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Role of ATF3 in oncogenesis and tumor suppression of model mice
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Stress response of cancer cells plays pivotal role in determining output of
various anti-cancer therapy. In this project, we generated double KO mice of p53 and stress response gene
ATF3 and demonstrated that DKO mice developed earlier and more severe cancers and resulted in lower
survival than p53 KO. Mass spectrometry of ATF3 complex identified different sets of protein components
between ATF3 tumor suppressor complex and oncogene complex. However, TP53BP1 was present in both
complexes. It was also found that several anti-cancer agents activated the expression of death receptor 5
(DR5) on the surface of cancer cells, sensitizing them to TRAIL or DR5 agonist. This activity is mediated
by p53-ATF3 or ROS-ER stress response, providing molecular basis for useful combined therapy of
conventional anti-cancer agents and DR5 agonists.
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