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ablation of p53 function in cutaneous squamous cell carcinoma by intratumor injections of dominant-
negative mutants. P53 gene mutations are frequent in squamous cell carcinomas (SCCs) of the skin.
The interpretation of these mutations is difficult owing to a lack of control specimens containing the
same, only nonmutated p53. Mutated p53 protein is, however, a functionally dominant inhibitor of
wild-type p53 function. Thus, to study the role of mutant p53 in an in vivo system, we developed a
model system for complete ablation of mutant p53 function in mouse skin. On the basis of our
previous studies with p53-haploid cell lines, we used adenovirus-mediated gene transfer of
dominant-negative mutants of p53 as a strategy to inactivate mutant p53 function in tumor cells.
This strategy is based on the observation that unmodified dominant-negative p53 mutants in
transient transfection can specifically block wild-type p53 function. Mouse skin keratinocytes were
stably infected with a recombinant E1-deleted adenovirus containing adenovirus-12S or 13S
expression cassettes that express cDNAs for mutant p53 in trans. The two mutant p53 genes encode
two different inactive mutants of p53, p53-15A and p53-195D. Skin was injected subcutaneously with
these ad
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