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[ Abstract] Background and purpose: The study has found that tumor necrosis factor-related apoptosis
inducing ligand (TRAIL) can enhance the cytotoxic effect of chemotherapeutic drugs on tumor cells. The aim of our
study was to investigate the effects of the tumor TRAIL and cisplatin combined application on the growth and apoptosis
of human ovarian cancer cell lines SKOV3 and OVCAR3, and the possible mechanism. Methods: Under the combined
application of cisplatin and TRAIL, MTT method and flow cytometry were used to detect the proliferation and
apoptosis of SKOV3 of OVCAR3 cells; the mRNA expression levels of death receptors, DR4 and DRS, were detected
by real-time fluorescent quantitative polymerase chain reaction (RTFQ-PCR). At the same time, the protein expression
levels of DR4 and DRS were detected by Western blot. Results: SKOV3 and OVCAR3 cells were sensitive to TRAIL
protein, and with the increasing of TRAIL protein concentration, cell growth inhibitory rate up to 64%. When the
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combination application of TRAIL and cisplatin, the inhibition rate of the two cells reached more than 92%, and the two

drugs showed high synergistic effect, compared with the single drug group (P<0.05). Flowcytometry analysis indicated

that the synergistic killing effect of TRAIL and cisplatin was mainly due to the cell apoptosis. RTFQ-PCR and Western

blot detection results showed that the DR4 and DRS were up-regulated under the combined application of TRAIL and

cisplatin. Conclusion: /n vitro, TRAIL and cisplatin combined application can significantly inhibit the proliferation of

human ovarian cancer cells and induce tumor cell apoptosis. TRAIL can obviously enhance the sensitivity of cisplatin to

tumor cells. The mechanism may be related to the increased death receptor DR4 and DRS5 expression level.

[Key words] Ovarian cancer; Tumor necrosis factor-related apoptosis inducing ligand; Cisplatin; Death

receptor; Apoptosis
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Fig. 1 Inhibitory curves of SKOV3 and OVCARS cells at the

different concentrations of cisplatin and TRAIL

*: P<0.05, compared with other TRAIL concentration
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Fig. 2 The growth inhibitory curves of SKOV3 and OVCARS cells at different time by cisplatin and TRAIL protein

*: P<0.05, compared with TRAIL group and cisplatin group
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Fig.3 The effect of TRAIL combined with cisplatin on apoptosis of SKOV3 and OVCARS3 cells

"P<0.05, compared with TRAIL group and cisplatin group
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Fig. 4 The relative expression levels of DR4 and DRS mRNA in each group
"P<0.05, compared with TRAIL group and cisplatin group
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Fig. 5 The expression levels of DR4 and DR5 in SKOV3 and OVCARS3 cells
1: Control group, 2: TRAIL group, 3: Cisplatin group, 4: Combination group



(P BEmAER L) 20165F5526355585

1.8 7 DR4/GADPH
1.6 7 DR5/GADPH
14 7
1.2 7
1.0 7
0.8
0.6
0.4

0.2
0 T T 1

Control Cisplatin Combination
group gtoup group group

653

25 7 M DR4/GADPH

[0 DRS/GADPH
2.0
1.5 A
1.0
0.5
0

Control Cisplatin Combination

group group group group

E 6 SKOV3FIOVCARS ZHAIDR4FIDRSE AMHAT S 2 LI
Fig. 6 The relative expression levels of DR4 and DRS proteins in SKOV3 and OVCARS cells

"P<0.05, compared with TRAIL group and cisplatin group
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