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[ Abstract] Objective To investigate the transcriptome differences of ovarian cancer cells after cisplatin
(DDP) resistance,and to find potential antagonists based on this screening. Methods DDP-resistant cell line
A2780-DDP was constructed with A2780 cells as the research object. Through transcriptome sequencing anal-
ysis,the key factors of DDP resistance were found and verified by quantitative real-time PCR (qPCR) and
Western blot experiments. Through the screening of small molecule inhibitors, CCK-8 cell viability assay was
used to find potential antagonists. Results A2780-DDP were successfully constructed,and it was found that
there was no difference in cell proliferation after drug resistance,but the ability of cell invasion and migration
was enhanced. Through transcriptome sequencing analysis,it was found that ITGB7 and Akt may be the key
genes of A2780-DDP, and qPCR and Western blot showed that they were highly expressed in A2780-DDP.
CCK-8 results showed that triptolide (TPL) and Olaparib had good inhibitory effects in DDP-resistant cell
lines. Conclusion The ITGB7/Akt pathway plays an important role in DDP resistance,and potential DDP re-
sistance antagonists such as TPL can provide new ideas for the treatment of ovarian cancer.
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H A Takara 2 5] 5 51 %)t 4 307 3 A= 0 BF R0 A BR
N A B e BRI B 3 E Abcam 2 A 5 LLEST/N
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1.2.1 @0 3s I Bt 2 dm o My 2

AR B2 /9 DDP il % A2780, 78 55 F2 48 b 1%
F% 48 h JE R B 2y B IR Ak S 15 3R L fR A B HUE K
WEELZNEIES. BEIRANER 0. 2~64.0 pg/mL,
3545 DDP i 2540 8 A2780-DDP. i S i )5 . 7
TR FRFEEPRM 1.0 pg/mL B DDP DL 4k 5 H it 25
P, A2780 F1 A2780-DDP i F & 4 10% i 4F 1M
%.100 U/mL %% £ Ml 100 pg/mL 5% £ 1 1640
BR g3 IFFE 37 “C.5% CO, KA 3% .
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0.24.48.72.,96 h HY 20 LG 71, I 2 il 40 M 43 5 th 2k
1.2.3 X R =%

20 AT g 7 3 2 Y] IR SE g AT 9 E , 43 R
A2780 F1 A2780-DDP #% I8 1. 0 X 10" A~ Hp AL 11 % J&
FeRh s 6 LA, 55 % A B 8026, H 200 pL Y
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24 h 5 FRRAAB M RR IR R, 5 0 h #F1T IhAL,
55 4IF 4 A ) 1 A e
1.2.4 et #Fiz £ 458 A

i il Transwell /NZ (Costar) A I 24 il 3T 52 Fl 4=
ZEHE J7 L R AL 40 . 800 r/min #5540 3 min J5 JHBE
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SRV ASIER

*1 E= PCREI¥FE5I

HH S1FF (5" —3") 74 (bp)

IGF1R 1IEM :AGG ATA TTG GGC TTT ACA ACC TG 80
K :GAG GTA ACA GAG GTC AGC ATT TT

PIK3CG IE]:GGC GAA ACG CCC ATC AAA AA 150

I : GAC TCC CGT GCA GTC ATC C
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gR1 EE PCR3IMFF

FE[H

sI4)¥5 (5" —3")

7= (bp)

PDGFRA

PDGFC

1TGB7

ITGAS

EM:TTG AAG GCA GGC ACA TTT ACA
215 : GCG ACA AGG TAT AAT GGC AGA AT

IEM :ATT CAC AGC CCA AGG TTT CCT
JZ 11 : GGG TCT TCA AGC CCA AAT CTT

E: AGA ATG GCG GAA TCC TCA CCT
I : TGA AGT TCA GTT GCT TGC ACC
1Ef : TCA GGC GTT CAA CCT GGA C
1 :GCG TCG GGT ATG TGG AAG TC
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8 WIE . & B TPL ., B AL b Je %5 4 il 5 % A2780-DDP

10

EFERIAAE
y T 7

N
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I A2780
= A2780-DDP

I A2780
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FLAT B0 9 10 0 B0OR . o TPL 9 45 BT 3CR T o 1
i, A2780-DDP 1 1C;, £924 0. 17 pmol/L, 5 A2780
S, B RS s o (B, W 4.

