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i _ Osimertinib is an effective treatment for EGFR-mutant lung cancer and is
also effective against central nervous system (CNS) metastases. However, resistance typically

develops within 1-2 years, leading to poor prognosis, especially in leptomeningeal carcinomatosis
(LMC). To elucidate the mechanisms of Osimertinib resistance and explore new therapeutic strategies,
we established Osimertinib-resistant cell lines using a mouse model. Next-generation sequencing
identified ARID1A mutations in the resistant cells. CRISPR-Cas9 screening revealed that WEE1

inhibition strongly induced apoptosis in these resistant cells. These findings suggest that ARID1A
mutations contribute to resistance and that WEEl is a promising therapeutic target.
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Mitosis inhibitor protein kinase

2 PLK1 early trigger for G2/M transition

3 CDK11B Cyclin Dependent Kinase 118

4 CHEK1 regulates the G2/M phase transition

5 BUB1B Mitotic checkpoint kinase 1

6 PIPSK1A wide range of cellular functions including Wnt signalling 24.6

7 PRPF4B cyclin-dependent kinases 24.8

8 AURKA G2 phase to M phase transitio 25.4

9 ERN2 Induces pression 26.7
10 STK11 regulates cell polarity and functions as a tumour suppressor 27.3
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