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IncRNA AC092718.4 % HER2 FHTE
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(1 )V B 2 KA TR AR AR T v B R B LR BE, T PUEERRT 541002
2 FiEEAsiE Kok B A B MR SR s N RERBem B 1dr=R, BT 201400)

(#ZE) B 83K 483 % 5 RNA (IncRNA)AC092718.4 s+ Ak # & & ¥ B F 4 4k 2(HER2) [a M 4L
)L?Jv it ke e B T RE AL ik (1) R R aR 403k af 25 & @t 25 HER2 [ SUBR S & 3 09 SR &
AR (A AERTEE 4 A2 ), A H IncRNA AC092718.4 .miR-135a-5p . S100 45 %4 4% & P(S100P) mRNA 7=
ﬁé; # A KT (2) VAT il 2k 3 30 R AR 9 HERR Fa P SUAE % 48 i 2 MDA-MB-361 2a i Ak 4 R & @it 24 2 it
HBERY  VASURR S 4n AR BT-474 4 R Yy 3 A, A 22 3 oy S 2R S0 30 2K & @) 25 64 4!5)%@7%’221(BT 4T4/TRA 2 i), #ml
3 20 feL P IncRNA AC092718.4 .miR-135a-5p.S100P mRNA #= & & #5 Kk K-F . ZF — K E W F28 E 30T R
48 h 5 A 3 4m L6y & 7 o (3) B MDA-MB-361 28 .5 7 sh-AC092718.4 48 .sh-NC 48 | *f B 20 AT 52 36, Ho o
sh-AC092718.4 28 £ JL A= sh-NC 28 5 7| 4% F sh-AC092718.4 F sh-NC , % B 40 20 i, R ZRAEATAL 3 2 ) — ik JE vh
FRERTINA8 h )5, ol 3 48 40 R ey 7% ) . (4) K A starBase #= TargetScan 2~ #) M| IncRNA AC092718.4 F=
miR-135a-5p 49 # £ ¥e 47, 38 i WKk K B fR 5 K B 9 38 38 9E IncRNA AC092718.4 5 miR-135a-5p Z 4] |
miR-135a-5p 5 S100P X Ja] a9 ¥eiy 45 0L, Z5R (1) 5 AERT2h 4481k, &t 25 28 IncRNA AC092718.4.S100P mRNA |
S100P %& & & iA K -F H & , miR-135a-5p & A K -F BAK(P<0.05) . (2) 5 BT-474 4m fe A8 Yo , BT-474/TRA 48 feo %
MDA-MB-361 %8 .49 IncRNA AC092718.4 .S100P mRNA .S100P & & & ik /K -F F+ % ,miR-135a-5p £ ik K -F B4,
W Z IR E T R4S hJE 69 2m i i& /1 £ R (P<0.05) . (3) 5 2 B 20 F= sh-NC 281645, sh-AC092718.4 21 MDA-MB-361
an fie 7 7 4K (P<0.05) . (4)starBase T 25 R £ 7%, lncRNA AC0927]8.4 5 miR-135a-5p & ¥e 6 4 o4 %
TargetScan M| 25 R 2 7, miR-135a-5p 55 S100P A $e &y 45 45 % . Kb X B A B 52 36 245 R 427, IncRNA
AC092718.4 7T 5 miR-135a-5p A 444, S100P 5% miR-135a-5p éﬁ?@:‘;& B. £ LncRNA AC092718.4 428t 5L
RS S 2 L 5o v S 2R AR 5 A w25 M, T B IncRNA AC092718.4 %A 7T i % MDA-MB-361 40 ftL x4 wh S 2k £ 3049
it 25 M, L AUH) 7T A8 35 & IncRNA AC092718.4 4F 75 58 41 P4 /R RNA 5% 401 25 & miR-135a-5p, A i £ 8 S100P
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[ Abstract] Objective To investigate the effect of long non-coding RNA (IncRNA) AC092718.4 on drug

resistance of breast cancer in human epidermal growth factor receptor 2 (HER2) positive and its possible mechanism.
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Methods
resistance in HER2 positive were obtained (setting as the non-drug resistance group or the drug resistance group), and their MRNA
and protein expressions of IncRNA AC092718.4, miR-135a-5p, and S100 calcium binding protein P (S1I00P) were detected.
(2) Regarding HER2-positive breast cancerous cell line MDA-MB-361 cells, which were insensitive to trastuzumab, as

