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Effect and Mechanism of miR-363 on Cisplatin-treated Breast Cancer Cells

LYU Xiaoai, WANG Bei*, CHEN lJianbin, YE Jing(Center of Breast Disease, the First Affiliated Hospital of Zhejiang
Chinese Medical University, Hangzhou 310006, China)

ABSTRACT: OBJECTIVE To investigate the role and mechanism of miR-363 on cisplatin-resistant breast cancer cells.
METHODS Collected the serum from the advanced breast cancer patients who were treated with cisplatin-based chemotherapy.
Then the expression of miR-363 in breast cancer patients’ serum was detected before or after chemotherapy using qPCR analysis.
Constructed the cisplatin-resistant MCF-7 cell line, the cytotoxicity of cisplatin to MCF-7 cell line and MCF-7-R cell line was
measured by MTT assay. Transfected the MCF-7-R cells with miR-363 to determine whether the transfection of miR-363
enhanced cytotoxicity of cisplatin to MCF-7-R cells. Confirmed whether the expression of Mcl-1 was regulated by miR-363
using bioinformatics, qPCR and Western blot. Constructed the Mcl-1 expression vector, and detected the cytotoxicity of cisplatin
combing with the cotransfection of miR-363 and Mcl-1 expression vector by MTT assay. RESULTS MiR-363 levels were
significantly decreased in advanced breast cancer patients treated with cisplatin-based chemotherapy. MiR-363 levels were also
lower in MCF-7-R cells than in MCF-7 cells. Exogenous miR-363 significantly overcame cisplatin resistance in MCF-7-R cells,
whereas miR-363 knockdown increased the cell viability during cisplatin treatment. It was demonstrated that miR-363 directly
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targeted to Mcl-1, and the downregulation of miR-363 resulted in upregulation of Mcl-1. miR-363 decreased cisplatin resistance
of MCF-7-R cells, partly by targeting Mcl-1. CONCLUSION Downregulation of miR-363 increases drug resistance in

cisplatin-treated MCF-7 by downregulating Mcl-1.
KEY WORDS: miR-363; Mcl-1; MCF-7-R; cisplatin
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Fig. 1 miR-363 level in advanced breast cancer patients

before cisplatin treatment and after cisplatin treatment(n=30)
Compared with before chemotherapy group, ’P<0.05.
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Fig. 2 miR-363 relative expression level in MCF-7 or
MCF-7-R cells (n=3, X=*s)

Compared with MCF-7 cells, Dp<0.05.
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Fig. 3 Mcl-1 relative expression level in MCF-7 or
MCF-7-R cells(n=3, X=*s)

A-mRNA expression level; B—protein expression level, compared with
MCF-7 cells, " P<0.05.
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Fig. 4 The viability inhibition of MCF-7 and MCF-7-R

cells treated with different cisplatin(n=3, x +s)
Compared with MCF-7-R cells, " P<0.05.
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Fig. 5 The effect of miR-363 or miR-363 inhibitor on
cisplatin dependant cell death in MCF-7-R cells(n=3, x *=s)
Compared with NCO plus cisplatin group, Dp<0.05.

3.3 miR-363 L [a | Mcl-1 FRIE

F] TargetScan Human 6.2 #X {F (http://www.
targetscan.org/) Tl miR-363 FHEAL &, 455 K
Mcl-1 A B2 miR-363 HJHEAL AL, Mcl-1 mRNA
3'-UTR I miR-363 [§EA7 57 %128 GUGCAAU,

1044 -

o+ o+
o+

+

Chin J Mod Appl Pharm, 2015 September, Vol.32 No.9

£i7F Mcl-1 mRNA 3-UTR {15 12 328 18 MEF
BR P 1 S — U A, 2238 miR-363
gy N MCF-7-R 40, 4558 kI % J5 MCF-7-R
B ) Mcl-1 FRIATLIRTE mRNA /K Lk 25 A
FK B RETRE, WE 6. X4 RiER
miR-363 ¥ [T Mcl-1, HAMEME miR-363 1 &2
FEAIk MCF-7-R 412 Mcl-1 [FJRIEKF

A
15
- NCO miR-363
o2
_2) 1.0
-?D.—<v
o~ 05
[5}
=
0.0 0.0
NCO miR-363 NCO miR-363
6 MCF-7-R #0} F miR-363 7t Mcl-1 &k ATt %y
n=3, xts)

A-mRNA KikK¥; B-EAFKIEKF: 5 NCO ML, "P<0.05.
Fig. 6 The effect of miR-363 on Mcl-1 regulation in
MCF-7-R cells(n=3,x *s)

A-mRNA expression level; B—protein expression level; compared with
NCO cells, "P<0.05.
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Fig.7 The forced expression of Mcl-1 induced by
pcDNA3.1-Mcl-1, which is not regulated by miR-363(n=3,
xts)

Compared with miR-363+pcDNA3.1 group, 'P<0.05.
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Fig. 8 pcDNA3.1-Mcl-1 blocked the synergism of miR-363
to cisplatin-induced viability inhibition in MCF-7-R cells
(n=3, x*s)

Compared with cisplatin group, "P<0.05; compared with miR-363+
cisplatin group, 2P<0.05.
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Anti-vitiligo Effects of Kebai Particles on Leucoderma in Vitro and in Vivo

WANG Wei', KANG Sidan', WANG Yuexin', HUANG Qiaolingl, HU Yixiangz, YU Chenhuanz(].Department of
Pharmacy, the Third People's Hospital of Hangzhou, Hangzhou 310003, 2.Zhejiang Key Laboratory of Experimental Animal and
Safety Evaluation, Zhejiang Academy of Medical Sciences, Hangzhou 310013, China)

ABSTRACT: OBJECTIVE To explore the anti-vitiligo effects of Kebai particles in vitro and in vivo and evaluate the safety
of Kebai particles. METHODS The effects of Kebai particles on mouse melanoma cells B16f10 proliferation in vitro was
tested by serum pharmacology method. Long term toxicity test were carried out to evaluate the safety of Kebai particles. 50
guinea pigs were randomly divided into 5 groups: normal control group, model control group, high, middle and low dose group
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