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Approach
Drug platforms
Conditional RNAi

platform to rapidly assess
transient disruption of
gene function in mice

Summary

An inducible small hairpin RNA vector system could help create transgenic
mouse models of disease. A doxycycline-inducible sShRNA vector efficiently
integrated into mouse embryonic stem cells at a specific genomic site. In mice
generated from those cells, gene knockdown was accurately measured by
expression of a fluorescent reporter. As proof of concept in mice, doxycycline
induction of shRNA targeting the tumor suppressor gene adenomatous
polyposis coli triggered symptoms of acute lymphoblastic leukemia compared
with no treatment. Next steps include using the system to model the effect of
modulating pathways for which there are no available targeted compounds.
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