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IncRNA LINC00308 1E /5 ceRNA i 1T 4% miR-361-5p/TRIP13 % {E i#
BIFIARSE PC3 ZHRRAVIETEFIIR &
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[ ZE] a6 4550 K 845 RNA (ong non-coding RNA, IncRNA)LINCO00308 3} 1] %71 it Joes 4 B (14 184 5 | 1% 28 A3 7% ) 51
R A RAE NS . 2 ok < R LR 78 11 51 B 41 205 e 55 %ot JRUZH 44 r i 3k 22 5 3 (¥ IncRNA & mRNA, - 52
LINCO00308 /% B R A ¥4 % 32 /K& K] ¥ 13 (thyroid hormone receptor interactor13, TRIP13) A FT 4 G MTT SL5 1R 5 K
Transwell FIKIIR SE 56450 LINCO0308 6 il 41) i it 4 F 34 58 12 5% ST B8 0 00 5 1, 57 P AR B ARLR 76 1 P9 96 01 T3k e min, 7
Western blotting &% %15 2H 4k, S 56 76 88 2H 23R8 40 i FR 45 98 LINC00308 % TRIP13 £ 3A (IR . A1 B2 HrBiR 5 RNA %
FLPTUE (RNA immunoprecipitation, RIP) & qPCR R 5% s 3 i 25k PR i 75 512 58 Tl 4% 7€ miR-361-5p 15 LINC00308 [ TRIP13 2.
V%) A AE ELAE LA S ) FH PAR 50 B2  Transwell 42 28 552 56 6168 40 M M A 047 AT 36 0E . 48 3R 30 F 45 L L qPCR 3 [A)1IF 51
LINC00308 (P<0.01) 55 TRIP13 (P<0.05) 7£ 1 4| fRJi 2L 23 e 4 Pl i R b ¥ i m R IE s IR ThRE S IR 45 R Wi R ik
LINC00308 7] LA i3k 51 71 Jitdess 240l PC3 13858 12 28 AT fE 71 (3 P<0.05) , T T 1 5T 51 B 41 1 LINC00308 1A i A 1
Flo PR B AR S IR VIE ST, LINC00308 BE 1 7F 44 A {2 345 1if 41 i PC3 4H i 1) IR (P<0.05 B P<0.01) , HLBEE8 7E & Py 44 A2 1E
TRIP13 %3k (P<0.05) . ‘E¥15 B % 7 #7 5 RIP 2 qPCR F XU 3% )it % i 3 PR 4% 45 S2 06 45 S 4iF 2 miR-361-5p A 4% 23 il 5
LINC00308 5 TRIP13 /) 3'-UTR L7 45 4, H. LINC00308 fit % 38 1 W B miR-361-5p 17 /E g A U 74 5% 4+ RN A (competing endoge-
nous RNA , ceRNA) 4% TRIP13 )31 , MTT T~ 52 [ 2 Transwell 5256 k6 0 Jes 41 it (1) B4 5 L 50 [ B2 R R 28 BE 1 A8 ARAE s T =
B RIREE R . 4 e« R R0 5 g 4L ZUR A0 M v 55 5 555 2604 [ LINC00308 3 & 4% ceRNA ) 2 fig i miR-361-5p ik i
98 TRIP13 R34 , AT {2 33E 5 41 Flbdes 1) 19 4 R 58 S AT Fe e
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IncRNA LINC00308 acts as a competing endogenous RNA to promote the proliferation
and invasion of prostate cancer PC3 cell through regulating the miR-361-5p/TRIP13
axis

BAIHETIYA-Azati, LIU Qiang, WANG Yujie (Urinalysis Center, the First Affiliated Hospital of Xinjiang Medical University, Urumqi
830054, Xinjiang, China)