(1) Breast cancerous tissues from breast cancer patients with trastuzumab non-drug resistance and drug

primary drug resistant cell model, and regarding breast cancerous cell strain BT-474 cells as parent, the cell model
of secondary drug resistance on trastuzumab (BT-474/TRA cells) was established. The expressions of IncRNA AC092718.4,
miR-135a-5p, and ST00P mRNA and protein of the three categories of cells were detected. After 48-hour intervention
of trastuzumab in the same concentration, activity of the three categories of cells was detected. (3) MDA-MB-361 cells
were obtained and assigned to sh-AC092718.4 group, sh-NC group, or control group for experiment, therein cells in the
sh-AC092718.4 group and the sh-NC group were transfected with sh-AC092718.4 and sh-NC, respectively, whereas
cells in the control group did not receive treatment. After 48-hour intervention of trastuzumab in the same concentration,
activity of cells in the three groups were detected. (4) The starBase and TargetScan were used to predict potential
targets of IncRNA AC092718.4 and miR-135a-5p, respectively. The dual luciferase reporter gene experiment was used
to validate the targeted binding between IncRNA AC092718.4 and miR-135a-5p, and between miR - 135a-5p and
S100P. Results (1) Compared with the non-drug resistance group, the drug resistance group exhibited elevated
expressions of IncRNA AC092718.4, SI00P mRNA, and S100P protein, while a decreased expression of miR-135a-5p (P<0.05).
(2) Compared with BT-474 cells, expressions of IncRNA AC092718.4, SIOOP mRNA, and S100P protein of BT-474/TRA cells
and MDA-MB-361 cells were elevated, while miR-135a-5p expression was decreased, as well as cell activity of trastuzumab
was greater after 48 hours of intervention (P<0.05). (3) Compared with the control group and the sh-NC group, the
sh-AC092718.4 group yielded decreased activity of MDA-MB-361 cells (P<0.05). (4) The results of starBase prediction
revealed that IncRNA AC092718.4 had targeted binding loci with miR-135a-5p; moreover, the results of TargetScan
prediction indicated that there were targeted binding loci between miR-135a-5p and S100P. The results of dual luciferace
reporter gene experiment interpreted that IncRNA AC092718.4 might bind directly to miR-135a-5p, and S100P was
the target gene of miR-135a-5p. Conclusion Breast cancerous cells developing drug resistance on trastuzumab can
be promoted by IncRNA AC092718.4. Down-regulating IncRNA AC092718.4 expression may relieve MDA -MB-361
cells on drug resistance of trastuzumab, and its mechanism may be involved IncRNA AC092718.4 as a compelitive
endogenous RNA competitively binding miR-135a-5p, thereby up-regulating S100P expression.

[Key words]  Breast cancer, Human epidermal growth factor receptor 2 positive, Long non-coding RNA AC092718.4,
Drug resistance, Trastuzumab, MicroRNA-135a-5p, S100 calcium binding protein P
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PEMRESE T E R R 2 " AR H AT C R
R FIR YT B e LR S A R B Ry
BEMPS AR, FEOL S OS2 2R . BF5E
R, 15%~20% 9 FLIRE SE R A 418U h A
KR A KA F 324K 2(human epidermal growth factor
receptor 2, HER2) 1 5 33K , M2 £85I ik e 1, 25
Dy KA R S BOL AL 5L RS, TR R AR R 2.
HiJ , A4 1 Z BR BB AR N Y40 HER2 B sg B BT AR 9
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T 251 Rt 38 DI RE ZEER T it 22 Bk BT A i 25 41
il , DL R L 2 T AR S RN G AR

£ 55 4E 4w S RNA (long non-coding RNA , IncRNA )
JE— AR PER 22 B N TR RNA , K JEE 298 200 %A
M, HAZS SRS E A, (A3 5 HEFR M
IncRNA S ZFLTI S 5 ARG 20 Pt i A dE
AT R BT RS EAR AL miRNA RIS e (0 s ik
FrEERE . ©A IRV IncRNA 5 2L %)
22 PR TR T 25 1A OC , 19141 IncRNA SNHG 1438 328
YR 1 H3 5 27 SRR 7 15 A £ B AR R 8 1 400 i Jo
ZRIET R A E M LIERE , N7 S LR X i
TERBBTHTH25PE s IncRNA ATB AT {2 HE 3L AR5 40
(R ZE RS, LA RO #h 2 2R PTG T 2454, F 2%
F R, IncRNA AC092718.4 78 % M1 2 Bk B4 it 245 1)
FLMG R 20 e vh 5 = 33K fH IncRNA AC092718.4 7F
b 22 R BT 24 7RI B VE TR AR . R,
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ARG IncRNA AC092718.4 %7 HER FHH: 3L 9
21 it 22 R BT T 24 M G S i K AL, A 1 B I
PR L 1h 2Bk BT 24 1Y 7 A AL R A 1Y S8

