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Abstract: [ Objective] To study the resistance reversion of rapamycin on ovarian cancer cell line SKOV3/DDP, and ex-
plore its underlying molecular mechanisms. [ Methods ] MTT method was used to detect the cell toxicity , drug—resistant multi-
ple and reversing multiple of cisplatin—resistant ovarian cancer cell line SKOV3/DDP; Western blot was used to detect the
changes of Akt/mTOR Pathway induced by rapamycin. [Results] ) MTT detected that when rapamycin concentration was
25,50, 100, 500 and 1 000 wg/l., its inhibition rates on cisplatin—resistant ovarian cancer cell line SKOV3/DDP were
4.48% ,25.30% ,35.86% ,67.82% , 81.43%. The concentration of 25 g/l was selected to be the reversal concentration, be-
cause its maximum rate was less than 5%. ) The resistant index (RI) of cisplatin—resistant ovarian cancer cell line SKOV3/
DDP was 2.21. 3 The reversal fold of 25 pg/L rapamycin on cisplatin—resistant ovarian cancer cell line SKOV3/DDP was
1.63. @ Western blot results: After the addition of rapamycin, expression of p—-mTOR and its downstream protein p—p70s6k
in SKOV3 and SKOV3/DDP was significantly reduced. Meanwhile, there was a feedback increase in p—Akt. [ Conclusions ]
Rapamycin has a reversal effect on cisplatin—resistant ovarian cancer cell line SKOV3/DDP. Its reversal mechanism may be
inhibiting the cell proliferation and promoting cell apoptosis by depressing the expression of p—-mTOR and its downstream pro-
tein p—p70s6k in Akt/mTOR Pathway.
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Fig.1 The growth inhibition of cell line SKOV3 /DDP

with different concentrations of rapamycin
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Table 1 The inhibition rates of SKOV3 and SKOV3/

DDP to different concentrations of cisplatin (%)

Cisplatin (mg/L)
Cell line
1.25 25 5
SKOV3 38.3x1.3 52.8+2.5 61.5+2.3

SKOV3/DDP 30.1+3.4 38.5+3.1 49.6+3.4

P 0.016 0.004 0.007
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Table 2 The inhibition rates of SKOV3/DDP to different

concentrations of cisplatin with rapamycin (%)

Cisplatin (mg/L)
Rapa(pg/L)
0.625 1.25 2.5
0 (control)  25.4+2.9 31.8+3.2 40.7+2.6
20 28.4+2.5 38.2+2.4 45.7+3.2
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Fig.2 The expressions of Akt/mTOR pathway proteins
after 24 hours cultured with 5 mg/L cisplatin alone or

combine with 200 pg/L rapamycin in cell line SKOV3

3 4 ik

3.1 EWMEZSEHIPERIAAGZ

TS AE B SY & B, mTOR 15 538 % 5 07 401 it
B M VIAHC S 2B R, RN R Ae i
% Wi e 22 24T} 24 A0 M 2R B it 250 | OF LRI mTOR
M FE S A O, BTN R 2 mTOR
SR G B R AT kR SR 45 A FKBP, g i
mTOR 25 [ A9 % 15 F I B 2 136 4k, Bk R i
S6K 1 Fl 4E-BP1 B2 At , 410 i I Pt 4t e J&) 1 2%
F 7 400 %) 2 35 RV 40 ) B4 60 1k it ( D) 19 3%
P 40 5 3 G 1 3 2= S gl BELUT , [R] S} mTOR
{5 5 0 [0 38 2 9 Y 8 T AH O B pS3. Bax,
Bel—2 %5 (1) & 1R A1 4 M i A= R 165, Be 2 - 24m
It ) S 45 s R0 40 B R T, 2T T DA B i 2
Gy Ah AT R B, 75 2 25T 24 B ik L 40 i R
W, B IA B AE M P-gp ZEJCIE , I P-gp A AEIE L
ZFpHLE B 25,

Control DDP Rapa  Rapa+DDP

N— — —— P-mTOR

—— —— e | P-p70s0k

A ——— (A P D

1) — €3 control
3 DN e | DDP
) ; 1) . &3

8 Rapa
@ Rapa+DDP

Intensity (fold of control )

p—mTOR p—p70s6k p—AKT

1)P<0.001;2)P<0.01;3)P<0.05
3 SKOV3/DDPF 200 ng/L EMHER .5 me/L A
SBK & 1EF 24 h /5 Akt/ mTOREBEAA X E QK FAIZTL
Fig.3 The expressions of Akt/mTOR pathway proteins
after 24 hours cultured with 5 mg/L cisplatin alone or
combine with 200 pg/L rapamycin in cell line SKOV3/
DDP
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