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ABSTRACT Objective: To investigate the effect of miR-155-5p on the sensitivity of ovarian cancer cell UWBI1.289 to PARP
inhibitors, and to explore the possible molecular mechanism. Methods: qRT-PCR was used to detect the expression of miR-155-5p in
BRCA1/2-mutated and non-BRCA1/2-mutated ovarian cancer tissues and ovarian cancer cells. Cell transfection, qRT-PCR and Western
Blot techniques were used to detect the expression levels of miR-155-5p, as well as homologous recombination repair-related genes
SIRT1 and BRGI1 in ovarian cancer cell UWB1.289,which were transfected with miR-155-5p mimics or miR-155-5p inhibitor. The tar-
geting of miR-155-5p to SIRT1 and BRG1 were verified by dual-luciferase reporter gene assay. The effect of miR-155-5p on the sensitivity
of PARP inhibitors in ovarian cancer cell UWB1.289 was detected by CCK-8. Results: Compared with ovarian cancer tissues and ovarian
cancer cells without BRCA1/2 mutation, miR-155-5p was lowly expressed in ovarian cancer tissues and cells with BRCA1/2 mutation.
Transfection of miR-155-5p mimics could increase the expression of miR-155-5p in ovarian cancer cell UWB1.289, while reducing the
expression of homologous recombination repair-related genes SIRT1 and BRG1; transfection of miR-155-5p inhibitor could down-regu-
late the expression of miR-155-5p in ovarian cancer cell UWB1.289, while increasing the expression of SIRT1 and BRGI. Further, the
dual-luciferase reporter gene assay confirmed that miR-155-5p had specific targeted binding sequences to SIRT1 and BRG1. Compared
with the control group, interfering with genes related to homologous recombination repair could enhance the sensitivity of ovarian cancer
cell UWB1.289 to PARP inhibitors, and overexpression of miR-155-5p could also enhance the sensitivity of ovarian cancer cell UWBI.
289 to PARP inhibitors. Conclusions: miR-155-5p could enhance the sensitivity of ovarian cancer cell UWB1.289 to PARP inhibitors by
affecting homologous recombination repair genes.
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SIRT1 A fifi 4 £, Joi #75 sth DA i 412 23 [] 95 72 2H (homologous recom-
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Fig. 1 The expression of miR-155-5p in ovarian cancer tissues and cell lines

Note: A. miR-155-5p expression in ovarian cancer tissues; (BRCA1/2+ means BRCA1/2 mutation; BRCA1/2- means no BRCA1/2 mutation)

B. miR-155-5p expression in ovarian cancer cells.
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T L (P=0.000,P<0.05), WK 2A; SXTRAMLL, G
miR-155-5p inhibitor FIZH I T, miR-155-5p k7K B E L1,
2% A G X (P=0.000, P<0.05), WL 2B,

2.3 miR-155-5p 80 SIRT1,BRG1 mRNA 5%

FIH qRT-PCR 4l UWBI1.289 %% 4% miR-155-5p mimics
IY, inhibitor 24-48 h f5 ,HR #H5¢HEH SIRT1 . BRG1 mRNA f§4%
fb, R E/R: 13K miR-155-5p AJfff SIRT1 mRNA 7K %
%, 58 G it 755 X (P=0.011,P<0.05) ; # ] miR-155-5p j5
SIRT1 mRNA /K FF5 , 22 74 4iit2% 5 L (P=0.001, P<0.05),
TLEI3 A [RIRERY 4320 SR 7 v R B, i 2238 miR-155-5p 1 fifi
BRG1 mRNA /KRS, 22 RA Ge it L (P=0.001,P<0.05);
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Fig. 2 The expression of miR-155-5p in UWB1.289 after cell transfection

Note: A. The expression of miR-155-5p after transfection with miR-155-5p mimics; B. The expression of miR-155-5p after transfection with miR-155-5p

inhibitor.
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i : A E miR-155-5p FJ5RIL G SIRT1 mRNA 7K FRIRIZEW ; B.IZ miR-155-5p FJFRiLF BRG1 mRNA K FEHFRIZEN,
Fig. 3 The relative expression changes of SIRT1 and BRG] mRNA levels after changing the expression of miR-155-5p

Note: A. The expression change of SIRT1 mRNA level after changing the expression of miR-155-5p; B. The expression change of BRG1 mRNA level

after changing the expression of miR-155-5p.
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Fig. 4 The relative expression changes of SIRT1 and BRG1 protein levels after changing the expression of miR-155-5p
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Position 36-42 of SIRT1 3' UTR 5"

hsa-miR-155-5p
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111

3' UGOGRAUAGUGCUAALCGUAAY

Position 204-211 of SMARCA4 3' UTR ' .. . AGUAGCAUCUGUAACAGCAUUAA, . .
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7E:A.SIRT1 5 miR-155-5p B4 & L& ;B. BRG1 5 miR-155-5p &S i ;
C. miR-155-5p AT§B[E 4 SIRT1;D. miR-155-5p AT§B[E 45 & BRGl,
Fig. 5 Dual-luciferase reporter gene assay showed that miR-155-5p could target SIRT1 and BRG1

Note: A. The binding site between SIRT1 and miR-155-5p; B. The binding site between BRG1 and miR-155-5p; C. miR-155-5p could target SIRT1;
D. miR-155-5p could target BRG1.
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Fig.6 miR-155-5p effected the sensitivity of ovarian cancer cell UWB1.289 to Olaparib

Note: A. The effect of different doses of Olaparib on ovarian cancer cell UWB1.289; B. Down-regulation of SIRT1 enhanced the response of UWB1.289

to Olaparib; C. Down-regulation of BRG1 enhanced the response of UWB1.289 to Olaparib; D. Overexpression of miR -155-5p increased the sensitivity
of UWB1.289 to Olaparib.
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