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# E: BH T miR-212-3p/E B4 FEEH 2 (ZEB2) BEFITHE AREFZ (TPL) X Ui S 4 &R (TAX) it
ZiRI . FiE  PRAMEFRIN SR AN SKOV3 K& H TAX it 241l SKOV3/TAX, LASEHf % & PCR (qRT-PCR) Al 2
# miR-212-3p+ ZEB2 ik, i SKOV3/TAX BHUBH R AL, UL TPL T SKOV3/TAX UMl & 3h#f5, CCK-8 iLA iz
MITEIG R, MR AR, ik IR IR /AR . ¥ SKOV3/TAX. SKOV3 FAEENL - AL, TPL (20 nmol-L™)
#1. inhibitor-NC (100 nmol-L1) #1. TPL (20 nmol-L™!) +miR-212-3p inhibitor (100 nmol-L™1) #, [ LA TAX (0.
5. 10, 20, 40, 60nmol-L~") AbEEZHAL, A SKOV3/TAX 41 it 2575 5. ¥ SKOV3/TAX 4UHuBEHL 2 x4, TAX
(30 nmol-L™") ZH. TPL (20 nmol-L™") 4+TAX (30 nmol-L™") ZH. inhibitor-NC (100 nmol-L™") ZH. TPL (20 nmol-L!) +
TAX (30 nmol-L™") +miR-212-3p inhibitor (100 nmol-L™") 4, 7l 24 h; H4 SKOV3/TAX FEHE R4 R EEHL 2 % B2
TAX (8mgkg™, ip %% H. TPL (30 ugkg™, ip £4%24) +TAX (8mgkg™) 4. inhibitor-NC (5nmol, J&HIES) 4.
TPL (30 ug-kg™') +TAX (8 mg-kg™') +miR-212-3p inhibitor (5nmol, JEWVEH) 4, T 2 8. qRT-PCR iEHG M40 FI
MY miR-212-3p. ZEB2 Fik, L CCK-8. JizlAHMusEat s Ak 4Gy . JA: M= 4AF: Western blotting il
ZEB2. Bax. Bcl-2. Z#ifz45 A | (MDR1) EHAKZE. 4R 5 SKOV3 4ifutbi, SKOV3/TAX 4 miR-212-3p F#{K
H ZEB2 mRNA FiEFHE (P<0.05) . TPL 1] [f#{% SKOV3/TAX 4UAiit 2538 % (P<<0.05) , miR-212-3p inhibitor AJi¥#% TPL
FRERH (P<0.05) o EXTHRAML, TAX HANMAEZ . MBEAF. Bel-2 ARERK (P<0.05) , MTI%E, Bax &
HERIETE (P<0.05) 5 TPL+TAX HAMMAZER. M A . ZEB2 mRNA 5& 13K 1A. Bel-2 5 MDRI & AR IE KK
(P<0.05) , JHT-3R. miR-212-3p Fik. Bax HEAFILTE (P<0.05) ; inhibitor-NC H40MI & TEFr L EE L. 5 TAX H
AHEE, TPL+TAX HAUMIAFIE . Mg AT ZEB2 mRNA 5H H%EE. Bel-2 5 MDRI & HEE K (P<0.05) , FTIE,
miR-212-3p Fik. Bax HEAFRLTIE (P<0.05) . 5 TPLH+TAX 4, TPL+TAX~+miR-212-3p inhibitor 414 7735 %
JiE A, ZEB2 mRNA 5 31k, Bel-2 5 MDR1 fFEHEREEFA R (P<0.05) , FTIE., miR-212-3p ik, Bax HEFKIE
B (P<<0.05) . £5it  TPL w44 Piup SUs AN A TAX fit 251, HLHI AT B85 4% miR-212-3p/ZEB2 15 5@ A% .
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Abstract: Objective To investigate the effect of triptolide (TPL) on paclitaxel (TAX) resistance in ovarian cancer cells based on miR-
212-3p/zinc finger E-box binding homeobox 2 (ZEB2) pathway. Methods SKOV3 ovarian cancer cells and their TAX-resistant cells
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SKOV3/TAX were cultured in vitro. The expression of miR-212-3p and ZEB2 in both cell lines was detected by real-time fluorescence
quantitative PCR (qQRT-PCR). A SKOV3/TAX xenograft nude mouse model was established. After TPL intervention in SKOV3/TAX
cells and animals, the cell survival rate was detected by CCK-8 assay, and the tumor volume was measured to screen the optimal
concentration/dose. SKOV3/TAX and SKOV3 cells were randomly divided into control group, TPL (20 nmol-L™") group, inhibitor-
NC (100 nmol-L ") group, and TPL (20 nmol-L™") + miR-212-3p inhibitor (100 nmol-L ") group. Meanwhile, the cells were treated