[Abstract] Objective: To investigate the effect of long non coding RNA (IncRNA) LINC00308 on proliferation, invasion and
migration of prostate cancer cells and its related mechanism. Methods: IncRNAs and mRNAs differentially expressed in prostate
cancer tissues and adjacent control tissues were screened by gene chip, and LINC00308 and TRIP13 (thyroid hormone receptor
interactor13) were identified as the research objects. The effects of LINC00308 on the proliferation, invasion and migration of prostate
cancer cells were detected by MTT assay, plate cloning, Transwell and scratch test. The above effects were verified in nude mice
xenografts. The effect of LINC00308 on expression of TRIP13 in tumor tissues and cancer cells was detected by Western blotting and
immunohistochemistry. Bioinformatics analysis, RIP (RNA immunoprecipitation), qPCR and Double luciferase gene reporter experi-
ments were used to predict and explore the interaction mechanism between miR-361-5p and LINC00308 as well as TRIP13, and plate
cloning and Transwell invasion test were used to verify the biological behaviors of cancer cells. Results: Both the microarray results
and qPCR confirmed that the expressions of LINC00308 (P<0.01) and TRIP13 (P<0.05) were abnormally high in prostate cancer tis-
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sues and four cell lines; cell function test results showed that overexpression of LINC00308 could promote the proliferation, invasion
and migration of prostate cancer PC3 cells (all P<0.05), while down-regulation of LINC00308 in prostate cancer cells had the opposite
effect. In nude mice. LINC00308 could promote the tumorigenesis of prostate cancer cells in vivo, and increase the expression of
TRIP13 both in vivo and in vitro (P<0.05). Bioinformatics analysis, RIP, gPCR and Double luciferase gene reporter results confirmed
that miR-361-5p could bind to 3'-UTR of LINC00308 and TRIP13 respectively, and LINC00308 could act as a competing endogenous
RNA (ceRNA) by sponging miR-361-5p to regulate the expression of TRIP13. In addition, MTT, plate cloning and Transwell assay
confirmed the regulatory interaction among LINC00308 miR-361-5p and TRIP13 from the levels of proliferation, colony formation and
invasion in cancer cells. Conclusion: LINC00308, which is abnormally highly expressed in prostate cancer tissues and cells, can inhibit
the expression of miR-361-5p and enhance the expression of TRIP13 by exerting its ceRNA function, thus promoting the proliferation,
invasion and migration of prostate cancer.

[Key words] prostate cancer; PC3 cell; long non-coding RNA LINC00308; miR-361-5p; thyroid hormone receptor interactorl3

(TRIP13); competing endogenous RNA (ceRNA)
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HI &1 i (prostatic cancer, PCa) A& 55 14 N iy
L I S R 2 — , A BRI Bl P R A A 5
T IRAEE R T E N R A R R R R
FIRAEHRAE IS 5 10 4F PR K 30 5l I8 12.6% 5
5.5%, HL52 30 H AW g s Rt 6 R A
Jiges B e LR (PRI 70 R SR

K B E4uY RNA (long noncoding RNA , IncRNA)
S S AR K B BT 200 MR Y RNA 931, HANGR
1 B [ T AHL BB 8 78 28 WL A% 7 53 T 3 5% g i 155
ZANZ A S K ThBE™ . 41 IncRNA DILC 7 @il
V42 PTEN-AKT 38 i 410 1] 15 e i Jge s 7 7L i vh b
¥ IncRNA SLC4A1-1 F&IA 1] 5 '3 H3K27 i) £ Wik,
g e 2 AL IR R R RS, JIANG &9 Rk I,
LINCO00308 7 il 51 i e v (1) 255 ¥ 35 38 v , R0 L ]
RE -5 11T 471 Jiie R A R R B AR K

MicroRNA (miRNAD #& — 8 H1 20~25 /M % 1 &
R AE TS RNA 7> -, ety 5 #IE R (1) 37 UTR AH
SEGr, NI 51 2 i 3 1 e e S o) JC B A A
SR AN AN ZEIE R 2% 9 miRNA A 8 i 1 45 W 4%
S LA T 1/3 B2 A ()R8 . miR-361-5p J& T miR-
361 F i, HAE it B e PR 45 2 R b b ) 2R
R TR, HOAT REIE U T R A i A K R
T AR U 5 T 00 ) e g %) A J o

