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Identification of resistance mechanism to ALK-TKIs in leptomeningeal
carcinomatosis (LMC) model with EML4-ALK NSCLC cells
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This study aimed to clarify the mechanism of resistance to brigatinib, a
second-generation ALK-TKI, in Leptomeningeal carcinomatosis (LMC) and seek a novel therapeutic
strategy. First, we induced brigatinib resistance in an LMC mouse model using the ALK-rearranged
NSCLC cells by continuous oral brigatinib treatment, established BR cells from this model. Using a
kinase inhibitor library of 429 kinases, we showed in vitro that SRC inhibition in combination with
brigatinib overcomes resistance in BR cells. Furthermore, in vivo, the combination of brigatinib and

SRC inhibitor significantly suppressed the rate of tumor re-growth. These findings indicate the
potential of novel therapies dual-targeting ALK and SRC against ALK-TKI-resistant LMC in

ALK-rearranged NSCLC patients.
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