with TAX (0, 5, 10, 20, 40, 60 nmol-L "), and the drug resistance index of SKOV3/TAX cells was detected. SKOV3/TAX cells
were randomly divided into control group, TAX (30 nmol-L™") group, TPL (20 nmol-L™") + TAX (30 nmol-L ') group, inhibitor-
NC (100 nmol-L™") group, and TPL (20 nmol-L™') + TAX (30 nmol-L™') + miR-212-3p inhibitor (100 nmol-L™") group, and
intervened for 24 h. SKOV3/TAX xenograft nude mice were randomly divided into control group, TAX (8 mg-kg™!, ip) group,
TPL (30 pg-kg™, ip) + TAX (8 mg-kg™!) group, inhibitor-NC (5 nmol, intratumoral injection) group, and TPL (30 pg-kg™') +
TAX (8 mg-kg™") + miR-212-3p inhibitor (5 nmol, intratumoral injection) group, and intervened for two weeks. The expression of
miR-212-3p and ZEB?2 in cells and tissues was detected by qRT-PCR. Cell proliferation and apoptosis were detected by CCK-8 and
flow cytometry, respectively. The tumor volume was measured. The expression of ZEB2, Bax, Bcl-2, and multidrug resistance protein
1 (MDR1) was detected by Western blotting. Results Compared with SKOV3 cells, the expression of miR-212-3p in SKOV3/TAX
cells was decreased, and the expression of ZEB2 mRNA was increased (P < 0.05). TPL could reduce the drug resistance index of
SKOV3/TAX cells (P < 0.05), and miR-212-3p inhibitor could reverse the above effect of TPL (P < 0.05). Compared with the control
group, the cell survival rate, tumor volume, and Bcl-2 protein expression in the TAX group were decreased (P < 0.05), and the apoptosis
rate and Bax protein expression were increased (P < 0.05); in the TPL + TAX group, the cell survival rate, tumor volume, ZEB2 mRNA
and protein expression, Bcl-2 and MDR1 protein expression were decreased (P < 0.05), and the apoptosis rate, miR-212-3p
expression, and Bax protein expression were increased (P < 0.05); there were no significant changes in the inhibitor-NC group.
Compared with the TAX group, the cell survival rate, tumor volume, ZEB2 mRNA and protein expression, Bcl-2 and MDR1 protein
expression in the TPL + TAX group were decreased (P < 0.05), while the apoptosis rate, miR-212-3p expression and Bax protein
expression were increased (P < 0.05). Compared with the TPL + TAX group, the cell survival rate, tumor volume, ZEB2 mRNA and
protein expression, Bcl-2 and MDR1 protein expression in the TPL + TAX + miR-212-3p inhibitor group were increased (P < 0.05), while
the apoptosis rate, miR-212-3p expression and Bax protein expression were decreased (P < 0.05). Conclusion TPL can antagonize TAX
resistance in ovarian cancer cells, and regulating the miR-212-3p/ZEB2 signaling pathway may be its pharmacological mechanism.
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3p/ZEB2 @ H 1655 U S A A Y TAX N2 1. A
W 7008 o fk Ah RE IR N OF B TAX i 25 40
SKOV3/TAX FH@EIH AR AR AR, £ miR-
212-3p/ZEB2 MBER4RT TPL % N S 4 TAX i 24
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1.2 @RS EERFT

