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Forward genetic screen

Discovery of HCC progression-related cancer genes through in vivo forward
genetic screen
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We generated pooled CRISPR library targeting driver gene candidates
identified by previous screening. We introduced the library into Pten-deficient and Kras-activated
mice and accelerated their tumorigenesis. We sequenced developed tumor and found Indel mutation in
Savl gene locus. Then, we generated savl knockout mice and crossed with Pten knockout mice that
spontaneously develop steatohepatitis. These mice rapidly developed multiple liver tumors.
Expression levels of SAV1 and PTEN were significantly downregulated in tumor tissues of non-viral
HCC patients than their non-tumor tissues and patients with lower levels of those showed poorer
prognosis. Taken together, we showed the novel tumor suppressive role of Savl gene in HCC.
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