1 #MEEFE

L1 EZRXAAMNE G (Gibeo A ] LS
10099141) , Eik DMEM(Gibeo A ] 315 :11995065) , G
1135 Opti-MEM (Gibeo A F , 15 :31985070) , [ 22 2k 1
PLOTPU SRR AR A PR A ) 4it'5-: 180288-69-1),
Lipfectamine 2000 % 44185 & (Invitrogen 24 ] , 4IL5
11668027) , TRIzol™ Reagent k551 (Invitrogen NEEIEi
5 :15596026) , i i ) & PrimeScript™ RT Master
Mix (TaKaRa 2 7] : RRO36A) , SYBR® Premix Ex TaqTM
7 & (TaKaRa A F] L b5 : RRO36A) , RIPA i (-
58 = RAEDEAR BN A R #5 : P0013B), —
WERHR 2 2 11 iR & (R s v E TR R A
PRI A L5 E112-01) , PVDF B (Millipore®2 ], 1L -
GVWP02500) , fe Bt A S100 5545 4 25 11 P (S100 calcium
binding protein P, S100P) i 4 (Cell Signaling Technology,
Inc., L5 :7677S) , St N\ GAPDH HifAk (38 = KA
WE AR A PR T A 5174T) R i E AL ) i
FRic i L2 B0 %R 1eG (bt BE A 4t 20 A= PR A R
AL IS - CW0102) , CCK-8 15 4 (Dojindo Molecular
Technologies , Inc. , #It %5 : CK04) , pGL3 Z& {4 (Promega 7%
Al L5 E1751) , 2 A5 IRR) £ (Stratagene 23 ),
#£5:200521) , miR-135a-5p mimic 5 miR-135a-5p [
PEXT B (3 B R 25 B AR A IR A RIR L), T4
K7 sh-AC092718.4 FIXf RIGTAE sh-NC (i 7 BILHE PR B2
LR R AR A FIA ) . ZUEEREPRIY (BioTek
O], A Synergy?2) , ST ¢ E & PCR X (Thermo
Fisher Scientific 2 &), #15:7500) , fb 2% & Y6 % &
45 (il RaeAEmRlFEA R AE], A5 Tanon 5200) , AL
DENCEBFN E 258 (Promega 2y 7] , 15 : 3010C)

