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Cleavage of EphA2 by MT1-MMP and its participation to drug resistance
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MT1-MMP cleaves EphA2 between ligand binding domain and transmembrane
region. In this study, we aimed to investigate whether MT1-MMP contributes to the drug resistance
through cleavage of EphA2. RNAi-mediated deprivation of MT1-MMP sensitized HT29 colon cancer cells
carrying BRAF V600E mutation to vemurafenib (vem), implying contribution of MT1-MMP to drug
resistance. We asked if vemurafenib-resistant HT29 cells harbor increased amounts of MT1-MMP-cleaved

EphA2. We found that expression of EphA2 is rather decreased in vem-resistant HT29 cells comparing
to the parental cells, which hampered evaluation of contribution of cleavage or phosphorylation of
EphA2 in vem-resistance.

We also found HT29 cells cultured in 3-dimensional collagen-1 gel (3D-coll) showed higher
sensitivity to vem comparing to those cultured on plastic surface. Cell adhesion to rigid surface
E@ther than adhesion to collagen-1 confers resistance to vem through activation of ERBB family

inases.
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