EABHFER (LS 111567-202005, &3
99.6% ) T~ [ £ i 24 i RS e A S B s N BN SR 2
i SKOV3. ABP L8 TAX i 2548 SKOV3/TAX,
T Eig s AEM R A R A F : inhibitor NC

( miR-212-3p inhibitor B ¥ X} f8, %% 5 HY-
RS16408 ) . miR-212-3p inhibitor ( # 5 HY-
RI00442) | #44H] (585 HY-K2017) , T3&
MCE 4 H]; Trizol. f#JiHi N anti-ZEB2. anti-%
ZjitZi8 A 1 (MDR1) . anti-B-actin. anti-Bcl-2 #H
F* X EHA (Bax) . anti-Bel-2 —#i. —H LN *®
JE® PCR (qRT-PCR) ifll&, T Lifgft 54
LR A RA T CCK-8 il & Bibr bt

CKEBPIH) + Annexin V-FITC ¥ TR M7 &
T E Abcam A .

1.3 FENUEE

BK-2008R FAri (ALIfEHE kR R A
FRAT]D s SH800 Jit 4H M (H AR ettt
165-8033 H E LUK 5 F4ENESE . CFX96Touch
€ PCR X (3E[H bio-rad AF])

2 7k
2.1 qRT-PCR #&i0 miR-212-3p.ZEB2 #£ SKOV3,
SKOV3/TAX ‘A h i 3Ri&

39.5 C/KT#% SKOV3. SKOV3/TAX 41
i1, DL RPMI 1640 55755 (& 10% 5 i 4= 1iid -
100 UmL ' §&HR-HE®HZR) 1£37 C. 5% CO2 %%
IR FR REAEAR 2 X5/ SKOV3.SKOV3/TAX
YHMIYIE, LA Trizol $FEHUH S RNA, A—Hi%
qRT-PCR I EHEAT PCR N, W2k 55256
SRS RREA GV, LL U6 F B-actin 73 HER
miR-212-3p. ZEB2 WINZ, F LA ARdEId —& 1k
SKOV3. SKOV3/TAX 40} miR-212-3p+ ZEB2 1{]
Xt RIERE. SIFHIIE 1.

2.2 TPL EERIKRE/FIETHiE

BUEAR 2 IKJG I SKOV3/TAX #HffiiEfh{E 96
FUBRCH, i BN REFL 1X 1044, 44K 24h
Ja LUK 9 0. 5. 104 20, 40. 60 nmol-L~! ) TPL
AEFE 24 W02, A0\ 5 mg-mL~! ) CCK-8 ik &

®1 EE5F5

Table 1 Gene primer sequences

5 Uil FP3 (5°53%)
ZEB2 F AACGAGTGCGGATTTGTAACCAG
R TTGGCAGTAACAGTTGGGCAAG
p-actin F CGACAACGGCTCCGGCATGT
R CTAGGGCGGCCCACGATGGA
miR-212-3p  F CGCGAGATCAGAAGGTGATT
R GTCGTATCCAGTGCAGGGTCCGAGG

TATTCGCACTGGATACGACAGCCAC
U6 F CTCGCTTCGGCAGCACA
R AACGCTTCACGAATTTGCGT

90 min, FIEEFRCIH S HAMBOLE (4 1, it
YA TG 2

MIOAEIE R =A v/ A

S CERAROE 7RI ST SKOV3/TAX #4H
SRR ALY . UL AR 2 IR SKOV3/TAX #tifi, LA
R Eh il (PBS) PRkl 5X 107 A~ mL™!
FIAH B, B 100 uL 52 AR Matrigel J& )57 Ji
RSV EEE S BB A AT S T, 6 dFikkt
50~80 mm?® K/NIR I BR L, BEATL 23yt B ZH AN
TPLAK. . &if&E (30, 60. 120 pg-kg™) 144,
TPL 44525 ip 64 12, 24 pg-mL' ] TPL 59

BT 0.9%FAENE, SR SmL kg, FR

1), SRR ip 5 mL-kg ™' 0.9% 5 ALANTE R,
T2 Jo il S AR MR e K AR A s AR,
SR AR

R P = Fo K A2 X I AR 212
2.3 TPL Xt SKOV3/TAX 4R 2514 R 220

BULAR 2 YR SKOV3/TAX 20, BEFITE 4 e 96
FUBRH, R EENREL 1X10% A4S, BENL AXTIE
2H . TPL (20 nmol-L ") ZH . inhibitor-NC (100 nmol-L 1)
4. TPL (20 nmol-L™!) +miR-212-3p inhibitor

(100 nmol-L™") 4, ZHMAK 24 h )5, HEATHG:

KInZieidt, SRR DOREE N 04 5. 104 20, 40,
60 nmol-L™! ) TAX 4bFH 24 WIS, DLERE 7 I AR «
HH . KE3E SKOV3 4ifif, HEFhTE 96 FLAR H1, +z
Fhas BEoNAEFL 1X104 4, 4l B, 277
¥11F] SKOV3/TAX 4, F CCK-8 ik &l & L
RS HAMAFTE R, /AT 3R1S & 40 TAX /)2
FAMHREE (ICso) , H H %20 SKOV3/TAX 4 Jifg
iy 24 5 F 16,

fiif 25 ¥5 % = SKOV3/TAX 4 it ICs0/SKOV3 4 il ICs0
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2.4 SKOV3I/TAX #Hfa Rk BB EBRR 7 HLE
RARARE