1.2 AZAFARR  ZIA20184E5 H 2 20204F5
FETT VY s 25 K 2= B I R AR T b B B WD IR 2
HER2 H % 3L AR g £ 5 H 2 il 2 Bk B0 M6 7 e
K B G fif o8B o G2 1 R (AETR 25 4) L il 2 2k B
Peift 2571 HER2 BHM:FLARIE (3 (2420 ) 45 30 441, Ui
LT BEFUIIELL . GIABRIE 2R G A2
L, e SR HER2 g +++, 50
B AU E AR R HER2 Jg++, B9 G IR A 4258
FEIE S R +++101 HEBRBRAE : B H 1R YT, 20# 7E
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g TR ) 25 0 SR . A BEER K TR IR B
PALUS , s B A TR AN TR gecsm ., &
WF5E 28 PG 2 28 K 2 B A PR T v 5 2 g I 2 A
PRZE VoAt E T R I A B S R E
13 w3 N FLIE 40 i R BT-474 40 f %t
i 2 Bk 2 BT OB H HER-2 B M N 3L 5 95 40 i
Z MDA-MB-361 ZHAEHIE T 5z 41 i 2 293T 4i g 14
W T v R 2% e R0 3% 55 ) DR 2 51 2 A B L 3
FH 5 109% J6 25 10 1% 75 -55 8 22 19 = B DMEM, &
F37 °C.5% CO,F195% W 5 11 6 K5 32 46 15 5%
B EOH MM T JF 225000 . ARSI iR B
3 AL
14 WEERGHILBRB@MBHRGEL DU
Xof i 2 Bk A TN 50U HER2 BHE 7L B 98 40 it 3
MDA-MB-361 ZHRIAE A S5 AT 24 1) AR, DL s
YNNI bR BT-474 4L SEAS , S5 RALAR G 1Y T ik
%ol th 2 Bk BB 25 () BT-474 40 (BT-474/TRA 4
HL) VR R i 25 A AR, BROGH A K 1% BT-474
A, A 10 pg/mL VR BE () 2 BR BT AT R 5%
2~3 d I 1 UR, FF B A A= 4K 2 BE Tk 80%~90% it itk
FHARAR SR FE AR UR 2 13 2 BR FAP T A VR 22 20 pug/m L,
50 pg/mL . 100 wg/mLFF 47 4 il 35 5% | 55 B8 4 )5 6 4%
VIRHSE o FRE28E3% 34 H A, 76 100 pg/mL ¥ 5%
R RERRE A AR B AN RN A BT-474/TRA 400
15 miaskg  BOWEA K MDA-MB-361 Zifif , 427
T 6L (2x10°4HL) T 10% a4 105 1% 5 -4k
T E =P DMEM 5535 24 h 5 , 43} sh-AC092718 4 4H .
sh-NC 20 % BRZH #1752 55, Horf sh-AC092718.4 25 il
sh-NC 2 41 i 43 511 %5 4 sh-AC092718.4 1 sh-NC, %J i
Y0 M A AT AT A B e Yl ad BRI AR R 5 v
17, % B8 Lipfectamine 2000 ¥4 4 32 71 & 154 B 45 i) #
VA B8 {4 FH JC 1L 1 Opti-MEM 43 551 5 B AR R KL |
Lipfectamine 2000, S8 J5 % P & B IR 5], | AT
A5 min J5 FRUCK I ERIA R TR ST, #HE 20 min,
TE U R) P4 2 G A i 35 75 T R A 10% i
A I35 14 v B DMEM, 20 min 565 b R (056 Y IR & W
T B R e e i i i R 3 b % 5 8 h 5 B 45 7% 10%
AR 5 1% T -ERE RSB DMEM, %4448 h )5
I SR E i PCRASI IncRNA AC092718.4 3% 1K1
OLUATEAR SE Y R 00, SR 5 P AT IR 250 56
1.6 B %K ZFPCRAM  fi ] TRIzol™ Reagent
AR B IRE S BT-474 401l \BT-474/TRA 4iiJifd .
MDA-MB-361 4l , L4 % 1.5 71 341 MDA-MB-361 4 ity
.50 RNA, I FH 2 D e bR i RNA ¥R B2 S 4l i
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HURNA 500 ng, fifi F 52 %% 5% & 71 £ PrimeScript™ RT
Master Mix¥f RNA S %556 e DNA B 5 #E AT 5228
JEERPCREY . Hi4E SYBR® Premix Ex Taq™i# 7 £
VLI P BCE 1Y PCR SUWAR R (F£20 wL) , 4% 2xPremix
Ex Taq (Probe qPCR) 10 pL. E¥#51 % (10 pmol/L.)
0.4 pL. U514 (10 pmol/L) 0.4 WL 5 GHREH W
0.8 pL.ROX Reference Dye (1x)0.4 wL.cDNA 1 it
2 wL.ddH,0 6 wL. PCR WA : AR 95 °C 2 min;
E 95 °C 30 s,3E 2k 60 °C 30 s 72 °C 1 min, fEFR 407K
Ph GAPDH 5% U6 A 8 ZZ 3L R0 H i R 338 017
FRUEAl , sk I 27400 A H 0 L DR AR X 3Rk K P
KAEEEY LR 1, TREE 3R,
x1 EESIWFES
S 314551
IncRNA AC092718.4 |i%:5'-GTCCGCAAATGACCCGTA-3’
T :5'-CCCACCCACTCTCTGACCCG-3"
37 : 5"-AACCCTGCTCGCAGTATTTGAG-3’
I :5'-GCGGCAGTATGGCTTTTTATTCC-3
Ue [-3i% : 5'-CTCGCTTCGGCAGCACATATACT-3’
Fi#:5'-ACGCTTCACGAATTTGCGTGTC-3’

miR-135a-5p

S100P ¥ :5'-GGATGGATTGGATGACTCCTTG -3’
TU#:5'-CCCAGGCTGTACGATGAATTT-3
GAPDH ¥ :5'-GTCGATGGCTAGTCGTAGCATCGAT-3

U :5'-TGCTAGCTGGCATGCCCGATCGATC-3'