A Y 1 5% 4 RNA (competing endogenous RNA,
ceRNA) J& H SALMENA & N 2011 4 3 IR 48 H
4B U, A A IncRNA | pseudogene mRNA Jz 34k
RNA &5 N5 RNA &7 5 35 miRNA A7 R (1 45 &
AL EATTAT DA I 5% 4 M 45 A 2L 1R A miRNA DL
55 Ji5 25 FC L R H0 R A S 3R T 2 5 A T A
G P58 RS T i gge 0k e 5 2 M AR A& B . INAE S5 W e
Hh 5 H T 34 I IncRNA LINCO00858 7] 3 o 35 4+
44 miR-22-3p I H AR LK YMHAZ (383K , A
R 33t &5 e 40 D 1) 389 B IE B8 B A2 2B 68 711 IncRNA
PTENP 1 J2 PTEN 1£ B Ji br A< v 1) R IE [ i FEAIS, H

B FZ 1 31F 92 IncRNA PTENP 1 A {f & miR-106b &
miR-93 ] ceRNA T 4111 15 J i 3 ™

FHODR 8 2% 52 AR [ -7 13 (thyroid hormone recep-
tor interactorl13, TRIP13) & — -5 HUIR AR 52 AR 40 B A
& A, nld st % 5% ATP B /K g Iy, Nz 5
a0 i 4y 2 BEHE RN A2, TRIP13 7E 2 Fo% 4 e
o R ERIA , G R 2 R T AR S 20O
P TR S0 T 5 1 B e R, TRIP13 BT AE {2 96
2 DRV 1 MR 24 e R B4 5 L RS I 1R 2R Thde, S
JEE R IEFEA RGN, ST UL EE 5, AR
RS TEHR 7T IncRNALINC00308 75 5l £ i o 75
Jo FLUE T B 3 1 D S S Dl B G b D503 G A1) i
i R T SORN LIS i (it S B AR AR

1 MR57EE

1.1 s REEA

W8 2018 4F 9 H % 2019 4F 10 T35 98 £ B K
S5 — MR R AT FARIR YT A B A E S 30 X
T2 i 2H 23 T 0 7 1R 9 55 CFf bk 11 2523 em) 2H 21
FEAS o BT R R AT 8 R AR AT AT R
WHANATT « BT ARAR Y0 B AN . A 503K
FRARBEAC B3 0y 2 W ik, BT A B 900 R 38 25 38 i
FEt. RPSRERAE LR E FRE AT
1.2 mie 7 B £ 2K 5

N IE AT F IR b Rz 40 i 3R P69, /i 51 i 41 il &
PC3.LNCaP.DU145.22Rv1 %I [ [E R} 2B i
JHPE . RPMI 1640, 2 EDTA 1] 0.25% i & (il (35
Hyclone 2> 7)), MTT 7l W% 5% 2 (36 [H Sigma
Al fif 2R 3 (FBS) < Opti-MEM (22 [E Gbico 2
7] ), TRIzol. ¥ ¥ 53X 71 & ( 35 [ Thermo A &) ,
SYBR Green Real-time PCR( P ZRIERAED AT,
B ek 371 i 5 A& Lipofectamine3000 ( 3€ [H Invitrogen
2 #F D), Ut BR IncRNA LINC00308 ) siRNA (si-
LINCO00308)  siRNA [ 14 X} ] 7 51] (si-NC) (]} B
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HAEY AT . miR-361-5p mimicmimic [ 4 %] 1 7
%] (NC mimic) \miR-361-5p inhibitor. inhibitor B 4%
[8 5 %1] (NC inhibitor) 1 PCR 5| 4 (_F i 35 A4 ) A
@), pcDNA3.1-LINC00308 Jii ¥i - pcDNA3.1 7% £ {4
(pcDNA3.1-NC, pMS2-GFP Jii #i . pcDNA3.1-MS2
(12x) J5i K (MS2) pcDNA3.1-LINC00308-MS2 (12x )
B A 5 R (MS2-LINC00308-WT) . 5 miR-361-5p
g5 B A 55 34T 9248 1) pcDNA3.1-LINC00308-MUT-
MS2 (12x) f Jii $ (MS2-LINC00308-MUT) (]~ M
fAEY) /] ) . LINC00308 B AE i (WT) L5 58 48 7Y
(MUT)TRIP13 WT K& MUT )¢t & BiF i 15 2 K] i
b (L H A AT o 96 EEAR IR 7 £ (Pro-
mega A 7)), TRIP13 . B-actin (32 [ Abcam /2 &] ) , HRP
FRIC ) IgG ZHu (M AR A ) , Matrigel 2 57 ik (35
BD A &]), RIP & 57 & « Transwell /N = (& [H Milli-
pore A &), G 204K EnVison 57451 & . DAB ¥
R & bR &M AEMEARAFD , KRBT
Ago2 Tk . EZ-Magna RIP™-Binding Protein Im-
munoprecipitation Kit({%[E Millipore /A 7] ) , GFP HiL {4
(1 Roche A &) . BALB/c # i [ 98 [ Bl K 25
Yzt oty , SIAHRAIE S :SYXKGEN2018-0003]. 7
VISR ie 77 58 R Be s SL i A0 B 25 01 25 o A Akt .
1.3 fmfadddc R L4 4

