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Summary

The project involves the development of long-term gene therapy expression vectors
based on adenovirus (High-Capacity, also called helper-dependent or “gutless”
adenoviruses), and the characterization of their function in vitro and in animal models
of cancer. High-Capacity adenoviruses (HC-Ad) are a special class of vectors obtained
by substitution of the viral coding sequences with foreign genes (expression cassettes
for therapeutic genes plus stuffer DNA). Production of these vectors is challenging, but
they offer the opportunity to deliver long fragments of genetic material to an organism
in vivo and achieve sustained gene expression. They are especially suited for liver-
directed gene therapy applications.

Specific objectives:

e Improvement of methods for production of HC-Ads.

e Construction of HC-Ads for expression of therapeutic genes against cancer
(immunostimulatory cytokines, molecules for modulation of the IGF-I pathway,
etc.)

e Evaluation of the vectors in vitro (cell culture)

e Evaluation of the vectors in vivo:

0 Analysis of transgene expression
0 Analysis of antitumor effect using animal models of pancreatic, colon or
liver cancer
Techniques:

e Molecular biology (subcloning, plasmid construction)

e Cellular biology

e Virology (virus rescue, amplification, purification and titration)

Animal models of disease (establishment of tumors in rodents, administration of gene
therapy vectors, evaluation of antitumor effect and toxicity)
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