1.7  Western blot # | BUHL RIS 480 BT-474 40
Jitd \BT-474/TRA 40l \MDA-MB-361 4iifif1, LA & 1.5
340 MDA-MB-361 4 il , & FH & 19 £ 1 B4 i1 77 9
RIPA 2 42 S B8 1, 2R FH s b B R 2 1 o
TR A D A A S B B R B . Wk K &5 min i
FE AR, 85T 10%SDS-PAGE 7 B & 1, K &
FE R 2| PVDF B I o 5% i fg 2F U5 = i £ 1] PVDF
BT h S, A0 A —Hi st A S100P LAk fedt A
GAPDH HUi& (i BEHL 4 1:1 000) ,4 CHFF i 1%
TBST P 3 K (5 min/¥K ) Ji , A BRAR 13 A AL Pyl s
CA LR 1gG (R RE LR 1:5 000) EJEIEE 1 h,
TBST Y% 3 ¥k (5 min/Ik ) . L GAPDH 1E i N 5 &
H R AR 22 RO R R S it AT AT AL s 23 -
SCE T 3K

1.8 CCK-8#m|  HUBT-474 41l . BT-474/TRA 40 s .
B YLHT MDA-MB-361 41, LA & 1.5 H 34 MDA-MB-361
YL FE AT 96 FLAR (5X10° L), FH 10 pe/mlL il 2 B
BB (10 wLAL)EE . 48 hm , #i% B CCK-8 i & ikt
W A5 A T AR, 72 B FL o A CCK-8 K5I & 2 ho
Ii] FsF 58 0o R L (5 oA Ah B A9 40 it K CCK-83aL57) ) Al
2 AL (X F CCK-8 R fRE 72 3L ) o SR Z I RE il

99

PRSI 22 4L 450 nm AL B IROGRE(E . TR 40
677, 20T 7 (%)= (LI FLWROG B - 25 LI O
A )/ O BEFL IR O B - 25 AL FE ) x100% 6
FHHEE 3K,

1.9 &k FoHHRELRAFEE K H starBase
(https://rasysu. com/encori/index. php) I TargetScan
(https : //www.targetscan.org/vert_72/) 43 5l il IncRNA
AC092718.4 Fl miR-135a-5p FIVEAEHLbR o AR T 45
B, 3% IncRNA AC092718.4 F1 S100P ) 575 - 51)
FEFA P51, AT va ke, 4 A pGL3 A L™ A4 B A 7
IncRNA AC092718.4 45455 (IncRNA AC092718.4-Wi)
FIEF A K ST00P 445 5L K (S100P-Wi) o i FH 22 5.7
AR A R 72 IneRNA AC092718.4 41 15 FE A
(IncRNA AC092718.4-Mut) F15 75 4 S100P % 15 F£ A
(S100P-Mut) o #R4J5 Lipfectamine 2000 % 44171 & 15 IH 45
(R4 1 A B8 85 ] miR - 135a-5p #4814 (miR - 135a-5p
mimic 2 ) .miR-135a-5p B4XF B84 (miR-135a-5p NC
) 43515 LR 4 S L YL 293 T 41, 48 h
Jri R XU G 2 il 78 2R RGN 2e e R M. LU
B DR TG PEE N bR HEALXT IR . SR H AT 31K,

110 %t Eah RARIETHIA(RA3.6.1)#k17
G rHr. THEVORILL (eks) 2R, HORCR LR ¢ 462
B PN AEAS e R B B R 2R Oy 22400, DA P <0.05
hZERAGIFE .

2 # B

2.1 HE % SLIRJE 2822 F IncRNA AC092718.4.
miR-135a-5p.S100P & ik K -F o4 b4 HIEM 254
AH EL it 24 21 2L M g 4 20 69 IncRNA AC092718.4 .
S100P mRNA \S100P £ [ #3K/KF- T+ , miR-135a-5p
FIRKFREAE (P<0.05) , ILFE 2,
Fx2 WAHABREIBREAL R IncRNA AC092718.4,
miR-135a-5p.S100P #8 3¢ 5%k 7K T B EL 87 (x£5)

