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Summary

One of the main objectives of our laboratory is the development of gene therapy
strategies for inherited liver metabolic disorders. Most of them are rare diseases that
have not cure except for liver transplantation. We are currently working of three
different diseases. The gene therapy vector we are using is based on the
AdenoAssociated virus, which has an extraordinary safety profile and after injection in
adult animals expresses the therapeutic gene for a long time.

A number of these diseases affect new-born, these diseases can be lethal or associated
with the development of severe pathologies, like the urea cycle disorders.

The liver of new-borns is still an immature and growing organ, for this reason when the
AAV vector is injected transgene expression disappear with time. The goal of this
project will be the development of new AAV based vectors containing sequences that
allows transferring the AAV genome from mother cells to daughter cells and in this
way the expression is maintained. Those vectors will be tested in cell culture and
animal models using reporter genes. Those that showed a better capacity to transduce
the liver will be tested in a Wilson disease animal model
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