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Toxicity Risk of AAV Vectors for GT

Discussion Questions for the Committee:
Oncogenicity

Please discuss the merits and limitations of animal studies to characterize the risk of

AAV vector-mediated oncogenicity, and provide recommendations . .
preclinical study design elements, to include: 722 7 ST

a. Animal species, healthy vs. disease models, and animal age
b. In-life and post-mortem assessments, including methods for integration analysis
c. Duration of follow-up, post-dose

Please discuss whether some vector designs may enhance the frequency of
vector-mediated integration and the risk of oncogenesis. For example, how is the risk
affected by promoter-enhancer elements, genome-targeted nucleases, or novel AAV
vector designs for which there is limited clinical experience. Because AAV vectors can
carry significant levels of co-packaged DNA impurities from the manufacturing process, is
the risk of oncogenesis increased due to potential integration of non-vector DNA, and
what types of studies should be performed to assess this risk?

https://youtu.be/58KjL9 p9TwExternal Link Disclaimzer6
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