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Using database analysis and clinical cancer cases, we found that SPRED2
expression is low in cancer areas, and deletion of SPRED2 in cancer cells increased cell
proliferation and invasiveness, promoted epithelial-mesenchymal transition and cancer stemness, and
inhibited autophagy via ERK1/2 activation, while the opposite was observed with SPRED2
overexpression. We developed a SPRED2 short-chain peptide and investigated the usefulness of SPRED2
as an anticancer drug and found that the new peptide showed antitumor activity comparable to that of

existing drugs. In the situation where the host is deficient in SPRED2, we observed cancer
shrinkage and reduction of metastasis by enhancing the function of host CD8T cells. Taken together,
our results suggest that SPRED2 supplementation suppresses cancer, while SPRED2 removal from the
cancer microenvironment leads to cancer suppression.
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