ZieE | Aérgjgil;?m miR-135a-5p SI00P mRNA  S100P % 1
JEMH 2540 30 0.98+0.13  1.01+0.15 1.02+0.13  0.78+0.11
fit2541 30 1.84+0.16  0.38+0.09 1.92+0.19  1.12+0.10
ol 22.178 25.133 19.407 23.421
PAH 0.004 0.008 0.007 0.006

2.2 BT-474 %, BT-474/TRA % . MDA-MB-361 %8
B IncRNA AC092718.4 .miR-135a-5p.S100P & & K
Fegrsr 5 BT-474 4 iR AH L, BT-474/TRA 4 il }
MDA-MB-361 Zii it ) IncRNA AC092718.4.S100P mRNA .
S100P 2K 4 15 7K F- T , miR-135a-5p & 1k K[
&(P<0.05), H. MDA-MB-361 41/if3 (1Y) IncRNA AC092718.4
FKIK - T BT-474/TRA 410 (P<0.05) , W33 K& 1.
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£R3 3T IncRNA AC092718.4 .miR-135a-5p.S100P 8 ¥t 3 1% 7k T B EL %5 (x+s)

2 i n IncRNA AC092718.4 miR-135a-5p S100P mRNA S100P 5 H
BT-474 41 jifd 3 1.02+0.13 1.01+0.12 0.99+0.11 0.47+0.05

BT-474/TRA 40 )i 3 2.25+0.18" 0.31+0.07" 2.37+0.21 0.95+0.10
MDA-MB-361 4 fif 3 2.73+0.25™* 0.28+0.08" 2.44+0.18" 1.03+0.11

F{H 95.235 47.100 52.218 109.258

P{E 0.004 0.005 0.009 0.009
5 BT-474 418 L&, * P<0.05; 5 BT-474/TRA 40 LL 45, # P<0.05,

o ey &6 3ZHMDA-MB-361 4AE S ELER (ks %)

[# 1 3Fh4IH ) S100P 2 H A1 B
23 WK B ARAL I T TS BT-474 4a B BT-474/TRA
29 f, MDA-MB-361 20 it & A rbdx &[al—ikpeh
TERHHT T 48 b5, BT-474/TRA 40 i F1 MDA-MB-361
ML TS J1 KT BT-474 211, H MDA-MB-361 40 AT
FI KT BT-474/TRA i1 (P<0.05) , I3 4.
FT4 ITHABTE RS (x£5,%)

4l n YRS )
BT-474 41 i 3 27.57+1.66
BT-474/TRA 41} 3 77.24+5.32°
MDA-MB-361 4iifif 3 88.22+6.07"*
F{H 432.183
PiA 0.008

1 5 BT-474 4104 * P<0.05;5 BT-474/TRA 4T 45 # P<0.05,
24 IncRNA AC092718.4 %% F i % MDA-MB-361 28
R & g ea ST PO E 1 PCR A I 45 2R WK,
sh-AC092718.4 #4 MDA-MB-361 £ i1 1 IncRNA AC092718.4
22K K AR T BRZH 1 sh-NC 26 (P<0.05) , 1fij %o BB 2H.
55 sh-NC 41 ) IncRNA AC092718.4 353K /K V22 5%
Giit 2 X (P>0.05) , iF B 3 (R i b sl oy, L3 5.
CCK-8 K 4% W .7 , 5 X IR 21 Al sh-NC 41 kb3,
sh-AC092718.4 41 MDA-MB-361 4Hi i3 71 F&4% (P<0.05)
1M % BB 2H 5 sh-NC 20 MDA-MB-361 40 Jiti& 71 22 %6
it L (P>0.05), L6,
3+ 5 344 MDA-MB-361 20l IncRNA AC092718.4
AT FRIE KT BT L% (x+s)

215 n IncRNA AC092718.4
X 2R 3 0.99+0.11
sh-NC 4 3 1.02+0.10
sh-AC092718.4 4 3 0.19+0.04*
F1E 78.149
PIE 0.007

W SXT R AL, * P<0.05; 5 sh-NC41AH L, # P<0.05.

