T ERE A 201352405 £38  Chin] Clin Oncol 2013, Vol. 40, No. 3 wiw.cjeo.cn 131

LBH589 xF A = R7 14 UP & J52 OVCAR-3 £ eI 55 Ay H] #I
1A B ALEIER T

REE BEW S—IB £ F

HWE B ETH A% G E BB H 7 LBH589 3 A L & M 97 £ 5 OVCAR-3 4 JiL 38 74 474 A= 1% ot A =1 A & &
A, iR R FRE LBHS89 4 22 2m fig & R R wikrd 35 (MTTT) Yb &, 35 A6 ) A 2m I3 5809 %7 s AO/EB (& B35 T v A iR 4L Tv A
Fe &0k ) A 29 I T ; Western blot 4 R B 3+ — B2 4745 2685 (PARP) . Caspase—3.Bcl-2 . Bax & @ K-F, £5R:LBH589 ¥ &
FpHl OVCAR-3 2 L3 7, 48 h F 247 H) )R B (1Cs) #7 0.12 pM, Western blot #-) & 3. Caspsae—3 . PARP-85kD 3 $7% & 3 42, Bax
F ik Bel-2 £ KR Y . Z5i8: LBHS89 AR SN 4 AE T 4L 0 4] 99 9% 40 i OVCAR-3 4 I 34 54, i 40 I 08 =

KA LBHS589 JP¥E mmiegsh e

d0i:10.3969/j.issn.1000-8179.2013.03.003

Inhibitory function of LBHS89 on the in vitro proliferation of human

ovarian cancer cell lines and its mechanism

Hongtu CHAO, Junli DENG, Yiming MA, Li WANG

Correspondence to: Li Wang; E-mail:13837196622@163.com

Department of Gynecologic Oncology, Henan Cancer Hospital and the Affiliated Cancer Hospital of Zhengzhou University,

Zhengzhou 450003, China

Abstract Objective: This study was designed to investigate the mechanism and effect of LBH589, a novel histone deacetylase
inhibitor, on the growth and apoptosis of the human ovarian cancer cell line OVCAR-3. Methods: The cells were treated with LBHS89 at
different concentrations. Cell proliferation was determined using the methyl thiazol tetrazolium assay. The apoptotic rate of the cells was
detected by AO/EB double-staining. Protein expressions of polyADP-ribose polymerase (PARP), caspase-3, bel-2, and bax were analyzed
by western blot assay. Results: LBH589 significantly inhibited the proliferation of OVCAR-3 cells at a concentration of 0.12 uM/L based
on a 48 h half-inhibitory concentration (IC50). Western blot assay showed that the expressions of cleaved PARP-85KD, caspase-3, and bax
were increased, but bel-2 expression was downregulated. Conclusion: LBHS89 in vitro can significantly inhibit the proliferation and induce
apoptosis of the human ovarian cancer cell line OVCAR-3.
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Figurel  Inhibitory effect of LBH589 on the proliferation of the human

ovarian cancer cell line OVCAR-3
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Figure 2 Morphological changes in apoptotic OVCARr-3 cell observed
via AO/EB assay
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Figure3  Effect of LBH589 treatments on apoptosis—related proteins of

the human ovarian cancer cell line OVCAR-3

3 iTig
LBH589 /& #r — %) 3% iY 4 55 11 & & Bk Ak il
(HDAC) #5778 Z2 1R /MJF 58 1IE B LBHS589 RE 175



