e 2178 - I E¥ 5K 2023 £ 8 A% 20 %% 15 8 Lab Med Clin, August 2023, Vol. 20,No. 15

“#%  Z . DOI.10.3969/j. issn. 1672-9455. 2023, 15. 009
miRNA-146 1@ i3 8= TLR4/NF-«B {5 518 & € i3t
POI {R B IR E Fdy 4 fE AE K ML I 52

) E L ATRES xR 2 AL R
Ly RAEBATLRARERKE TS, REBX 523125:2. TR B RET
EMRERE/ AETABERAERRA,. S AA % 512026

B E:BH HiFDABRAKIF LSRR ALSPODEA 6 # ) RNA(miRNA)-146., Toll # % 4k 4
(TLR4) Ao 35 W F-«B(NF-«kB) #9 K -F B3 L Hikatm £ K o9 Heh, HiE  BAE BN BALB/c & 40
R AL A POl dafe st BBAL, A48 20 X, R A % aF %k Z F PCR(GRT-PCR) # 2 7 miRNA-146 K -F; &
P B B o, 9% B 3R B (ELISA) 4 ) B 5% 37 56 B F-o ( TNF-o) Fo & @ J /% -6 (1L-6) & ik K F 5 £ A & @ A o i
R R 9P £4842 TLR4 #= NF-«B & @ K -F, £ 8 miRNA-146 B4y X 4] 7 48 8 R 97 L B4 am e,
PAETE R AR E A F M A &R % TLRA NF-«B i@ % % & ) ik, % B Spearman 48 % 4 #7
POl # A miRNA-146 K F5 TLR4 o NF-xB R Foga ki, R POl 286 miRNA-146 K F B F 4K T *F
B8 21 (P<0.05) , TNF-o.IL-6 . TLR4 NF-xB 7K F 3 F 2+ B 21 (P <<0. 05)., miRNA-146 432 4 f£ 97 £ B4 m
JoPESEAERTLEZREARMA A, miRNA-146 3 % 5 . miRNA-146 B bl 20 48 Jo R — FAK T 3 B4,
miRNA-146 34 Al A A — % & T Ba, £ %A %it5F &L (P<0.01), Spearman 48 % M 5 H4 R 2
7 ,POI ) & % miRNA-146 K F 5 TLR4 NF-«kB K-F 2 i A8X (r=—0.725.—0.681,P<C0.05), &it L
P miRNA-146 /K -F B A AL 3k 97 £ Bk 2m i & K94 R . L AUH T 46 5 miRNA-146 # #2845 TLR4/NF-«B 13
il % Fe T TNF-o.1L-6 69 & ik 48 % . miRNA-146 # 24k A4 P 0 R B0 3542 —.

KB R A MBI LA R4 # RNA-146; Toll #%4k 45 # A F-«B

hEESES R711.75 X HE AR ARG A XEHS:1672-9455(2023)15-2178-06

Mechanistic study of miRNA-146 promoting the growth of ovarian granulosa cells
in a POI model by regulating the TLR4/NF-xB signaling pathway *
LIU Ying' ,HE Fengping'*® ,LIU Yulan' ,FAN Shushu',LIU Yanhui*

1. Physical Examination Center ,Yuebei People’s Hospital of Shaoguan City ,Shaoguan ,Guangdong
523123.China ;2. Dongguan Maternal and Child Health Hospital /Dongguan Institute of
Reproduction and Genetics s Dongguan ,Guangdong 512026 ,China

Abstract ; Objective To investigate the expression levels of microRNA (miRNA)-146, Toll-like receptor 4
(TLR4) ,and nuclear transcription factor-kB (NF-x¢B) and their effects on ovarian granulosa cell growth in a
mouse model of primary ovarian insufficiency (POI). Methods Forty healthy female BALB/c mice were
taken and randomly divided into POI group and control group,with 20 mice in each group. The expression of
miRNA-146 in serum was detected by qRT-PCR. The expression levels of inflammatory factors tumor necro-
sis factor-a (TNF-q) and interleukin -6 (IL-6) were detected by ELISA. The expression levels of TLR4 and
NF-kB protein in mouse ovarian tissue were detected by Western blotting. Mouse ovarian granulosa cells were
transfected with miRNA-146 mimics or inhibitors, and ovarian granulosa cells were evaluated for prolifera-
tion, growth viability,and apoptosis rates as well as expression of TLLR4 and NF-¢B pathway proteins. Correla-
tion of miRNA-146 levels in POI model with TLLR4 and NF-¢B levels was analyzed by Spearman correlation a-
nalysis. Results Compared with the control group.the expression level of miRNA-146 in POI group decreased
significantly (P <C0. 05), the expression levels of TNF-q, I1.-6, TLR4, NF-kB increased significantly (P <C
0. 05). miRNA-146 mimics were expressed at high levels in ovarian granulosa cells in a concentration-depend-
ent manner. After miRNA-146 transfection, the apoptosis rate of miRNA-146 mimics group was lower than
that of the control group,and the apoptosis rate of miRNA-146 inhibitor group was higher than that of the
control group,and the differences were all statistically significant (P <C0. 01). Spearman correlation analysis
showed that miRNA-146 levels in POI mice were negatively correlated with TLR4 levels and NF-kB levels
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(r=—0.725,—0.681,P<C0.05). Conclusion Up-regulation of miRNA-146 expression level has the effect of
promoting the growth of ovarian granulosa cells,and its mechanism may be related to the negative regulation
of the TLR4/NF-kB signaling pathway and down-regulation of the expression of TNF-q and IL-6 by miRNA-

146 ,which is expected to be used as one of the indexes for assessing follicle quality.
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