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Abstract ; [ Objective | To investigate the effect of calbindin-d28k over-expression on carboplatin-
induced apoptosis in endometrial cancer cells and the related mechanism. [ Methods ] A eukaryot-
ic expression vector of human calbindin-d28k gene was constructed and transfected into human
endometrial cancer Ishikawa cells. RT-PCR and western blotting were used to analyze the mRNA
and protein expression of calbindin-d28k genes in Ishikawa cells,respectively. The Ishikawa cells
were treated with different concentrations of carboplatin and the cell survival rate in were ob-
served by MTT assay. Hoechst 33258 assay was used to detect the nuclear variation of Ishikawa
cells induced by carboplatin.[Results] The levels of mRNA and protein expression of calbindin-
d28k gene in the stable transfected Ishikawa cells were 10 and 1.6 times higher than those in
vector group,respectively. The optimal concentration of carboplatin was 100pwg/ml in Ishikawa
cells, at which the expression of cleaved Caspase-3 was significantly increased. The cell apoptosis
and Caspase-3 expression level were reduced by 7 times in Ishikawa cells with over-expression of
calbindin-d28k. [ Conclusion ] The over-expression of calbindin-d28k inhibits carboplatin-induced
apoptosis in endometrial cancer,which is related to the decreased expression of Caspase-3.
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Figure 1 The relationship of carboplation concerntration-
inhibition rate in Ishikawa cell after treated for 40h
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Figure 2 The expression of calbindin-d28k mRNA
in different treatment groups
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Figure 3 The expression of calbindin-d28k protein in different treatment groups
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Figure 4 The expression of calbindin-d28k and Cleaved caspase-3 protein
in different treatment groups
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Figure 5 The apoptosis of Ishikawa cell in different treatment groups was
determined through Hoehchst 33258

881




Journal of Chinese Oncology,2018,Vol.24,No.9

5 M VT AR BT TS A TR R R AR AR
R A IO W A 3 AR % A B O T R IR AR
W5 R W], DNA 551 B hn-& 9 vl i Fas/Fas
B 1A 52 6 0 A7 538 % 0TS Caspase8 M2 Caspase3,
T8 T2 R AR A B £ 2% ¢ T O T B B TS Y 1
(Apaf-1) 3 1% Caspase9 M Caspase3, fix 2415 5 4 i
P28 Horh Caspase-3 & R 115 5 40 M 08 T 19 OG5
PATE . Huang 55 °WF 5T & 3078 Bili 6 40 2 1 25 20
Ja bk s Caspase #5 FH FIl PARP {535 T I8, 7640
T 245 1) T 50 i A0 ik b, FF Ambral 5% 4% 25 20 Y
H ] i Caspase3 2 18 , 30 il 8 T & Az I 7 A W 401 i
25100 R, Z I R S B0 Caspase & 1 5 P ]
A REARAASE AT 25 A 02 R T T, i A
FARCR .

Calbindin-d28k #& FHAK N3 41) 1z , S 54540
IR R = o o1 U o e o8 SN 1 B G 7
T A — RIS AE M . Calbindin- d28k & H &
AN EF BESG 5, 10 M 2 0
FE5 A RS TOES B 45 A e T R T S e B,
Calbindin-d28k £ [ 7 21 V20 il b A 405 2 1 2% o AR
F TR — A B TRV AR 1, S B A B
TR ER B KRR, S AR AL AT A 4T 15
A5 . BAZIIIES calbindin-d28k & 111
FIR 5 P2 0 L 2 fik 1) A= A B DI AR G AT s i A
AL R BPE T, 103 46 1Y Caspase-3 | 85 85 il 17
PE Bax i TR E B PN B 2 ok BE AR OR3P pl 42 0T
2 L B 52 4 Rl ORI R R 35 S 0 A ML ZE TR . Jung
S0 ok A AR B B Tshikawa 20 AR
i B & A= SR A N B E A S T, & B calbindin-
d28k £ F A 58 4 Bk Tshikawa 20 i b A] 3 5 BH
Wr i 8 T2 FE [ Bax \p53 F Caspase3 [ k , # ill i
AR TR TN, I, calbindin-d28k & H
Al e IE i 2 AR 4 e T

