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Overexpression of SOX-2 Promotes Osimertinib Resistance in EGFR-Mutated Lung Adenocarcinoma Cells:

A Preliminary in vitro Study

ZHANG Yizhi, WANG Bei, WANG Yawen, TANG Kejing (The Department of Pharmacy , The First Affiliated Hospital of Sun
Yat-sen University , Guangzhou , Guangdong 510080, China )

ABSTRACT: OBJECTIVE Patients with EGFR-mutated lung adenocarcinoma often develop acquired resistance to targeted drugs
such as Osimertinib, leading to poor prognosis. Tumor stem cell properties are an important mechanism for drug resistance , and the role
of the stemness gene SOX-2 in Osimertinib resistance remains unclear. This study aimed to investigate the function of SOX-2 in
Osimertinib resistance in EGFR -mutated lung adenocarcinoma. METHODS  This study first analyzed the expression of SOX-2 in
lung adenocarcinoma and its correlation with prognosis using the public databases GEPIA , TIMER , and HPA. Additionally, SOX-2 was
overexpressed in lung adenocarcinoma cell lines H1975 and PC9, and cellular sensitivity to Osimertinib was assessed using the CCK-8
assay. Sphere - forming capacity was evaluated via 3D Matrigel culture assay. RESULTS  Overexpression of SOX-2 significantly
enhanced the resistance of H1975 and PC9 cells to Osimertinib and enhanced their clonogenic capacity and proliferative ability under
three-dimensional culture conditions. CONCLUSION  High SOX-2 expression promotes Osimertinib resistance in EGFR -mutated
lung adenocarcinoma, and this study provides experimental evidence for the prognosis assessment of EGFR - mutated lung
adenocarcinoma.
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