2H 5] n S T
X HEZH 3 92.18+6.25
sh-NC 4 3 95.36+5.47
sh-AC092718.4 4 3 30.05+4.19"
F1i 33.416
PiE 0.005

H SXHBLLRN sh-NC LA EL , * P<0.05; 5 sh-NC 4L L, # P<0.05,
25 HAE¥e S TN LR AR EBRS LR LR
2R starBase TN Z5 SR 7R, IncRNA AC092718.4 5
miR-135a-5p A #1255 37 s, TargetScan Tl 25 4L i
7, miR-135a-5p 15 S100P 4§ [ 45 & 7 4, UL 2.
PN R MRS I L0 25 L /R , miR-135a-5p mimic
41 5 miR-135a-5p NC 41 ) IncRNA AC092718.4-Mut
PEC R BEGME  SI00P-Mut % HC R WG M2 H LG
7 X (P>0.05) , 1fif miR-135a-5p mimic ZH A% IncRNA
AC092718.4-Wi 56 R WG M L S100P- Wi 5 2 Bl ik
PEME T miR-135a-5p NC 41 (P<0.05) , W% 7 .%8. I
REER KM, IncRNA AC092718.4 7] 5 miR-135a-5p

LSS, SI00P S miR-135a-5p YA |
AC092718.4-Wt 5' uuAAAUGGAGGGTGGTT(I](l‘Cl?LlJu 3
UUCGGUAu 5

miR-135a-5p 3’ ngllJCillJAlU(l”CUUAIIJUU U

AC092718.4-Mut 5 uaAAAUGGAGGGAGGAAGCCAUuw 3

S100P-Wt 5" ucACAGAUUCCUGGCAGAGCCAUg 3

miR-135a-5p 3' agUGUAUCCUUAUU--UUUCGGUAu 5

S100P-Mut 5" ucACAGAUUCCUGGCAGAGCCAUg 3
B2 e P T G SR B e S 22 WS o7
RT WLH293T AR IncRNA AC092718.4-Mut
R IncRNA AC092718.4-Wi 55 e E B iE T (x+s5)

IncRNA IncRNA
4151 n AC092718.4-Mut AC092718.4-Wt
YR M PR
miR-135a-5p NC4l 3 0.99+0.13 1.0320.11
miR-135a-5p mimic 2] 3 1.01+0.08 0.36+0.06
il 3.988 19.057
PE 0.380 0.008
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R8 TWHLH293TLMAEAY SI00P-Mut
& S100P-Wt 3 F E EiE M (xts)

S100P-Mut»éy  S100P-Wi%é
21 . ;
miR-135a-5p NC 41 3 0.98 +0.14 1.02 +0.10
miR-135a-5p mimic 21 3 1.00 £ 0.12 0.30 £ 0.07
i 3.421 23.182
PiH 0.218 0.007

3 3 it

NI M5, HAT 2% i NS EE R G i
I, e 5 RNA T AS e 4 5 25 11 103 179 326 18] B
ARG AS RNA® . JE4i RNA 76 Wit (4 % 5
FEE S 5 B B rp A AR T 2
PRI 98 5 oo A M 3 5 JR T e B, LA K b Rz [
AR A B, O A7 2 T 5T i T 7E LR
P IncRNA 5 i Z 2R A PTHirE Z B O & o il n
IncRNA AFAPI-AST ¥R AT AU B8 5 4R X RNA
LA TR 1 IS ERBB2 BIRHVE , BRI 40 X
HZER BT AR TR 25PEY . IncRNA AGAP2-AST i
VR My D88 11 2 35 A 411 1) 7L Mt i 4t e 08 A ot
ZIRPHTHUE" . AT T IncRNA AC092718.4
5 HER2 BH 4 2L B9 T 24 19 5C &, 45 R 7R IncRNA
AC092718.4 7 2 Bk BT 25 1) HER2 PH A 2L AR &
L h 22 BRI T 24 RN Ak K T 25 4 HER2 FH
FLAR IR 40 i 34 75 2R3k #2758 IncRNA AC092718.4 7]
REAE HER2 FH M LA 6T i 22 2R Bt ™ A= e 24 1 1) 5k
P R HE—EER . Ak, T2 i Z Bk B ik
T} 24 340 2 24k 22 T 245 1) HER2 FH 1k 2L o 40 e, bk 22 2k
PO T TS ARG AT R TR 24 2 o A 5 i —
A AV i 22 Bk BT I A T 24 1) HER2 FH M LA 98 41
JIl 2 MDA-MB-361 4 fifl 7 () IncRNA AC092718.4 )5
LT I ZBRBAPTHEAT T 100, 4 M09S I3 R R, BRI
IncRNA AC092718.4 3% 15 W] I 4% MDA-MB-361 4 fifs
xif ittt 22 Bk B BT A i 24 7, R AE HER2 PH M LA i
1 IncRNA AC092718.4 % il Z Bk BBt pi 1 19 ™= A H.
A —E W IEER

