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Synergistic effect of Osimertinib combined with
metformin on non-small cell lung cancer PC 9/GR cells

Peng Jia' Yuan Yuan® Pan Yueyin® et al
(' Dept of Cadres Ward The Third Affiliated Hospital of Anhui Medical University Hefei 230061 ;
*The Central Laboratory of Binhu Hospital Hefei 230601 ;’ Dept of Oncology The Affiliated Provincial
Hospital of Anhui Medical University Hefei 230001)

Abstract Objective To explore the efficacy of Osimertinib combined with metformin on the growth inhibition of
human non-small cell lung cancer PC 9/GR cells cells and its possible mechanism.Methods After using Osimer—

tinib and metformin alone or in combination to treat PC 9/GR cells  the half inhibitory concentration (ICs,) as
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well as the combination index(CI) values were detected by the MTT method.The changes of apoptosis induced by
Osimertinib and metformin alone or in combination were detected by the fluorescent microscope and flow cytometry.
The change of the p-AMPK and the pp70S6K protein level were detected by Western blot. Results The combina—
tion therapy with Osimertinib and metformin showed an synergic effect on proliferative inhibition compared to Osim-
ertinib or metformin alone therapy (P<0. 05) which showed an synergic effect(CI<1).In addition apoptotic rates
were significantly increased in combination treatment compared to the single drug .The result of the Western blot
showed that metformin may upregulate the expression of p-AMPK protein;in addition both Osimertinib and met—
formin could reduce the lever of p-p70S6K the expression levels of pp70S6K was decreased in the combination
therapy compared to Osimertinib or metformin alone therapy.Conclusion The combination of Osimertinib and met—
formin could significantly inhibit cell proliferation and promoted cell apoptosis and has synergistic effect.
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