BULAR 2 YR SKOV3/TAX R REFITE 24 FLAR,
FERREFENERL 1X10° 4y, 4K 24 h JERENL xt
M4, TAX (30nmol-L™") #1. TPL (20nmol-L™") +
TAX (30 nmol-L™1) 4. inhibitor-NC (100 nmol-L™1)
2. TPL (20nmol-L°!') +TAX (30 nmol-L™1) +
miR-212-3p inhibitor (100 nmol-L™") 4, #AT4EYL
KI5, KRR B AL EE, A AL EE 24 h
JEWEEAML, AT /5 4L qQRT-PCR. Western blotting .
PHTAEI

% “2.27 i 715 i SKOV3/TAX F4 R 4t
B, BENL AXTHRZL. TAX 4H. TPL+TAX 4.
inhibitor-NC 2. TPL-+TAX+miR-212-3p inhibitor
4, TAX H#ER ip8mg-kg ™' i) TAX (& T 0.9%5
TRANTET, TESHAR SmL-kg™') 31, TPL+TAX 4
#RE ip 30 pg-kg ' 1 TPL F1 8 mg-kg ™' 1Y TAX (3%
BT 0.9%AMBEM, FEH A 5 mL-kgD
inhibitor-NC ZH#% 5 J8 N ESS 5 nmol inhibitor-NC

(AT 100 pL 0.9%FAENEWD , TPL+TAX+
miR-212-3p inhibitor ZH#R i ip 30 pg-kg ™' i) TPL
8 mg-kg ! ) TAX I [F)f98 A VE S 5 nmol miR-212-
3p inhibitor (JFT 100 pL 0.9% S ALNEWD , B
25 1 IR, SRR 2 J8 fa kil g A, 48
Je A HEARR SRS BT AT AL B B, B iRE2H A, B
T4y 300 mg fAIERAY, #AT/E4: qRT-PCR.
Western blotting &l .

2.5 qRT-PCR. Western blotting SZI& 4 i & 48
SKOV3/TAX #HRENIRFEMIELELE miR-212-3p.
ZEB2 &ik

Wt 2.4 7T rh oy ZH AR B I () 541 SKOV3/TAX
g0, LA Trizol 73 M $E B H e RNA J5, % “2.17
Wi 777537 qQRT-PCR o7, K341 miR-212-
3p+ ZEB2 mRNA MRk,

W g “2.47 Tl o A kB S % A
SKOV3/TAX 4l ELH “2.47 Tl R IR A
R 4140, BL RAPT 5 4 B3R B A 2R
F1 5 H BCA ¥4 5E FLik B, 7E 3k K 9 ARk 5
EL 30 pg HHATHLVK . AR, B, BN
2d ZEB2. Bax. Bcl-2. MDRI1. B-actin &5 F &
MN—#t. Zhifa B, HEEH ImageJ A E
= K A I B AT R IE (DL B-actin B AN
W TEXT D

26 CCK-8. M4 S 4 A4 M % A
SKOV3/TAX #HpatEsE ., AT

BUEAC 2 IR SKOV3/TAX RHEHEFIZE 96 fL
Wb, R B NREAL 1 X104, $% “2.47 Tk Jy
TR AN S 33E4T CCK-8 SEI6, I H 252 40 f A7 3%
2, MEEN “2.27 T,

W “247 Wik o H kB E RS A
SKOV3/TAX #HiJf1, UL PBS Peigk 5 A 5X 106-mL™!
40 LB, BFZHEX 1 mL I\ Annexin V-FITC.
Pl 379 &, % Annexin V-FITC T R MH7 &
Wi B 45 77772k PR QA AR 0 25 L 40 Jf ) 1 2
27 FITESH

s LA SPSS 26.0 BTG, 1HE
e x +5 X, HIA 25 BT R =TT 257
M, IR — 0 22 R LG AT LSD-1 K4
3 %R
3.1 miR-212-3p. ZEB2 7 SKOV3. SKOV3/TAX
4HpE Ry FRIK

5 SKOV3 4ifufHtl, SKOV3/TAX 4ft miR-
212-3p MR HIA B 5 2 K (P<<0.05), ZEB2 mRNA
X REEEER (P<0.05) . ZFRILE 2.

%2 miR-212-3p. ZEB2 mRNA 7£ SKOV3, SKOV3/
TAX A HHERIEE (X +5, n=6)
Table 2 Relative expression of miR-212-3p and ZEB2 mRNA
in SKOV3 and SKOV3/TAX cells (X s, n=6)

gl miR-212-3p/U6  ZEB2/B-actin
SKOV3 0.98+0.20 1.03£0.19
SKOV3/TAX 0.29£0.08" 2.3140.26"

