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Mechanism of Synergistic Effect of YM-155 on Cisplantin-Induced Cytotoxicity Against NSCLC

YE Hainan, CHE Jia(Department of Clinical Laboratory, Tongde Hospital of Zhejiang Province, Hangzhou 310012, China)

ABSTRACT: OBJECTIVE To explore the adjuvant effect of YM-155 on cisplatin-based chemotherapy in non-small cell lung
cancer(NSCLC). METHODS MTT assay was performed to evaluate the cytotoxicity of YM-155 and cisplatin to A549 cells.
Western blot analysis was conducted to detect the expression of survivin, cytochrome C, apoptosis inducing factor, caspase-9 and
caspase-3 in A549 cells. Flow cytometry analysis was performed to detect the mitochondrial membrane potential and apoptosis
of A549. RESULTS YM-155 conled enhance the anti-lung cancer activity of cisplation, and decreased the /Cs, of cisplatin to
AS549. YM-155 inhibited the expression of survivin in A549. Mitochondrial membrane potential of A549 in cisplatintYM-155
group was significantly lower than that in the cisplatin single treatment group. Apoptotic rate, release of cytochrome C and
apoptosis inducing factor, activation of caspase-9 and caspase-3 in the cisplatintYM-155 group was obviously higher than these
in the cisplatin single treatment group. On the other hand, relative cell viability and mitochondrial membrane potential of A549
in cisplatintYM-155+survivin plasmid group was significantly higher than those in the cisplatintYM-155 group. However,
apoptotic rate, release of cytochrome C and apoptosis inducing factor, activation of caspase-9 and caspase-3 in the
cisplatintYM-155+survivin plasmid group was obviously lower than those in the cisplatintYM-155 group. CONCLUSION
YM-155 enhances the cisplatin-induced mitochondrial apoptosis in NSCLC cells through inhibition of survivin.

KEYWORDS: YM-155; survivin; cisplatin; NSCLC; apoptosis
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Fig. 1 YM-155 enhanced the cytotoxicity of cisplatin against A549 cells(x £ 5, n=3)

Compared with control group, "P<0.05.
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Fig. 2 YM-155 enhanced the cytotoxicity of cisplatin to through the survivin pathway(x + s, n=3)

Compared with control group, "P<0.05; compared with cisplatin group, > P<0.05; compared with cisplatin+YM-155 group, ¥P<0.05.
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Annexin V

B3 YM-155R#M4HFFHEREREZRAT(X+s, n=3)
a—XTHRZH; b—YM-155 2H; c—Jf4A4L; d-4A+YM-155; e—Il%1+YM-155+survivin Jfiki; SxEAME, "P<0.05; SIREAML, 2P<0.05; 5

JFEA+YM-155 AR L, ¥ P<0.05.,

Fig. 3 YM-155 promoted the cisplatin-induced mitochondrial apoptosis in A549 cells(x x5, n=3)

a—control group; b—YM-155 group; c—cisplatin group; d—cisplatintYM-155; e—cisplatin+YM-155+survivin; compared with control group, ”P<0.05;

compared with cisplatin group, 2P<0.05; compared with cisplatintYM-155 group, ?P<0.05.
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Fig. 4 Adjuvant effect of YM-155 on carboplatin and
oxaliplatin-induced cytotoxicity against A549 cells(x s,
n=3)

Compared with control group, Vp<0.05; compared with carboplatin/

oxaliplatin group, ?P<0.05; compared with carboplatin/oxaliplatin+
YM-155 group, *P<0.05.
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