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YANG Fan',LIU Yuni® ,\WANG Shien® , TANG Guicheng®,XIA Yan*" ,CAO Chunyu*4
(1. Department o f Tumor Radiochemotherapy sthe Second People’s Hospital of Yichang city ,China
Three Gorges University ,Yichang s Hubei 443000, China;2 Hubei Provincial Key Laboratory of
Occurrence and Intervention of Rhumatic Diseases , Hubei University for Nationalities,
Enshi, Hubei 445000,China;3. Hubei Key Laboratory of Tumor Microenvironment and Immunotherapy ,

Medical College of China Three Gorges University ,Yichang s Hubei 443002, China)

[Abstract] Objective To investigate the effect of Akt inhibitor MK-2206 combined with cisplatin on
proliferation of human triple negative breast cancer MDA-MB-468 cells. Methods The effect of Akt inhibitor
MK-2206 alone or combine with cisplatin on MDA-MB-468 cells growth was analyzed with CCK-8. Protein ex-
pression of Bel-2/Bax,Cyto C and protein phosphorylation of Akt was detected with Western blot. Cell apop-
tosis was analyzed with Annexin V/PI double staining. The synergy,additivity,or antagonism of MK-2206 and
cisplatin combination treatment was determined with Chou-Talalay median effect and combination index (CI)
model. Results MK-2206 could significantly inhibit MDA-MB-468 cells growth in a time and dose dependent
manner and the 1C;, value of MK-2206 against MDA-MB-468 cells was 11. 23 mol/L. Over-expression of con-
stitutively activated Akt significantly increased the 1C;, value of cisplatin against MDA-MB-468 cells from
1.12 mol/L to 1. 75 mol/L. 2 mol/L. of MK-2206 dramatically down-regulated phosphorylation level of Akt
Thr308/Ser473 in MDA-MB-468 cells, meanwhile cisplatin treatment did not affect Akt phosphorylation in
MDA-MB-468 cells. 2 mol/L of MK-2206 alone could not induce apoptosis,but significantly promoted apoptosis in
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MDA-MB-468 cell which induced by cisplatin,and at the same time the expression of Bax,cytochrome-c in cy-

toplasm was up-regulated and Bcl-2 was down-regulated. Conclusion MK-2206 combined with cisplatin syner-

gistically inhibited the growth of MDA-MB-468 cells,and promoted apoptosis which induced by cisplatin.
[Key words] Akt inhibitor; MK-2206;cisplatin;triple negative breast cancer; MDA-MB-468 cells
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