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Recent studies have shown that normal epithelial cells sense and actively
eliminate neighboring cancer cells using physical forces without the help of immune cells. Although
humoral anticancer factors seem to contribute to this elimination, there is a dearth of knowledge on

the topic. Thus, we analyzed the effect of nisin, a humoral anticancer factor, on epithelial cells.

Nisin treatment altered keratin (K)5 and K17 distribution in the cells, making them spherical,
along with actin incorporation. Since the spherical distribution was >1 y m in diameter, the
possibility of a macropinocytosis-like phenomenon was indicated. Nisin was effective under
experimental conditions wherein micropinosome-like structures were not observed. Nisin
administration induced derangement of the cell membrane, such as flip-flop, and disruption of the
transmembrane structure of the keratins and desmosome protein.
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