# P69.PC3.LNCaP.DU145.22Rv1 41 il & 75 Ji5
F & 10%FBS ] RPMI 1640 & T 37 °C.5% CO, 1% 7%
Frp R IR BUAEKIC A 5 80% 19 PC3 4i il , 1 2241
Jf 5 B 22 2% 10°AN/FLEE PR A2 6 FLAR o 7 s % YA B
i % 75 52 Opti-MEM, 22 % Lipofectamine3000 it
H, K 50 ng f9 si-LINC00308. si-NC. pcDNA3.1-
LINC00308. pcDNA3.1-NC & 100 nmol/L f#] miR-
361-5p mimic. NC mimic. miR-361-5p inhibitor. NC
inhibitor 73 7l % 4« N PC3 ZH L 1Y , 6 h i B 355 75 55 5 460
N 10%FBS () RPMI 1640 4k L3 55 . 48 h 5 5 #t
T 2 ng/ml 4 2 K 5 10%FBS f DMEM/HG £ 57
W AR B IR3 do K A T B B8 2 0 I B IRAOh L £
1~2 J 200 i L0 B0 v B B, PR B PR S B 22 6 FLAR Hh kAT
PRREFR, @R e A R DL H
1.4 {ERSR SR ML P £ F &K 69 IncRNA F=
mRNA

O R IN 4 %6) i B Mg B e 55 4 2 b 22 R R IA 1)
IncRNA F1mRNA , F F 73 |2 FE 2 o3 W i il 0 22 e %
4 (fold change , FC)>2.P<0.05 }% FDR (false discovery
rate)<0.05 [¥) IncRNA A1 mRNA .
1.5 MTT ikl 4m B 38 58 58

B g% J5 1 PC3 Al 32 Pk 22 96 FLAR H , 2% 104/
Lo HEESNE . mEFLIA 200 pl RPMI

1640 4k 2: 15 77, 53 59 T 24.36.48.72 h W & LA 5
mg/ml [ MTT 20 ul, 5% 5% 4 h, 57 &[5 55 72 0 5 &AL
I 150 wl ¥ DMSO , = Jii T fE % 10 min, TEARIX
490 nm A3 AL G 2 FEARL (D) -
1.6 -FHR ST 1% 58 5640 ) 4w iR, 5%, 1% 75 AR AE

W e G 5 (1) PC3 4 42 b 28 6 AL h 5 1x10° A4S/
FL, 7597 8 d J5 B 3.7% £ T HEE [ € 5 min, 0.05% 45
A 25 4L 4,20 min, B2 PPVE S IS RS N AR5
LT AR
1.7 Fd% 4RAK SR 400 5 48 47 Fo 2 i oF TRIP13 69 & A

