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The interplay of A133p53 with p53 and its target genes in lung cancer

A133p53 isoforms of the tumor suppressor gene p53, have been shown to be regulators of the cell cycle and apoptosis as they are
activated in stress conditions. A133p53 isoforms along with the key partners of p53 and in particular the apoptotic factors MDM-2,
PUMA and the cell cycle regulator p2l, are considered to be responsible for the regulatory processes in cancer. Increased A133p53
levels have been found in various types of cancer including lung cancer. The aim of the present study is to evaluate how changes in
the expression of A133p53 isoforms, following overexpression or silencing experiments, affect the expression of both p53 and its
target genes. The human lung fibroblast cell line MRC-5 and the cancerous human lung alveolar epithelial cell line A549 were utilized
in this study as in vitro models of normal and cancerous lung cell lines respectively. Overexpression and silencing experiments of p53

and A133p53 isoforms were performed. The effect of their overexpression as well as their silencing studied both at the transcriptional

and translational levels, on p53 as well as on its target genes. The overexpression of full length p53 transcript led to the upregulation
of p21 and downregulation of A133p53 transcripts in A549 cell line. Similarly, silencing of full length p53 led to the downregulation of
p2l transcripts in A549 cell line. The overexpression of A133p53 transcript promoted the downregulation of p21 and MDM-2 whereas
the levels of PUMA transcript remained the same. These results come in agreement with previous published data enhancing A133p53

mRNA level potential use as a biomarker in lung cancer.
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