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Our study focused on developing novel therapeutic strategies targeting
apoptosis resistance factors in ALK-rearranged lung cancer. Through functional genomic screening
using small guide RNA libraries, we discovered that the treatment-induced adaptive survival of
ALK-rearranged lung cancer cells is predominantly dependent on STAT3 activity following ALK
inhibition. Inhibiting STAT3 significantly suppressed the adaptive survival of these cancer cells by

enhancing ALK inhibition-induced apoptosis. In a xenograft study, the combination of YHO-1701 (a
STAT3 inhibitor) and alectinib markedly suppressed tumor regrowth after treatment cessation,
achieving near-complete tumor remission compared to alectinib alone. These findings provide new
insights into the development of combined therapeutic strategies targeting apoptosis resistance
factors in patients with ALK-rearranged lung cancer.
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BGJ-398: pan FGFR inhibitor
JNJ38877605: specific MET inhibitor
Ruxolitinib: pan JAK inhibitor
YHO-1701: specific STAT3 inhibitor
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