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2
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600 pl 10% 20 mg/L DDP
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200 pl 24 h 1 48 h
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1.2.4 Western blot 10 pg
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2.1 RAPA
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DDP PANCH
SW1990. BxPC3,
RAPA 3 RA-
PA( P <0.01) 1. 1.
1 RAPA (% n=6 xxs)
DDP( 20 mg/L) +
DDP( 20 mg/L) : P
RAPA( 10 pmol/L)
PANCH 92.15 £5.42 40.24 +£2.21 21.724  <0.01
BxPC3 80.75 £4.39 48.35 +4.34 12.856 <0.01
SW1990 86.41 +5.15 54.15 £3.68 12.484 <0.01
2.2 RAPA Tran—
swell DDP PANCH .BxPC-3.SW1990
DDP
RAPA 3 (P<0.01)
2. 2.
2 RAPA (pm n=6 x+s)
DDP( 20 mg/L) +
DDP( 20 mg/L) t P
RAPA( 10 pmol/L)
PANCH 226.56 +45.37 140.45 +15.68 4.394 0.001
BxPC3 190.78 +36.74 100.38 £12.75 5.694 <0.010
SW1990  248.28 +£40.25 120.16 +13.98 7.365 <0.010
2.3 RAPA IC,,
Transwell 110 pmol/L RAPA
PANCH .BxPC3.SW1990
DDP RA-
PA DDP 3 ICs, o
RAPA 3 ICs, 5.
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<0.01) 3,
2.4 RAPA PANC4 PI3K/AKT/
mTOR Western blot
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SW1990

DDP(20 mg/L)+
RAPA(10 umol/L)
2 Transwell x 100
3 RAPA 3 ICy, (n=6 xxs)
DDP DDP + RAPA(5 wmol/L)  DDP + RAPA( 10 wmol/L)  DDP + RAPA(20 pmol /L) ' P
PANCH 42.31 +4.68 34.59 +4.22** 23.38 +4.24% % 13.78 +3. 11 * *##ad 55.90 <0.01
BxPC3 37.58 £4.24 30.24 £3.52* % 18.34 4,01 * *# 10.36 +3.24 * *##AA 62.01 <0.01
SW1990 33.69 £3.57 27.21 £3.28** 18.34 +3.21 * *# 12.24 +3, 14 % *##AA 49.36 <0.01
1 ¥ *P<0.01; (*p<0.01; (AP <0.01
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Mechanism of mTOR inhibitors in cisplatin resistance

in pancreatic cancer by mediating the mTOR pathway
Zhu Xiaozhang' * Tao Lianyuan® Du Yingying' et al
('Dept of Oncology The First Affiliated Hospital of Anhui Medical University Hefei 230022;
*Dept of Oncology Lujiang Hospital of Traditional Chinese Medicine Hefei 231500
*Dept of Hepatobiliary and Pancreatic Surgery Henan Provincial People’s Hospital Zhengzhou 450003)

Abstract Objective To investigate the mechanism of mTOR inhibitors in cis-dichlorodiamine platinum( DDP)

resistance in pancreatic cancer by mediating the mTOR pathway and to explore the feasibility of reversing the drug
resistance. Methods PANCH BxPC3 and SW1990 were cultured in 10% fetal bovine serum and RPMI4640 in

an incubator with 5% CO, and temperature 37 °C. Then the cells in logarithmic growth phase received the various

detections: wound healing assay for migration ability; Transwell for invasion ability; MTT for half maximal inhibito—

ry concentration( ICy,) after adding rapamycin(0 5 10 20 pmol/L); Western blot for the expression levels of
PBK p-PI3K AKT p-AKT mTOR and p-mTOR. Results

ant to cisplatin which also had strong cell migration and invasion ability when DDP was used and the IC, was at

The PANCH BxPC-3 and SW1990 were all resist—
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high level. After the application of DDP combined with rapamycin the migration ability and invasive ability of the

three cell lines decreased significantly( P <0. 01)

moreover the survival rate of the three cell lines was decreased

significantly so did the IC,,( P <0.01) . Western blot showed that rapamycin significantly down-regulated the ex—

pression of PI3K AKT and mTOR proteins in PANCH and BxPC3 cells
AKT and mTOR decreased p-mTOR protein expression

inhibited the phosphorylation of PI3K

but its effect on the expression of mTOR protein in

SW1990 was weaker. Conclusion Rapamycin can reduce the migration and invasion of pancreatic cancer cells in—

crease the sensitivity of pancreatic cancer to cisplatin and reverse the resistance of cisplatin. This process is a—

chieved by inhibiting the expression and phosphorylation of mTOR signaling pathway related proteins.
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