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Abstract Objective To investigate the effects of mammalian target of rapamycin ( mTOR) highly selective inhibitor of AZD8055
on docetaxel — resistant breast cancer cell lines. Methods MCF -7 cell lines and MCF - 7/Doc cell lines were cultured in vitro. The me-
dian inhibitory concentration (IC,,) of MCF —7/Doc cells on docetaxel in was detected by MTT assay. The experiment was divided into 2
groups, including MCF - 7/Doc group and MCF - 7/Doc + AZD8055 group. The expressions of MDR1 gene and P — gp protein were de-
tected by real — time quantitative PCR and Western blot. The experiment was divided into 4 groups, including MCF -7 group, MCF -7 +
AZD8055 group, MCF -=7/Doc group and MCF —7/Doc + AZD8055 group. The tumor inhibitory rate of AZD8055 was detected by tumor
bearing test. The experiment was divided into 3 groups: blank control group, negative control group and AZD8055 group. In order to ex-
clude the effects of MCF =7 and MCF - 7/Doc cell specificity on the experimental results, this study repeated these experiments using
MDA - MB -231 and MDA — MB -231/Doc cell lines of breast cancer. Results MTT assay showed that the ICy, of MCF —7/Doc +
AZD8055 group (5.1 £0. 6pumol/L) was significantly lower than the ICy, in MCF - 7/Doc group (P <0.05), and the reveral fold of
AZD8055 was 5.4. Real — time quantitative PCR showed that the expression of MDR1 gene in MCF —7/Doc group (1.84 £0.35) was
significantly higher than that in MCF =7 group (P <0.05), and the expression of MDR1 gene in MCF —7/Doc + AZD8055 group (1.21 +
0.29) was significantly lower than that in MCF —7/Doc group (P <0.05). Western blot showed that the expression of P — gp protein in
MCF - 7/Doc group (0.93 £0.15) was significantly higher than that in MCF -7 group (P <0.05), and the expression of P — gp protein
in MCF -7/Doc + AZD8055 group (0.54 £0.10) was significantly lower than that in MCF —7/Doc group (P <0.05). The tumor inhib-
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itory rate in AZD8055 group was significantly lower than the blank control group and negative control group (P < 0.05). AZD8055 has

significant inhibitory effect on transplanted tumor. The inhibition rate was 48.95% . The difference was statistically significant (P <

0.05). Similar results were obtained by repeated experiments of MDA — MB - 231 and MDA - MB - 231/Doc cell lines. Conclusion

mTOR highly selective inhibitor of AZD8055 can significantly increase the sensitivity of breast cancer cell lines to docetaxel. Its mecha-

nism may be related to inhibiting the expression of MDR1 and P — gp. Further research is needed to confirm.
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