5 SKOV3 4iffe thfs: *P<<0.05.
*P <0.05 vs SKOV3 cells.

3.2 TPL &EERKRE/FIEFELER

WK 1 fis, 5 0 nmol-L™! ) TPL 4 EL%,
40, 60 nmol-L™" ff] TPL &4 SKOV3/TAX 4l
MufFiE% (P<0.05) , kT 20nmol-L! f] TPL X}
SKOV3/TAX I 17 1% 26 ToBH 521

Wi 2.3 3 Fow, 5% AL LU, 604120 pg kg™
TPL 4R AR R Z I/ (P<0.05) , 30 pgkg™!
TPL ZH iR A0 B 84k . v HERR TPL 40 E1
P g R, @A S iE B TPL Xt
SKOV3/TAX i a4 5 11 5 1 2 368 3ok 38 5 O TAX
HIBUBPE SR SEE, R 2R5EE6 L 20 nmol- L1 3 FE 1)
TPL 4b¥E SKOV3/TAX 4HfE, LA 30 pg-kg™' FIEM
TPL 43 SKOV3/TAX FEHEIRAE R -



FE48EESH 2025F8 H

{;%;%ﬁ'xﬁf ER Drug Evaluation Research

Vol. 48 No. 8 August 2025 * 2149 -

150=
£ 100 .
B
i
»Ui; *
=
g 50
O T L] T T L T 1
0 10 20 30 40 50 60 70

TPL/(nmol T, )

5 0 nmol-L™! TPL ZHLb%:: "P<<0.05.
P <0.05 vs 0 nmol-L™' TPL group.

1 TEIRE TPL % SKOV3/TAX #AETE AT #2010
(X £s, n=6)
Fig. 1 Effects of different concentrations of TPL on
proliferation of SKOV3/TAX cells (X *s, n=6)

w e P @ P9 o ]
TPL 30 pgkg ! ' ‘ [ ‘ < <@

TPL60 pgkg' B ‘ ® © o o
s & ©®

B2 FEFE TPL T T SKOV3/TAX #B1EER R E
Fig.2 Tumor of SKOV3/TAX nude mice implanted with

different doses of TPL intervention

TPL 120 pgkg 9 L+3 w

%3 7TEIFIE TPL % SKOV3/TAX & EERMEEK
BIFNE (X £s, n=6)
Table 3 Effects of different doses of TPL on tumor
growth in SKOV3/TAX transplanted tumor-bearing

nude mice (X £s, n=6)

2H 53 FlE/(ug-kg™) Jif 3 A AR /mm?
papiict — 965.801+93.46
TPL 30 920.13£86.57
60 763.26+54.74"
120 541.95+42.32"

LxTHA ELEL: "P<<0.05,
P < 0.05 vs control group.

33 TPL Xf SKOV3/TAX £Hffl TAX THZA3E8A9520m
Xt HRALAHEL, TPL 4140 o i) 25 45 %5 5k 25 B A
(P<0.05) , inhibitor-NC ZH i} 2548 % 7c i 5. 481k
5 TPL 4H#HEL, TPL4+miR-212-3p inhibitor ZH £}
i 2546508 2T (P<<0.05) . 4R IE 4.

#*4 &4H SKOV3/TAX MMM Z53EE (X 5, n=6)
Table 4 Drug resistance index of SKOV3/TAX cells in each
group (X s, n=6)

ZH 3 T i 4541
(nmol-L™1)
o Het — 3.06+0.52
TPL 20 1.044+0.31"
miR-212-3p-NC 100 3.08+0.49
TPL+miR-212-3p inhibitor 20+ 100 2.96£0.45%

SRR "P<0.05; 5 TPL 4H#E: P<0.05.
*P < 0.05 vs control group; *P < 0.05 vs TPL group.

3.4 KiE SKOV3/TAX 4HBE K HFSHEEE R g
YA40 miR-212-3p. ZEB2 RKiEHMEER

S IEALAH L, TPL+TAX 4 SKOV3/TAX 4H
i F g 2H4Arh ZEB2 mRNA 54 (A RIA T E %
it (P<<0.05) , miR-212-3p ¥iEEZEm (P<
0.05) ; TAX 4. inhibitor-NC 241 SKOV3/TAX 4
Wit K figeg 444 b miR-212-3p. ZEB2 mRNA 5K
AXRELEZEZ. 5 TAX 4/, TPL+TAX
“H SKOV3/TAX 4 f Mgg 423 ZEB2 mRNA
HEARBEZERM (P<0.05) , miR-212-3p %
EEEAE (P<0.05) . 5 TPL+TAX 4AHEL,
TPL~+ TAX +miR-212-3p inhibitor 1. SKOV3/TAX
a0 e i 4L 23 ZEB2 mRNA 5EARIEEE
THE (P<0.05) , miR-212-3p F£ik BERFL (P<
0.05) . ZRWE 3, £ 5.

