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Basic examination of survivin as therapeutic targets in KRAS-mutant lung
adenocarcinoma
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Survivin is highly expressed in the majority of malignant tumors. However,
little is known about the roles of survivin in KRAS-mutant lung adenocarcinomas. In the present
study, we_examined 28 KRAS-mutant lung adenocarcinoma tissues and two KRAS-mutant lung
adenocarcinoma cell lines, H358 and H441, in order to elucidate the potential of survivin as a
therapeutic target. Patients with tumors immunohistochemically positive for survivin (n=18) had
poorer outcomes than those with survivin-negative tumors (n=10). In the H358 and H441 cells,
survivin knockdown alone induced senescence, not apoptosis. However, the H358 cells and H441 cells
in which survivin was silenced, underwent significant apoptosis following combined treatment with
ABT-263, a Bcl-2 inhibitor, and trametinib, a MEK inhibitor. Importantly, the triple combination of
survivin knockdown with ABT-263 and trametinib treatment, clearly induced cell deathin an in vivo

tumor xenograft model.
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