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Overcoming resistance to immune checkpoint inhibitors in KRAS-LKB1 mutant lung
cancer.
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Previously, we reported that KRAS-LKB1 mutant (KL) non-small cell lung

cancer (NSCLC), which is resistant to immune checkpoint inhibitors, shows marked silencing of STING,
an adaptor protein that links cytoplasmic dsDNA accumulation to activation of downstream innate
immune signaling. STING downstream cytokines are key molecules for T-cell recruitment into the tumor
microenvironment (TME), and indeed, infiltration of T-cells into the TME is significantly lower in
KL-type NSCLC. Through an unbiased screen of cytotoxic chemotherapies or targeted DNA-damaging
agents for their ability to induce STING activation, we identified MPS1 inhibitor as an optimal
agent to prime the STING pathway in KL cells via micronuclei creation. We also found that
STING-dependent infiltration of CD8-positive T cells following treatment with MPS1 inhibitor was
required for long-term efficacy to MPS1 inhibitor in a syngeneic murine KL-type NSCLC model.
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