T ERE A 201352405 £38  Chin] Clin Oncol 2013, Vol. 40, No. 3 wiw.cjeo.cn 133

S RVEE R PR FLR R AR A T
A E S AN RIS, 24 T B LBHS89 X B 51
I 240 JEL ) IR A L A I 5 DA S 4 R 3 R £
240 M T R T O 55 LK B 55988 41 i OVCAR-3
A HRLBR A 520
21 A 4 5 5 20 i R A B A DI S &R T
25 240 L 5] B AT ASE e A R A A A A o 4
W R R A ML . ASHIFSE H MTT 7546 0 44
b 8 B A 1) %, & B LBHS89 4114 T OVCAR-3 4 Jfd
P4 14 B, I I 2 7] 2 R BT ] A 285, 91 R B
LBHS589 A {uff 24 Ffd J&] S BEL i T Go/M 87, LBH589 5%
Wi 2411 5] 30 22 A ] R 6 B 224 4 M JR) 30 R 4 A G 2R
F, BB LBHS89 A #%) BT #AT
AO/EB B a3k B 25 I W% LBHS589 1F ] OV-
CAR-3Z4HAE/G A T-/ 284k . AO AT L ik 4 M, ¢
4 A% N 1 DNA G i 2% 68, LK P9 7 RNA 24 21
. SRBEAN M A A M RS 588, 1 HLZhr 1A i ik
Ry LT i R 4R LS. LBHS589 403 OVCAR-3 4l
Ji J5 AT DLW %% 3 i AR Ak, Ui B LBHS89 1E I OV-
CAR-3 45 nl LA 40 g8 T, BRI 25 1)k B )
VB FHBS ] S IE AR G
PR T A5 55 3 I i R 1 2 e L U e I
FPIREHCLGPEAR G . A 1 e 4 B A T R VR T IR
A T-Br o Bel-2 G5 & —JS 5 40 M 12 1) ¢
B A AR, HDAC 57 v DL i )84 Bel-2
KGR A S WL 15 555 T i, 2E s S
ML T PARP B9 5Y YJi F N J2 Caspase-3 i
PRBOE BOFRE a1t Western blot K60 738 4 1)
K+ &I, LBH589 /EH OVCAR-3 41 48 h J5
JIEH) PARP-85 kD ¥4 11, HLIH T 4845 Bel-2 8 KA
WD AR T 8 bR Bax 85 I AR N, I, LBHS89
%500 S5 40 OVCAR-3 & 2B T HL ) 3= 2 2
1 1o A Bel-2 F% 2 Bax Fl Bel-2 [ 335, 406
Caspase—3 JH T3t , HE 75 IR 40 ML JR 1
AL 45 5228, LBH589 A L) B} 3 4170tk 0 6598
4B OVCAR-3 R34 , 5 7] 5 S A FH s 1] 22 1F AH
KA AT Bel-2 ZKE R FI YRk 15 S A T,
FABUIREER , s il R 56 Fn g FH 44 T
Sk
1 Zhang L, Ma YP, Jia G, et al. Inhibitory Effect of Histone Deacety-
lase Inhibitor LBH589 on Multiple Myeloma MMIR Cells In Vitro
[J]- Zhongguo Shi Yan Xue Ye Za Zhi, 2012, 20(5):1122—1126.
2 Catalano MG, Fortunati N, Pugliese M, et al. Histone deacetylase
inhibition modulates E—cadherin expression and suppresses migra-

tion and invasion of anaplastic thyroid cancer cells[J]. J Clin Endo-
crinol Metab, 2012, 97(7):E1150—1159.

3 Kubo M, Kanaya N, Petrossian k, et al. Inhibition of the prolifera-
tion of acquired aromatase inhibitor—resistant breast cancer cells by
histone deacetylase inhibitor LBH589 (panobinostat)[]]. Breast Can-
cer Res Treat, 2013, 137(1):93—107.

4 Atadja P. Development of the pan—DAGC inhibitor panobino-
stat(LBH589) :successes and challenges[M]. Cancer Lett, 2009, 280:
233.

5 Strickler JH, St arodub AN, Jia J, et al. Phase I study of bevacizum-
ab, everolimus, and panobinostat (LBH—589) in advanced solid tu-
mors[J]. Cacer Chemother Pharmacol, 2012, 70(2):251—258.

6 Prystowsky MB, Adomako A, Smith RV, et al. The histone deacet-
ylase inhibitor LBH589 inhibits expression of mitotic genes causing
G2/M arrest and cell death in head and neck squamous cell carcino-
ma cell lines[]]. ] Pathol,2009,218(4):467—477.

7 Qian DZ, Kato Y, Shabbeer S, et al. Targeting tumor angiogenesis
with histone deacetylase inhibitors: the hydroxamic acid derivative
LBH589[]]. Clin Cancer Res, 2006, 12(2):634—642.

8 W, RIGENE, T 3C5E, 5. /SR (e G B A IR 4 e
T),35 B 45 7% 7,2006,13 (1) :8—9.

9  Sedlak TW, Oltvai ZN, Yang E, et al. Multiple Bcl—2 family members
demonstrate selective dimerizations with Bax[]]. Proc Natl Acad Sci U
S A, 1995, 92(17):7834—7838.

10 347 T, PR ol %, 1 T 8, 4. MS—275 BHLIBT STATS {5 5 il % 1 &
U251 4L T[] hAE S g SRR, 2011,28(2) :252—254.

(2012—12—02 fii)
(2013—01—-15 &)
(AR SCH - HBAT)



	3期正文_部分9
	3期正文_部分10
	3期正文_部分11

