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Exploring the mechanism of EP4 prostanoid receptor-evoked colorectal cancer
development during the collapse of homeostasis and its ameliorating effects by
substances of type 2 innate immune system
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By using the human colon cancer HCA-7 cell line, we examined the effects of
microbiota produced butyrate, as well as physiologically active substances in type 2 innate immune
system, such as histamine and interleukin (IL)-4, on the colon cancer malignancy. As a result, they
were found to inhibit prostaglandin E2-stimulated EP4 prostanoid receptor-mediated signal
transduction pathways. Therefore, the possibility that butyrate, histamine as well as IL-4 are found

to be able to inhibit the cancer malignancy signaling pathways of HCA-7 cells by reducing the
expression of EP4 receptors, though different mechanisms. Thus, these results strongly suggest that
homeostasis maintaining butyrate as well as the type 2 innate immune system maintaining bioactive
substances such as histamine and IL-4, could ameliorate the colorectal cancer malignancy.
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