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Identification of cell surface/secreted proteins that affect antitumor activity
upon treatment with a Golgi-disruptor, M-COPA
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in vivo

M-COPA, a Golgi disruptor that we previously developed, efficiently
destroyed tumor spheroids of human gastric cancer cell line MKN1 under the 3-dimensional culture
conditions. To clarify the antitumor mode of action of M-COPA in 3D culture condition, we screened
cell surface proteins downregulated upon treatment with M-COPA by flow cytometry. As a result, we
found one of the integrin family proteins significantly downregulated by M-COPA. Interestingly,
functional inhibition of the integrin by the use of neutralizing antibody or siRNA efficiently
suppressed sphere formation of MKN-1. Moreover, M-COPA downregulated one of the extracellular matrix

proteins that serves as a specific ligand for the integrin identified above. These results
indicated that integrin signal could be a potential target for gastric cancer therapy and M-COPA
could be a promising candidate to this aim.
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