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Development of new oncolytic adenovirus utilizing RNA stabilization system

Higashino, Fumihiro
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AU-rich elements (ARE) are RNA elements that enhance the rapid decay of
mRNAs including those of the genes required for cell growth and proliferation. The stabilization of
ARE-mRNA has been correlated with the malignancy of cancer cells. We herein developed an adenovirus
designated Ad+AU including ARE in the 3' -untranslated region (3' -UTR) of the E1A gene. The
expression level of E1A was high when the virus infected cancer cells, but was very low in normal
cells. The productive rate of the virus correlated with the expression of E1A. Ad+AU exerted
markedly stronger cytolytic effects in multiple cancer cell lines than in normal cells. The growth
of human tumors that formed in nude mice was inhibited by an intratumoral injection of Ad+AU. These
results indicate that Ad+AU has potential as an oncolytic adenovirus for a vast majority of cancers
in which ARE-mRNA is stabilized.
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