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Summary Despite encouraging results in preclinical models, antitumor vaccines
administered to cancer patients in the last years have vyield poorer results than
expected. Immunosuppressive environment described in these individuals may be
partly responsible for these effects. Dendritic cells (DC), professional antigen
presenting cells responsible for T cell activation and a key population in vaccine
functions, are inhibited by this environment. We have demonstrated that blockade of
some of these factors by using peptides or antibodies increases DC functions and as a
consequence, stronger immune responses are induced. Thus, the goal of this project is
the blockade/inhibition of immunosuppressive elements triggered by the tumor and
operating at the level of DC to enhance their immunostimulatory functions. As a
novelty with our previous approach, in this project we will design viral vectors
encoding shRNA molecules targeting relevant immunosuppressive molecules together
with tumor antigens. Vectors will be produced and used to transduce DC. Phenotypical
and functional properties of transduced DC will be tested in vitro by using techniques
of gene expression, flow cytometry and functional antigen presentation assays. DC
transduced with selected vectors (or directly the vectors) will be administered to mice
as vaccines to analyze their immunogenicity in vivo. Finally, therapeutic antitumor
effect of most immunogenic vaccines will be tested in relevant tumor models, where
vaccine efficacy and their underlying immunological mechanisms will be analyzed.
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