A2780 A2780-DDP

=3 A2780-DDP

p—AKT

GAPDH

IGF1R PIK3CG PDGFRA PDGFC 1TGB7 ITGA8 B

A qPCR A8 AH 5 2 H B9 22 35 K - 5 B: Western blot £l Akt Ml p-Akt # F YR IA

B 3 qPCR #1 Western blot fiFERHEFER
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Em A2780 I A2780-DDP
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0.5 0.5 0.5
L = I I &
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0 2 10 50 25 0 1 5 25
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& & [
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125 0 50 250 1 250
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A+ 550 PR W% BE X A0 I J1 B R2 ;B OTS964 xﬁéﬂ]ﬂﬂrﬁﬁnﬁwuw ;C:CPT M4 % H B s D: AZD7648 X 41 LI 1 (952 0 5 E. TPL X 41 Jifd

15 3 PR IR 5 T B0 JE X 20 ML 3 T )5

& 4 CCK-8 7% ik

3 i i

DDP i 24 f2& 59§98 Ak 3697 v i % L RS 2 —
FEEE S B IR T AR . R, BR AT E O B
DDP ifis 24 1 7= A= AL il A O B R R L B J 28 3 SR
B, AW TSR A2 ik, IR K 8L ITGB7/ Akt
W AE DDP i 25 A7 78 i 2R3k 0 P JF O 2
TPL Z£ 3 7E 1 DDP i 2535 17 .

ITGB7/ Akt fE 05 () & L &k S 2 A4 o B
RAEREEH . ITGB7 G RBEHEN K G, FE
SHMF M BEA C . BEERIEE ECM 4r 1 (0
J I A 1 IV O H ) S A M AR TR A A A b i A
HERZKEE ECM M EAEH 143815 5 DL 240 i A=
K S GERS BB A A A AT o A RN, HE
I8 A R 0 e E 5 R RE Y kAR RN i R % T AE OG
A LA A S RE IR T MR A R W
(TG — &5 « (ITGAL.ITGA10,ITGA11.1T-
GA2.ITGA2B.ITGA3.ITGA4 . ITGA5 . ITGA6 . IT-
GAT7.ITGA8.ITGA9 . ITGAD.ITGAE.ITGAL.IT-
GAM,ITGAV Hl ITGAX) fil B(ITGB1,ITGB1BP1,
ITGB1BP2, ITGB2. ITGB3, ITGB3BP, ITGB4, IT-
GB5.ITGB6. . ITGB7.ITGBS #1 ITGBLD) %K, AW
FFEY, —2 ITG BN 5 R U35 1% A48 AL AH ¢, IF 76
o R RN MR YA 9T o B AR T, ITGBY 7E
A FERE Th )Tz 2R Ak L a0 9 RN 45 W e . BT LUIE &
Y F T P98 8 A o 25 L W o A

Akt & — A~ 2 B0 5 5 30 L FE 0 A AF
M R A HEZER  ERE IR E T A Akt /7
SRR, B L IINH Ake 7] BE S 200
LI I A K X R Akt 78 DI LR AY & R
RIETHERY . A5 Western blot 45 HAFE 52,
ITGB7 B4 K1 p-Akt K F7E DDP i 2 41 fifd v

DDP i} 24 % 7E #0 #1 7

M R X E M ITGB7 fil Akt 7] fEJ& DDP fit 25 %
Az B S R R AT BE YR T AR AR . R R ST
ITGB7/ Akt il #% i) DDP Tfiif 24 45 $7T 5770 04 1 A& Al PRAE
TR T TR SR

£ X DDP it 25 . H il K 2 0 H DDP B A 254
TR TT AT b I T 24 W R P RN b R A 2 kL I R
W R, 76 DDP 67 25 Fh b g 19 JE it o A 5-910
PRWEWE B A PO AU BT R 2R AR AR AT R R
7 AL B Efiﬂ““” s LT 22 B F 9k B = B
T B AR BE 1 R B2 U 24 1 Bl o 2 L REME .
LA 53 F CCK-8 A, i 1 & B TPL | B8 $7 1
Je %%} DDP ﬁﬂ*’iﬂ?ﬁﬁﬁ%é@ﬁﬂﬁ%ﬂiﬁ%,@ﬁ%ﬁm
WA i — 2 2 bt

//TJ:F)T‘ZL_ AHF 5% 38 1 # 7@ DDP i 25 59 58 40
MR IR T T 25 05 A M S AL 2= 10 25 5% 3R e AT /N oy
T2yt , T4k DDP i 25 f9 & A= AL K 34 97 it
T .
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