21l ZEB? s M- o -_— 136X10°
YA/ B-actin *EEEE-. SEE—. SN S e 420X 10?
JHUBT ZEB2 WS- S s e o | 36X 10°

JIPJBT B-actin WS SEEEN. SEE— A A (< (¢

%I TAX TPL+ inhibitor TPL+
TAX -NC  TAX+

miR-212-3p

inhibitor

3 Western blotting #1520 SKOV3/TAX iR E
EERRMEEA ZEB2 EEFRIA
Fig.3 ZEB2 protein expression in SKOV3/TAX cells and
transplanted nude mouse tumor tissues detected by

Western blotting
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£4H SKOV3/TAX R R B EBE R IELELE miR-212-3p. ZEB2 H3RIA (X s, n=6)

Table 5 Relative expression of miR-212-3p and ZEB2 in SKOV3/TAX cells and transplanted nude mouse tumor tissues of

each group (X s, n==6)

A5 We ¥ /(nmol-L™") s -
miR-212-3p/U6 ZEB2/f-actin ZEB2/B-actin
Hof 1 — 0.99+0.12 1.0140.15 0.914+0.16
TAX 30 0.9240.10 1.07+0.13 0.96+0.14
TPL+TAX 20430 2.43+0.17* 0.324+0.08" 0.17£0.05"
inhibitor-NC 100 0.98+0.11 1.02+0.14 0.92+0.17
TPL~+TAX~+miR-212-3p inhibitor 20+30+100 1.03+0.14" 0.97+0.16" 0.88+0.15"
45 Prilhs IR ;
miR-212-3p/U6 ZEB2/B-actin ZEB2/B-actin
if R — 1.0040.18 0.97+0.13 0.81+0.11
TAX 8 mg-kg™! 0.93+0.15 1.0340.15 0.87+0.10
TPL+TAX 30 ug-kg'+8 mg-kg™! 2.46+0.21% 0.28+£0.07" 0.22+0.06™
inhibitor-NC 5 nmol 1.0140.20 0.98+0.14 0.82+0.12
TPL+TAX+miR-212-3p inhibitor 30 pg-kg '+8 mg-kg'+5nmol  1.04+0.19" 0.94+0.11° 0.78+0.09"

ERHRALLLE:: *P<0.05; 5 TAX #4HHEE: #P<<0.05; 5 TPL+TAX #lLk#: “P<0.05.
*P < 0.05 vs control group; *P < 0.05 vs TAX group; “P < 0.05 vs TPL + TAX group.

3.5 #&%H SKOV3/TAX ZHpiEsE AT R EHZERE
BRAEE KNSR

5xh A AL, TAX 4. TPL+ TAX 4
SKOV3/TAX AIAFIEH 3 MR fAFA 3 FEAIK (P<
0.05) , MT-HREEHE (P<0.05) ; inhibitor-NC
#H SKOV3/TAX 4HHAAE 3 I8 T35 M A

B 5 TAX ZHAHEL, TPL+TAX 44 SKOV3/TAX
HMUAFIE SR IR R PR (P<<0.05) , T
REEE (P<0.05) . 5 TPL+TAX 4L,
TPL+TAX+miR-212-3p inhibitor 2 SKOV3/TAX
PHAFIE . R R B3 T (P<<0.05) , T
R ERIL (P<0.05) . Z5RIE 4 %K 6. 7.

104 104 104 1041 104
1034 10%4 1034 1031 10
= 107 |z 107 102 6 107
10! 10! i 10! 10 10!
(o NN 12 ..l AN (P ..o AN G ... .o SN 1) ... ——
100 10" 102 10* 10/ 100 10! 102 10° 10 100 100 102 10° 10 100 10t 102 10 10 10° 100 10> 10 10*
Annexin V-FITC Annexin V-FITC Annexin V-FITC Annexin V-FITC Annexin V-FITC
pagict TAX TPL+TAX inhibitor-NC TPL~+TAX+miR-212-3p inhibitor
B4 FiH SKOVI/TAX LHAEHR AN ZE R
Fig. 4 Flow cytometry results of SKOV3/TAX cells in each group
*6 X SKOV3I/TAX HFER. ATESMEER (X £, n=6)
Table 6 SKOV3/TAX cell viability, apoptosis rate and tumor volume in each group (X £s, n=F6)
HA W EE/(nmol - L) AR/ % HT%/%
Xof B 30 100.000.00 1.324+0.43
TAX 20+30 73.16£8.20" 28.65+1.29"
TPL+TAX 100 41.25+5.74% 59.38+3.63™
inhibitor-NC 20+30+100 106.01+12.63 1.41£0.45
TPL+TAX+miR-212-3p inhibitor 30 82.74+10.45" 23.91+2.74"

