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	英文摘要
	p53 is one of the most frequently involved genes in human cancers. It has been known as a 'master guardian of the gene' because of its pivotal role in regulatory of cell growth and death. Recently, new evidence indicated that there is a p53-related gene, called p73, which encodes a nuclear protein of molecular weight 73,000 dalton. This p73 has substantial structural similarity to p53 in all three domains and functionally it induces apoptosis in a p53-like manner by activating p21Waf1. Based on the structural and functional similarities to p53, p73 seems to possess molecular properties and biological functions that are similar to those of p53. Furthermore, it was proposed that strong p73 expression might have oncogenic potential. Over-expression of p73 has been found to be implicated in the pathogenesis of a number of solid tumors such as lung carcinoma, prostate carcinoma, renal cell carcinoma, and colorectal carcinoma. To date, however, the expression of p73 in oral experimental carcinogenesis remains unclear To explore the potential involvement of p73 alterations in the pathogenesis of oral carcinogenesis, the expression of p73 protein during 7,12-dimethylbenz[a]anthracene (DMBA)-induced hamster buccal pouch carcinogenesis is investigated in the first part of our proposed study. Whether the expression of p73 protein is associated with the progression of oral experimental carcinogenesis is also examined. To date, a number of putative p53 target genes have been identified that would account for the capacity of p53 to limit proliferation. One of them is Waf1/Cip1 that encodes the p21 protein, which can regulate cell cycle progression. Another recognized p53 target gene, murine double minute gene 2 (mdm2), encoding a protein that form a physical complex with p53. To our knowledge, the data concerning the expression of p21Waf1 and mdm2 in oral experimental carcinogenesis are limited. The aim of the second part of our proposed study is to investigate the expression of p21Waf1 and mdm2 respectively during DMBA-induced hamster buccal pouch carcinogenesis. Furthermore, to explore whether the p21Waf1 and mdm2 are also the target genes of p73 (just like p53), the co-expressions of p73 and p21Waf1 as well as p73 and mdm2 during DMBA-induced hamster buccal pouch carcinogenesis are examined.

	重大成果
	The results derived from this proposal has verified the hypothesis that p73 is a marker of epithelial precursor cells in oral experimental carcinogenesis, and in future may open a new avenue for the early diagnosis of oral carcinomas.