Je 2L 2 K g8 55 AH 44 10% WS VWL 5 K
A, #2414 um Y F . K H EnVison — 572,
TRIP13 JLAAHF B LB A 1:500, 4x3/E 2% 1001 1 it
1To Jetogh B 2 44 = i B R M AUE VAl . 4
Ji BH P <5% N 0 43 5 5% <~25% N 153, 25%<~50%
255 550%<~75% N 355, >T75% K457 A G
Vo, 1 A2 70 AR .3 7 Ak ie th . R4
JLBEAE 220 00 5 G 0 i B2 VF 3 AR, 0 23 N A, >1
gy AR
1.8 RNA #.J& 2 ¥ % (RIP) 55 % 4 ] LINC00308 5
miR-361-5p 25 &89 K-F

¥ J5i KL pcDNA3.1-MS2 (12x ) -LINC00308-WT
(miR-361-5p) [MS2-LINC00308-WT]. pcDNA3.1-
MS2 (12x ) -LINC00308-MUT (miR-361-5p) [MS2-
LINC00308-MUT] 5 = [ % & /7 51| pcDNA3.1-MS2
(12x)[MS2]73 5 5 pMS2-GFP 3t 4 X\ PC 4H i,
48 h Ji5 S ER 2 P FH RIP 27 22 i i 224k, B 100 pl 2
FEINN 900 ul 75 H1t GEP 470 44 55 [7] 7Y %+ HE 470 44 1gG
AHAR X HEERI) RIP Buffer % 5 145, 800xg B4 0> 3 min,
N2 Ut e BN BT 7 RNA. N A qPCR £ 9 5
LINC00308 454 ) miR-361-5p. [A]Hf LA Ago2/IgG Ft
A 3E 47 RIP 2 0] 56 UE SE 58, 44 miR-362-5p mimic 1
NC mimic 73 5% 4 N PC3 4H i 1 , 48 h J5 3347 RIP 52
5 , qPCR 5 Ml 5 miR-361-5p 45 & i LINC00308 , &
RIF .
1.9 Transwell 5% 3645 28 fiLAZ £ A8 /)

Transwell T4 Martrigel 55t 5 4 40 O H b 48 55
200 pl JC I 75 K5 77 2 19 12 FL AR 1Y Transwell | %,
4x10°4/4L, FZE A 600 ul RPMI 1640 1577, B41
3INEFL. BiFR48 h i =, PBS vk 2 Ik, HF H
SRR ERNE FERE RN, ToK R
E 15 min, BT, 0.1% 45 i 25 44530 min, PBS Ik
2 G TBIE RS TS /N E 4 i, f
BEALIEE S SHLET H 4
110 XJR 5% 3646 ) 4m fo 15 45 A%

£ 6 FLAR BEAN L 1 JiS 843 FH Marker 28 %)) 2 2% [H)



b

FEGHRI P 2. IncRNA LINC00308 1y ceRNA GBI {7 miR-361-5p/TRIP 1 35 Eidbai 4 e PCI AN AR 22 - 971 -

R4 5 mm REZL, RIS 5% G 5 PC3 4l 4 /b, B 1L
15 2x10°4, T 37°C. 5% CO, BE - FH R 7%, Rrdi i &
JEE 2k 80% A A5 I FH 200 wl % % 28 4 Sk 78 20 o 3% 9%
[ 2 B T Marker ZE X128, 4k 455772 24 h e, (8] B B4l
B4R, 8 Image J 4 B FE B .
L1123 & & B A /) 4R 5% 28 38 9F LINCO00308
miR-361-5p 5 TRIP13 &9 $2.1&) £ &-4F A

£ W5 B 2% (TargetScan 75 28 F 4 22 ) Tl 2 7
LINC00308 K miR-361-5p 55 TRIP13 E. 45 45 & i o
HYUPC3 41 f , 2> 10* AN/FL3EFR T 96 LR , i 1 J F) H
Lipofectamine3000 ¥ B 4= 1 (WT) Jz 274 1 (MUT)
) LINC00308 5 TRIP13 %¢ 't 2 Iifg 4 7 5 K] Jig br Jo
miR-361-5p mimic 5 NC mimic J§i ¥ 3 % 42 N\ PC 4]
M rp, R 2H R S AN B ALk SR F7 , 1 Gk 48 h 5 K AR
PRGBS
1.12 %8R &€ % PCR(qQPCR) 4 M & 4m i o 48 X
miRNA .IncRNA & TRIP13 #) % ik K -F