XA TP<0.05; 5 TAX 4lEb#: #P<0.05; 5 TPL+TAX 41H#: “P<0.05.
*P < 0.05 vs control group; “P < 0.05 vs TAX group; “P < 0.05 vs TPL + TAX group.
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=7 BEETR (X s, n=6)
Table 7 Tumor volume (X s, n=6)

2H 33 i & Ji8 A /mm?
o HE 30 973.85+87.24
TAX — 812.14+62.59"
TPL+TAX 8 mg-kg™! 526.32+69.84™
inhibitor-NC 30 pg'kg'+  985.06+101.73
8 mg-kg!
TPL+TAX+miR- 5 nmol 869.50+83.46"

212-3p inhibitor
HXTRALEE: *P<<0.05; 5 TAX 4H#: *P<<0.05; 5 TPL+
TAX AL “P<0.05.
*P<0.05 vs control group; *P<0.05 vs TAX group; “P < 0.05 vs TPL
+ TAX group.

3.6 &£iH SKOV3/TAX 4HREK H a4 R I
RLURAT . TAHEXERRIEENER
Lt AR AR, TAX ZH40H0 & ifsg 4127 Bel-2

EAFRIEDFERIL (P<0.05) , Bax HAXIELRH
FHE (P<0.05) , MDRI1 Fik T B #48L; TPL+
TAX Z40M S 4127 Bel-2. MDRI & F#RIA &
FRE (P<0.05) , Bax FRARKEEE (P<
0.05) ; inhibitor-NC ZH 4l ffd J2 i 983 2 21 Bel-2

MDRI1. Bax ZEARIALEEL. 5 TAX HAE,
TPL+TAX ZH4NHE K ifyRE 2121 Bel-2. MDR1 2
Tk B FEL (P<0.05) , Bax EARLEET S
(P<0.05) . 5 TPL+TAX 4 tL, TPL4+TAX+
miR-212-3p inhibitor #1 41 g J JifJ83 20 21 Bel-2+

MDRI1 EHREEZE A E (P<0.05) , Bax HEAE
K BEEK (P<0.05) . ZRILE S5, %£8.

2 iy

. — -— 1.7X10°
MDRI1 —_—
4
4 R S— S e e 2.1 X104
Bax
4 T e o W 27X 104
Bcl-2 ’
4
ﬂffgn A S S W . 120
Uikl 1.7X10%
MDR1 S a— s —  —
s - — — — 2.1X10°
Bax
g 2.7X10*

Belp (W — e wm— —

i
pactn W S 2}

%I#  TAX TPL+ inhibitor- TPL+TAX
TAX NC  +miR-212-
3p inhibitor

5 Western blotting #1540 SKOV3/TAX AR H#
EERRMEELVAT. MAHEXEARIE
Fig.5 Western blotting detection of apoptosis and drug
resistance related protein expression in SKOV3/TAX cells and

their transplanted tumor tissues of nude mice in each group

=8 #&4H SKOV3/TAX AR HiSEEERMBELAT . MARXERRETRIE (X £s, n=6)

Table 8 SKOV3/TAX cells and transplanted nude mice expressed apoptosis and drug-resistance related proteins in each

group (X s, n=6)

2 W& /(nmol-L ") - i - -
Bax/B-actin Bcl-2/B-actin -~ MDR1/B-actin
o R — 0.1410.02 0.8510.08 0.9340.09
TAX 30 0.25+0.03" 0.71£0.05*  0.95%0.10
TPL+TAX 20430 0.73+0.07*%  0.29+0.04"*  0.30+0.06™
inhibitor-NC 100 0.1340.02 0.84+0.09 0.94+0.08
TPL~+TAX~+miR-212-3p inhibitor 20+30-+100 0.29+0.04" 0.67+£0.06"  0.91+0.07"
151 Fillk:s X HEF%@H%E{ X
Bax/B-actin Bcl-2/B-actin -~ MDR1/B-actin
X i — 0.16%0.01 0.79+0.07 0.87%0.10
TAX 8 mg-kg™! 0.28+0.03" 0.64+0.05*  0.89+0.09
TPL+TAX 30 pg-kg'+8 mg-kg™! 0.75+0.07%  0.23£0.02"*  0.25%0.03*
inhibitor-NC 5 nmol 0.17%0.02 0.78+0.06 0.86+0.11
TPL~+TAX~+miR-212-3p inhibitor 30 pg-kg'+8 mg-kg ' +5 nmol 0.31+0.04" 0.61+0.05°  0.84+0.08"

