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We examined the molecular functions of histone H3K9 trimethyltransferases,

SETDB1/2, in refractory gastrointestinal cancers. SETDB1 is highly expressed in approximately 40% of
gastric and liver cancers, which was associated with worse prognosis. Overexpression and knockdown
of SETDB1 and SETDB2 in gastric cancer cells showed that both genes were associated with increased
cell proliferation and invasiveness. Moreover, Setdbl-overexpressed mice gastric cells were able to
grow after subcutaneously transplanted into syngeneic mice, suggesting an immune evasion. The
expression of tumor-related genes and immune-related factors was altered in gastric and liver cancer
cells with SETDB1 overexpression or knockdown. In addition, SETDB1 binds to many proteins with
cancer-promoting functions, such as RNA modifiers and other histone modification proteins. Our
findings indicate that SETDB1 complexes may be new therapeutic targets.
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