2020 2022

Development of a new %allbladder cancer mouse model using CRISPR-Cas9 system to
evaluate the effect of personalized therapy

Ideno, Noboru
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We developed a transgenic mouse model Krtl9-CreERT; LSL-Cas9, specifically
expressing Cas9 in biliary epithelium. Based on available public data, we selected KRAS, TP53, SMAD4
as frequent drivers for gallbladder cancer. As potential therapeutic target, CDKN2A was added to 2

drivers, KRAS/TP53, or SMAD4/TP53. We designed guide RNA to induce gain-of-function mutations in
these drivers. After confirmation that each guide RNA worked for genome editing in vitro study,
guide RNAs for 2 or 3 driver genes were cloned into AAV vector and generated and purified AAV. The
completed works for this study were development of CK19-Cas9 mouse model and generation of AAV
containing guide RNA for 2 or 3 driver genes. We are starting injection of AAV into gallbladder of
Krt19-CreERT; LSL-Cas9 mice once sufficient number of mice is available, and evaluating phenotypic
difference according to edited drivers.
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