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Abstract Objective To research the inhibitory effects and mechanism of sunitinib on acquired epidermal growth
factor receptor tyrosine kinase inhibitors ( EGFR TKIs ) -resistant in human non-small cell lung cancer cell line
H1975 with EGFR T790M mutation in vitro. Methods The inhibitory effects on H1975 cells exposed to sunitinib
were evaluated by MTT method. The morphological changes of apoptosis induced by sunitinib were observed by flu-
orescence staining under the fluorescence microscope. Cell cycle was detected by flow cytometry. The Bel-2 protein
expression levels were measured by Western blot. Results The MTT assay showed sunitinib had significantly anti-
proliferative effects with dose-dependent and time-dependent at the concentration ranged from 0. 75 to 24 pumol/L.
The IC,, values of sunitinib on H1975 cells were (11.70 +£1.49),(6.49 +0.70) and (3.54 +0.28) pmol/L. at

24,48 ,72 h,respectively. Typical apoptotic morphologic changes were observed by fluorescence microscope, such
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as nuclear condensation and chromatin condensation. Flow cytometry assay showed that cell cycle was arrested at

the G,/ G, phase on H1975 cells. Western blot assay indicated that sunitinib down-regulated the protein level of

Bcl-2. Conclusion

Sunitinib can exert inhibitory effects on acquired EGFR TKIs-resistant in human non-small

cell lung cancer cell line H1975 with EGFR T790M mutation, and it also can change the distribution of cell cycle

and induce apoptosis.
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