Structural insight into targeting the p53 apoptotic pathway 
for cancer therapy

Seung-Wook Chi
Disease Target Structure Research Center, KRIBB, Daejeon 34141, Korea
The tumor suppressor p53 is a transcription factor that induces cell cycle arrest, apoptosis, or senescence in response to various stress stimuli such as DNA damage, ultraviolet light, hypoxia, oncogene activation, and viral infection. Impairment in p53 signaling or regulation inactivates its function and thus plays a critical role in tumor progression by protecting tumor cells from p53-dependent responses. Thus, reactivating the p53 pathway in tumors has been an important strategy for cancer therapy. In response to a variety of cellular stresses, the p53 mediates apoptosis in a transcription-independent as well as transcription-dependent manner. Although extensive studies have focused on the transcription-dependent apoptotic pathway of p53, the transcription-independent apoptotic pathway of p53 has only recently been discovered. Here, I present the structural basis for the protein-protein interactions in the transcription-independent p53 apoptotic pathway, which may have important application to cancer therapy.
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