(PBBZBER L) 2015FEE255890
652 CHINA ONCOLOGY 2015 Vol.25 No.9

¥ 4% 3F 25 AR NA HOTTIP i@ it iA4%
21 LB T KT AR 3R A 4D dm RO A R 3 g

BAWR', & T, OFH’, REB’, A M’

L. thEﬂﬁt”BﬁE%#E&%ﬂ’]%ﬂ i_ff K% 116011 ;
2. RIEBERIR P HGUR G720 %, 107 KiE 116044

[FHE] BER588: HBRIA/DIIIEMIE mon-small cell lung cancer, NSCLC)A R HH2 WG K U5 Fx
B EA EEWRER SCMIGE RN . KAEE AL RNA(IncRNA)TE IR v VR T2 85 | EAIF IS 5 10 6 0E . AR
WA AT Inc RNA HOTTIPZENSCLC H ) 23815 B0 B S NSCLC R M TR /K - RS2 i AL . ik s SR SEmt
FE HPCR(quantitative real-time PCR, qRT—PCR)RIM /7 ¥4 545INSCLCLH 2 Hxt B i 52 4 2L HOTTIPER
IKTEBL, S3HINSCLCZHZTHOTTIPEE A Sl G BES B AR . MTT 5 1246 D0 it 9 40 38 5 7K S, ‘Jfﬁfﬁéﬁiﬂ@
ARIGIR TR0k A s E i [ ] BNk (Western blon &l H YR Y E I Fx2EL., SR S5 44
B, HOTTIPEM A 41 R R B IIN, 22 54 51t # 8 X (P<0.05), HOTTIPZiA 5 Bk *?ﬁﬁu
TNMAMFHIC, FYHOTTIP siRNA ZASAOffRAML )G, 25 R NR, SR YA MY Iob i e i L, ﬁ%
siRNA-HOTTIP [JAS49ZMIHOTTIP FIAM A% ; HOTTIPER S N5 A0 M Ba7e i BEyaite , A T-sRBs i,
AHICHE I Bax IR N, Bel-238ik3/0, 451 : HOTTIPZ —F#i MINSCLCAEMbrREY _M’Ejjﬂ*ramﬁr
L

[k8i1R ] KEEEGMRNA; HOTTIP; HE/NAUMligE ; $558; 40T

DOI: 10.3969/j.issn.1007-3969.2015.09.002

hESZES: R7342 XEEEEE: A XEHS: 1007-3639(2015)09-0652-07

The long non-coding RNA HOTTIP promotes the proliferation of non-small cell lung cancer cells
through the regulation of apoptosis ZHOU Fachen', ZHAO Lei', BAI Yuxin’, CHI Xinming’, ZHOU
Xin® (1. Department of Thoracic Surgery, the First Hospital Affiliated to Dalian Medical University, Dalian
116011, Liaoning, China; 2. Department of Histology and Embryology, Dalian Medical University, Dalian
116044, Liaoning, China)
Correspondence to: ZHOU Xin E-mail: dl_zhoufch@126.com

[ Abstract | Background and purpose: Exploration of the effective early diagnostic and prognostic markers of
non-small cell lung cancer (NSCLC) has important scientific significance and clinical value. Recently, the role of long
chain non-coding RNA (IncRNA) in the tumor attracts widespread attention. This study intended to investigate the level
of IncRNA HOTTIP in NSCLC, the effect of HOTTIP on cell proliferation and its mechanisms. Methods: Expression
of IncRNA HOTTIP in tumor and their matched non-tumor tissues were determined by quantitative real-time PCR
(qRT-PCR) in NSCLC patients. Then, we analyzed the potential correlation of IncRNA HOTTIP expression levels in
tumor tissues with clinicopathological features of NSCLC and clinical outcome. The effects of HOTTIP on NSCLC cell
proliferation and apoptosis were tested using in vitro MTT and flow cytometric assays. Western blot method was uesd to
detect the expressions of proteins. Results: LncRNA HOTTIP expression level was significantly decreased in NSCLC
tissues in comparison to adjacent non-tumor tissues (P<0.05). It was also proved that HOTTIP expression was associat-
ed with NSCLC histological grade and lymph node metastasis. Moreover, knockdown of HOTTIP expression in A549
cell line decreased proliferation and enhanced apoptosis compared with transfected negative control. Western blot assay
showed that the level of Bax protein was significantly increased, whereas Bcl-2 was significantly decreased in HOT-

TIP-silencing A549 cell. Conclusion: HOTTIP is a novel prognostic biomarker and a potential therapeutic candidate for
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HOTTIP expression in NSCLC and its clinical significance
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A: Difference in expression levels of HOTTIP expression between cancer tissues and matched non-tumor tissues; B: Relationship between HOT-
TIP expression and tumor stage; C: The relationship between HOTTIP expression and lymph node metastasis; D: Expression level of HOTTIP in 4
NSCLC cell lines. *: P<0.05; **: P<0.01

Relative expression of HOTTIP

1.5+

Cell survival

Blank

si-NC si-HOTTIP

1.4+ ol Bk

124 == si-NC

1.0 = si-HOTTIP
0.8

0.6

0.4

0.2

0 0 24 48 72

2 HOTTIPX}A5494H B 455 1 24 Ml
Fig. 2 The efffect of IncRNA HOTTIP on the cell proliferation in vitro

A: AS549 cells were transfected with si-HOTTIP or si-NC for 48 h. The expression of IncRNA HOTTIP was measured by qRT-PCR; B: Cell
proliferation of A549 cells was detected by MTT



656 BRI, & KHEIFRIBRNA HOTTIP BIEE4BAA TR e IR B EIgia

Blank si-NC si-HOTTIP

10*
*

30
§
£

-% 20
8
3

< 10+

0 Blank si-NC si-HOTTIP

3 RGN E AS49FRHOTTIP SRk 5 4 B =7k F
Fig.3 Apoptosis of cells was measured by FACScan after HOTTIP silencing in A549 cell line

A: Apoptosis of cells was measured by FACScan after staining with FITC-annexin V and PI; B: The quantification of apoptosis in the indicated
cell lines. *: P<0.05, compared with blank group
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Fig. 4 Apoptosis-related proteins were measured by Western blot after HOTTIP silencing in A549 cell line

A: The expressions of Bcl-2 and Bax detected by Western blot; B: Densitometric analysis was done for HOTTIP expression. *: P<0.05, compared
with blank control group
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