2 18 TRIzol 3% #2 BX P69 PC3. LNCaP. DU145.
22Rv1 J % By J5 1) PC3 48 i 1 () 52 RNA, I FH 191 4%
ST BFF RNA 108 5605 cDNAL R gPCR k7
Ut B B HEAT qPCR, 17 HI LK 1. LA U6 B GAP-
DH AW 2, K 2 7 ik AT e o #

&1 qPCREAFFRSIHFS
Tab. 1 Primer sequences for gPCR

Gene Primer(3'-5")

LINC00308  F: GCCAAGCTGGTAAAATGGAA
R:TATGGTTTTGACGACTGTGTGAT

TRIP13 F:ACTGTTGCACTTCACATTTTCCA
R:TCGAGGAGATGGGATTTGACG

miR-361-5p F:CCAGCCATCAGCCATGAGGGT
R:GGAGCCCTTTCTGAATCCGCA

GAPDH F:AGAAGGCTGGGGCTCATTTG
R:AGGGGCCATCCACAGTCTTC
U6 F:GCTTCGGCAGCACATATACTAAAAT

R:CGCTTCACGAATTTGCGTGTCAT

1.13  Western blotting 5% & 4& M| & 28 42 = 2w fi o
TRIP13 &9 % ik K-F

KT A e e 55 A 2R B G i PC3 4 Y, NN
RIPA i b T 1 A 1) 7] 4 B ZH 24 s fif v A 2
F. BCAVERITHE A EE,SDS-PAGE 3 B EH , %
FH IR 36 10 43 B8 B (A %% 4 PVDF I, 5% i fig 4 4
1 2 h, 2B TRIP13(1:500) - GAPDH(1: 1 000)
— i, 4 °CIER, IMABARBEAR 1 1 —HT(1:5 0000 =
B E 1 h, LECL KGR 5. Image J#PFIIE 2%
AR AA -

114 #& R & 78 42 A MK LINC00308 *F PC3 41 ie #5
AL 0%k

# pcDNA3.1-LINC00308 ;2 7= % /A& pcDNA3.1-
NC H YL PC3I Y1, PL G418 15 75 3 it Jm R 15 Fa e
FILPC3 Atk . HUA2%H: pcDNA3.1-NC/LINC00308
) PC3 4 it 55 % 4t 27 -OMe 1& 1ffi # si-NC ¢ si-
LINCO00308 ] PC3 4t i, fill % 1 1> 1074>/ml () 48 fid =
o HL200 pl 48 M8 7l 450 T 4 J515% () BALB/c
BREIA BRI, IF R BR B 43 4 si-LINC00308 4H.
si-NC 41 . pcDNA3.1-LINC00308 4 52 pcDNA3.1-NC
RS D, 230 d Ja B SAL FEfar 980 /N B, 11 5
i e A R e A A= e e R A% < b R B 1 426/2) I
PRI & .
1.15 %hits it

% JH SPSS 19.0 £l GraphPad Prism 5.0 48 it 7 #7 .
FRE WL EL 3R FEESOATHER
B F ks 3R, P2 18] LIRS FEAR K58,
% 21 [8] bk %% K H One-way ANOVA [ Dunnett” s 5%
Bonferroni’s 2 5 LR 3EAT 70 #7 s P 23 R 1T 2005 Rl
IF) 2 5 EU IR 7 A 35 34T 40 17 s 1 FH Pearson” V54
% LINC00308 5 TIP13 mRNA fIAH M. L P<0.05
B P<0.01 £ m AA G E L.