SxRALLER: "P<0.05; 5 TAX 414 "P<<0.05; 5 TPL+TAX 41Lb#: “P<0.05.
*P < 0.05 vs control group; *P < 0.05 vs TAX group; “P<0.05 vs TPL + TAX group.
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4 Tig DO, el 5 FIE PR (ROS) P2 AE DL R 4]

I PR b DA fi 8 4 i 9s KR Sy B At dl Bh A6 97 ok
BT U0 B, TAX VR N—2R 107 245 76 Ui S 4 Bh ik
SRR A G, (HOP AN AR S PR A
TAX it 25, B FEUATT R, TRREWTTIN 25 K
PUITIES 25— B2 U0 HL0 I PRVA TT 1 A A A
BT TPL 2T IZ AT AR iy R
S —FORARBUEY R, EE S S AR AT
HWEREE . ST, BT RIRESE R R s 1E
FHY, 85 i~ TPL R ik PR ARG 24 25 1 308 1 o
IR /I 4 i i e 210 B ) TAXC T 24 20080, R
TPL W] REXT B S0 TAX T 265 1t A JfEH
AWFRERE R, PL TPL 4 TAX Tl F
SKOV3/TAX #fiffl, wIFEARFmT 255640, FFFRII
£ TAX TTFAMRAAE S BRI 4. Bel-2
EERE, FHEHE TAX T NI T3, Bax
WERIEL, R TPL VK& U0 H98 TAX i 2540 i
XF TAX HOEUEME, (R HAE TAX TN T
B BB PR, BA SR IRAR N S A A
TAX fif it

miR-212-3p 72 H 2 (1) I i K+, 7EEgr
HIAE N I RE P RIS PR, R RIA K
A BRAER v ) S VA 9 SR R0 - B P S 4 L AR
2% TR FIIGEEIE 14 19, miR-212-3p W& ] @i i
8 A HEG 12 B AR T A T I 24 M 1 e AR i
FEROL, A 5T Wi R IE miR-212-3p AIURIE T B N
JESE ALY TAX id 2516, ZEB2 e —Fh E Rz Al 78
AL FEE, EMIRRAE. B St 2=k
AR BRI, H0H| R IA AT S N
o A O RO T B B ST AS 20, ZEB2 FE45 B 4H . 5-
TR E i 247 AR AR TR RS SR ER Y, B
Yang Z5OFHF 70 KB miR-212-3p Al BLRE#E )
TR T ZEB2 FRikmiikiaH TAX
i 257 AR FEgs R AR, M SKOV3 4ijE, H
TAX T 25400 SKOV3/TAX 41 miR-212-3p ik %
ik H. ZEB2 mRNA £i& Tt 5, W miR-212-3p/ZEB2
Z 5020 8% TAX 2574 #8; DL TPL 4b3E
SKOV3/TAX #iiffl, AJF+ miR-212-3p FiA I FEAIK
H ZEB2 #Fik, #W miR-212-3p/ZEB2 B 54 &
TPL Xf 5P 898 TAX W25 EdEFE. AR
FH TPL TE X8 4H M A7 i 25 M 4 P B A
ZHL A ZAESEE, TPL @ ffI % R 1--AH 2%
DRl 2 (Nrf2) RIS 5 11 100995 40 i %o Bl 2% 2% 1)

JAK2/STAT3 15 5 18 s ALK = 200 248 e 1100 01 i 245
PEO2), TPL & n]@ i fHAS HNF1A/SHH {5 516 5K
o IR AR N ) TAX TiRf 2451081, g AS AT 7t &5 S
W, DL TPL 4b# TAX T-7il F SKOV3/TAX 4
1 [F] I BEAEE miR-212-3p IERIA, T E5 TPL Hph
ARFEXE TAX T F SKOV3/TAX ZHff b sE 5
PEETAE R, G SKOV3/TAX 2 MR 24 14 1)
WEAVER, #8785 TPL k55 SKOV3/TAX 4 i 247
FEiE i miR-212-3p FikSZH

TPL nIyEE N O SLm 40 M) TAX M 251, 417
1N U9 5198 TAX N 2540 i3 5 « (it T, BEAS
NOPESE TAX M 2520 e A IR 2B, 1
W miR-212-3p MK ZEB2 FRiknlgER&H LI L
RZTEAE R L], AHFFEUESE T TPL X A BN i
Y iR 245 (PHRHTTHRL, X T 00 S I PR AL T I8 3K
SRR T R — e A
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