IncRNA ] 3 2 22 i AIL ] 978 5 firb 732 4 A it 245 14
P44 E miRNA B PR SE 4 RNA | 3l 3o 228 L A
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(2235 , DT 149 il 240 R 24, 3X 2 IncRNA [ T fig
Z—. miRNA Z£LERNA B FNUTBE S ¥+ 50
FEPI 254 AT A B9, 1T IncRNA 7] 5 miRNA 3541
SEG I H L UTERAON , 7225 il IR
TE 4 RNA 755 s A OC B 2 4 W ad f vh R 15 26
SR . WF5E R B, IncRNA TMPO-AST 5 miR-1179
TE PR S, ER TRIM37 W22 3k, DT 14 o L 1
AT 25V FR 28 6e Y . AR AW E R
22T 25 AR R IncRNA AC092718.4 5 miR-135a-5p
FEAELGE A5, miR-135a-5p Al L1 5 S100P #B 16 454,
I8 3 9O R MR A BRI S g i — PR T IR
M55 F . AR HE— L 43 B T miR-135a-5p 5
S100P 7£ HER2 FH: LA rh )RR 0l

miR-135a-5p 7F 2 Fh Mg v 2238 98, I X b
MR R R EEZAEN . BF5ERY], miR-135a-5p
HR miR-135a B IA 55 B 98 A B AR A TG S B AH
K BEA , miR-135a 34 0] 38 52 #2 [a] 8 15 STAT6 11
RIBRFFATY IR AR T AR,
miR-135a-5p 75 #1 Z Bk FRPUT 25 1) HER2 FH4 FL g
AL 22 BR AT A T 24 RN 4k T 25 1 HER2 PR
L g A A rh B R GK o 1X 427K miR-135a-5p 7] g
2 5 ¥5 HER2 B 2L A8 T il 22 2 sppr i e 2454
5 B AR A/E I HLE, L K IncRNA AC092718.4 %
HER2 FHM: 2L i 98 i 2514 19 52 i) & 75 5 miR-135a-5p
FHOC AN i — 20T

S100P J& T S100 %<k , FE 2 5y i e s (40
JIEL e G RJR T 20 AR 28 S B bR A G RS L Il
AR AN SR AR B ] R A B R AL B s
T A B BRI RAESE" . S100P 1E
= BRI R RS O 5 = BRI
ANRIFHIE™, Cong %" &, S100P 38 13 1 5 1%
K7 B AN A ZE D1 b e RS 268 (L A &
S 1 ik TR 20 M Y 3G 5 E RS IR 2B HE J) o Merry
SERORFFE I, S100P 38 13 31 RAS/MEK/MAPK {5
538 % DL 55 1t 2 BR R BTRT HER2 A B0 HI4E A, A
A2 32 2L % Jes 200 M X o 22 B B = AR T 2 1 . AR F
FEA R RN, S100P 74 i1 2 ZREA T 245 79 HER2 BH %
FLR 98 21 20 il 22 R SR BT DR R TR 24 R0 4k & T 24 11
HER2 FHPEFLAR G 4 M h 1 s 608 X 5 iR 5E 45
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HASE . X LR S100P 3 7] fE 2 5 P 5 HER2 BH 4
LR IRE R 2 BR BB 250 . ASHIF SR 9 6 BRI
AL PR S 00 25 R 2 ] miR-135a-5p 7] L5 S100P $E 7]

254 {H IncRNA AC092718.4 .miR-135a-5p .S100P =

H TR LS HER2 FH P 2L MR 8 i 245 14 A0 A DG
s — DT

2% TR, IncRNA AC092718.4 15 1 2 Bk BA4C it 24
() HER2 BAMEFUIR I LS UR A A 25 2255, T IncRNA
AC092718.4 FEIK A8/ MDA-MB-361 4 L5t i 2Z 2k At
(T 250, HALH AT BE P & IncRNA AC092718.4 VN 35
FrPE N R RNA 58 4+ P45 5 miR-135a-5p, AT |- 94
S100P YA VAR 1 HER2 BHA4: 7L Bt 8 48 Jf 7= 24 i
251 . AHIESE 2 s T S B 5E HER2 BH P 3L 96
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