2 # B

2.1 LINC00308 5 TRIP13 & AT 7| I /& 48 42 A& 4m fie,
FomEmkik

IncRNA F1 mRNA £ v R 1) 73 )2 JE K40 i
KW, 5955 H AU TG, 4 61 A7 51 i 120 11 Ff
IncRNA F1 10 # mRNA [ 31 2 5 e 4 W 3 (] 1a,
b), H: 1 LINC00308 2 1ij 41 i 2H 23 v b v B oy W
) IncRNA . gPCR #&illl LINC00308 /% TRIP13 mRNA
KiIEGER LR, 5HT 5 IR 55 2R EE, 30 491 1 471 i
AU RIS BN, 530 g R — 3G
Pearson fH I E 43 M 7~ , 7E 30 5 51 i 5 9 55 2H 21
1, LINC00308 /2 TRIP13 mRNA %% & W] & 1EAH %
(r=0.4712, P<0.05; I’ 1e) . ¥ A} qPCR }% Western
blotting ol 25 5 & 7, 155 P69 2 M AH LU , 17 51 Jides 41
Jitu & PC3.LNCaP.DU145.22Rv1 41 g 1 LINC00308
J TRIP13 mRNA 5 &5 [ 21434 I 25 38 in (P<0.05 5
P<0.01,&1 f~h).
2.2 LINCO00308 72 ¥k 51 3F AT 3 B /i 4m e 38 54 | 3£ 45
FBAF o f8 B TRIP13 & ik %6

%4 LINCO00308 32 i =1 ) PC3 48 ik 47 J5 25
B 5T . qPCR S 4 7, % 4% pcDNA3.1-LINC00308
J& 4 AL HR LINCO00308 ik B 2 38 i (P<0.01, ] 2a) ,
1 % 4% si-LINC00308 J& 41l iy ' LINC00308 K ik & 3
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A% (P<0.01,E 2b) o MTT A~V 70 [ Sz 4 45 5
7R B % pc DNA3.1-LINC00308 Ji 41 ffd i 184 54 B 7 5
2 18 1 (P<0.05) , T % G si-LINC00308 Ji5 41 fitd 1 4
FE e 77 BIR % (P<0.05, & 2¢c-¢) . Transwell i %
1RZESLIG 45 R W, 5 4 pcDNA3.1-LINC00308 Jii
Y1 M 7 2% 3B A BE 70 8 35 1 N (3 P<0.05), 11 5 G

XLOC_007038

MEG3
RP11-16116.2
AL6¢-444G7 2

si-LINC00308 J5 4 ffl () 1= 28 « 3T #% fig 77 9 I AIK
(P<0.05, 8 2f.g) . &5 Wik R B, # % pcDNA3.1-
LINCO00308 J& 4 fifl  TRIP13 mRNA K & A ik &
0, 10 % G si-LINC00308 J5 4 TRIP13mRNA }%
T AFRIE R () P<0.05, B 2h. 1),

(e}

—
=

Relative LINC00308 expression
Log,(fold change)

d « —_t e f
z 6 ' 5.0 w
£ % 245 S 20
g 4 . &5 40 “ S
—.2 . . z.g T oo 0 SE15
=% ) =2 35 i S8
5%}2 Oy, o0 25 30 & 5810
05 H{ = 525 o K ° o &
5 - 2 20 . 005
Sl : =
o o : 2 0 9o do ot
o «\&“ RAY 2O\ S
WO Relative LINC00308 expression A2NRY
g h
<
2 s
g S £ Lo
7 ROARGOIRT e s
E & TRIP13 =% 06
v 8 GAPDH [Si - EE 04
o - [P I)
= = 0.2
= 0 z
L <
7 Q o B o S 0
AR LN & 9 oD ¥ b qd
VOV {0 QO\) $C% \S\b«fﬂgj

"P<<0.05,"P<<0.01 vs P69 cells;"P<<0.05, ““P<<0.01 vs Non-tumor group

a-b: The results of heatmap for IncRNA and mRNA abnormally expressed in 4 pairs of prostate cancer and adjacent tissues (each col-

umn represents a tissue sample, in which the red band represents the increase in expression, and the green band represents the decrease

in expression); c-d: The mRNA expressions of LINC00308 and TRIP13 in 30 pairs of prostate cancer and adjacent tissues; e: The spear-

man correlation analysis of LINC00308 and TRIP13 mRNA expression in 30 cases of prostate cancer; f: The expression level of

