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Elucidation of the mechanism of oncogenic transformation by Pdcd4 knockdown
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Programmed cell death 4 (Pdcd4) is a novel tumor suppressor gene which acts
as a negative regulator of protein translation and transformation. Pdcd4 expression decreases during
carcinogenesis in several human cancer sites. Moreover, the direct targets of Pdcd4 have not been

clarified. In order to elucidate whether Pdcd4 inhibits the oncogenic transformation and tumor
malignancy, we knocked down Pdcd4 in cells.

We demonstrated that Pdcd4 suppresses the invasive ability of tumor cells through inhibiting MMP-2
secretion and expression of Twistl. Furthermore, we identified that the tumor suppressor Pdcd4
attenuates the translation of delta Np73 mRNA. Delta Np73, an isoform of p73 lacking the
NH2-terminal transactivation domain, plays an oncogenic role by interferin% with the transcriptional
activity of tumor suppressors p53 and TA (full-length transactivating isoform) p73.
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