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Ligustroflavone mediates the resistance of non-small cell lung
cancer to osimertinib by arresting G1/S phase
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Abstract: Natural products are an important source for the development of antitumor lead compounds, but the
pharmacological effects and regulatory mechanisms of natural products in osimertinib resistance in non-small cell
Iung cancer (NSCLC) are not well understood. The natural product ligustroflavone was used as the research object
to analyze its efficacy in osimertinib-resistant NSCLC cells by cell proliferation assay and cell cycle detection. The
potential targets of ligustroflavone in osimertinib-resistant NSCLC cells were screened by public databases and
bioinformatics, molecular docking and microscale thermophoresis were used to identify the interaction between
privet and target molecules. Western blot was used to detect the effect of privet on the target molecules and their
downstream pathways. Ligustroflavone reduced the proliferation of osimertinib-resistant NSCLC cells, and could
arrest the cell cycle. Cyclin-dependent kinase 6 (CDK6) was the potential target of ligustroflavone in osimertinib-
resistant NSCLC cells. Ligustroflavone inhibited the activation of CDK6-Rb axis. Together, ligustroflavone could

regulate osimertinib resistance in NSCLC cells by binding cell cyclin-related molecules. This study provides a
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theoretical basis for the targeted drug resistance of NSCLC with natural products, and also provides a new idea for

the development of clinical drug combination.
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Figure 1 Ligustroflavone reversed the resistance of non-small

cell lung cancer (NSCLC) cells to osimertinib
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Figure 2 Ligustroflavone blocks cell cycle of drug resistant cells. n=3,Xx+ 5. P < 0.01 vs control group
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Figure 3 Target screening of ligustroflavone in NSCLC. A: GO terms of ligustroflavone against NSCLC; B: KEGG pathways of

ligustroflavone against NSCLC
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Figure 5 Ligustroflavone inhibits the expression of cycle-related

proteins
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