LINCO00308 in prostate cancer cell lines; g-h: The protein expression level of TRIP13 protein and mRNA in prostate cancer cell lines
1 LINC00308 5 TRIP13 7ERTZIBR 2 2B 4R R 4R & o A FRIX K F
Fig.1 The expression levels of LINC00308 and TRIP13 in prostate cancer tissues and cell lines

2.3 LINCO00308 *F AT 7| i & PC3 4m el % I3 RE 77 B
% 4042 % TRIP13 & ik 69 %7

RE AR YRR S 58 &5 R 2 R, pcDNA3L]
LINC00308 1] & 25 {2 3t PC3 4 i 75 43 5L A P 1) 8
BE 77, 1M si-LINCO00308 fg 1% &2 2 #1 1) PC3 41 fitd 75 4
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a-b: The transfection efficiencies of pcDNA3.1-LINC00308 and si-LINC00308 in PC3 cells were confirmed by qPCR; c-e: The effects
of overexpression or inhibition of LINC00308 on PC3 cell proliferation; f-g: The effects of overexpression or inhibition of LINC00308
on invasion and migration of PC3 cells(x100); h-i: The effects of overexpression or inhibition of LINC00308
on the expression level of TRIP13 protein and mRNA in PC3 cells
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Fig.2 LINC00308 mediated the proliferation, migration and invasion of prostate cancer cells by affecting TRIP13 expression
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"P<0.05,"P<0.01 vs pcDNA3.1-NC; “P<0.05, “*P<0.01 vs si-NC
a-b: The effects of overexpression or knockdown of LINC00308 on tumor-forming ability of PC3 cells in nude mice; c: The effects of

overexpression or knockdown of LINC00308 in PC3 cells on TRIP13 expression in nude mice; d: The expression of TRIP13 in tumor

tissues and adjacent tissues of nude mice (A indicates the peritumoral tissues, B indicates the transplanted

tumor tissues; immunohistochemistry, x200)
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Fig.3 Linc00308 promoted tumorigenesis and proliferation of xenografts in nude mice
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a: Diagram of predicted binding sites of miR-361-5p and LINC00308; b: Double luciferase assay confirmed that miR-361-5p could
inhibit LINC00308 expression in PC3 cells; c: The binding sites of miR-361-5p and TRIP13 were predicted by TargetScan online
database; d: Double luciferase assay confirmed that miR-361-5p could inhibit the expression of TRIP 13 in PC3 cells; e: Schematic
diagram of GFP-MS2-RIP; f: The endogenous binding of LINC00308 to miR-361-5p was detected by GFP-RIP and qPCR;
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Fig.4 miR-361-5p regulated the expression of LINC00308/TRIP13 in prostate cancer cells
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"P<0.05, "P<0.01 vs PC3 transfected with pcDNA3.1-NC or si-NC; ““P<0.05 vs PC3 transfected with pcDNA3.1-LINC00308
or si-LINC00308; **P<0.01 vs PC3 transfected with miR-NC;
a-b: The effects of overexpression of miR-361-5p and LINC00308 on the proliferation and invasion of PC3 cells(x100);

c-d: Knockdown of miR-361-5p and LINCO00308 on proliferation and invasion of PC3 cells(x100); e-f: The effects of overexpression
or knockdown of miR-361-5p on the expression of TRIP13 protein and mRNA; g-h: The effects of overexpression or knockdown of
LINCO00308 on the expression of TRIP13 mRNA; i-j: The effects of overexpression or knockdown of miR-361-5p and LINC00308

on the on the expression of TRIP13.
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Fig.5 miR-361-5p attenuated the effect of LINC00308 on the proliferation and invasion of prostate cancer cells
by inhibiting the expression of TRIP13
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