developing treatments for metastatic and drug-resistant colorectal cancer.