ARSI R W RET 5 Ishikawa 40 L T2, JF
SRR . 100w]/ml B9 REVEEAE T FE A
FEE 5 Tshikawa 4H L AT 8 248 S 4 1% P Caspase-3
F1, A A% A 2 e i 1 A5 RS | IR 20385 R PR T T
it %3k calbindin-d28k # [ 1Y ¥ 5 W B Ishikawa
AL, A R e A S5 IR 25 o U A A e
B A WGP Caspase-3 25 H 1Y R ik 2>, B
Ishikawa 4il i g 5t i & 15 49 calbindin-d28k #

882

AT it 30 i 42 [ 2 348 0 5 2% R RE Sy L 4
BT B A A R G U T R 1 RO b 3 s
iK% P Caspase-3 85 [113R 5 SF L AR 3 240 M S 52 =
Basgm , P, calbindin-d28k 7] AE 7 14 hi P 5598 4A
KAy A EEEE, HRE P HER
calbindin-d28k & [ 7E & PN B8 w4 il 0 T /9 43
FHLH

25 I, 33 33K calbindin-d28k & A AT i i vk 20 o4
T-HATH [ Caspase-3 LW K 41AEF 075 N
F g A0 ML T AR o ASHIF 9 0 1B N g AL 7 T 245
B ML B2 ML T8k %, LA calbindin-d28k £ [ A4 #
SR YT A B = T e R LT AR . Calbindin-
d28k 7E B P BRI b i EL A L AT A R
2 L

S E 3k

[1]  Morice P,Leary A,Creutzberg C,et al. Endometrial cancer
[J]. Lancet,2016,387(10023):1094-1108.

[2]  Choi WS,0h YJ. Calbindin-d28K prevents staurosporin-
induced bax cleavage and membrane permeabilization][]J].
Exp Neurobiol ,2014,23(2):173-177.

[3] Rcom-H'cheo-Gauthier AN ,Meedeniya AC,Pountney DL.
Calcipotriol inhibits a-synuclein aggregation in SH-SYS5Y
neuroblastoma cells by a Calbindin-D28k-dependent mech-
anism[J]. ] Neurochem,2017,141(2):263-274.

[4]  Zetzmann K,Strehl J,Geppert C,et al. Calbindin D28k-
immunoreactivity in human enteric neurons [J]. Int J Mol
Sei, 2018, 19(1) : pii: £194.

[5]  Jung EM,Choi KC,Jeung EB. Expression of calbindin-
D28k is inversely correlated with proapototic gene expres-
sion in hydrogen peroxide-induced cell death in endome-
trial cancer cells[]]. Int J Oncol ,2011,38(4):1059-1166.

[6]  Bradford LS,Rauh-Hain JA,Schorge J,et al. Advances in
the management of recurrent endometrial cancer [J]. Am J
Clin Oncol,2015,38(2):206-212.

[7] Castrellon AB,Pidhorecky I, Valero V,et al. The role of
carboplatin in the neoadjuvant chemotherapy treatment of
triple negative breast cancer]J]. Oncol Rev,2017,11(1):324.

[8]  Schaaf GJ,Maas RF,De Groene EM,et al. Management of
oxidative stress by heme oxygenase-1 in cisplatin-induced
toxicity in renal tubular cells[J]. Free Radie Res,2002,36
(8):835-843.

[9] Huang Z,Yang C,Sun S,et al. Heat shock protein 27,a
novel regulator of transforming growth factor § induced re-
sistance to cisplatin in A549 cell[J]. Pharmacology,2017,
100(5-6):283-291.

[10] Liu J,Chen Z,Guo J,et al. Ambral induces autophagy
and desensitizes human prostate cancer cells to cisplatin
[J]. Biosci Rep,2017,pii: BSR20170770.

B e £ 7 & 2018 4 55 24 %% 9



