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[ABSTRACT] Objective: To study the correlation of the changes of Toll-like receptor 4 (TLR4) / nuclear factor kB (NF-
kB) pathway function in intrauterine adhesion (IUAs) tissue with the characteristics of cytokine secretion and collagen metabo-

lism. Methods: The patients with ITUAs who were treated in our hospital between February 2015 and March 2018 were selected
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as the IUAs group, and the patients who underwent hysteroscopy due to infertility and were pathologically confirmed to have
normal endometrium during the same period were selected as the control group. The expression levels of TLLR4/NF-«kB pathway
molecules and collagen metabolism genes as well as the contents of cytokines and collagen metabolism markers in the adhesion
tissues of IUAs group and the normal endometrial tissue of control group were measured. Results: TLLR4, NF-kB, a disintegrin
and metalloproteinase 15 (ADAMI15), ADAMI17., matrix metalloproteinase 9 (MMP9) and plasminogen activator inhibitor 1
(PAT-1) mRNA expression as well as transforming growth factor-1 (TGF-1), Smad2/3, insulin-like growth factor 1 (IGF-
1), IGF-1 receptor (IGF-1R), basic fibroblast growth factor (bFGF), periostin/osteoblast-specific factor 2 (Postn), type I
collagen (Col-I) and actin-a (a-SMA) contents in the adhesion tissues of IlUAs group were significantly higher than those of
control group while urokinase-type plasminogen activator (uPA) mRNA expression was significantly lower than that of control
group (P<C0.05); TLR4 and NF-kB mRNA expression were positively correlated with TGF-81, Smad2/3, IGF-1, IGF-1R,
bFGF, Postn, Col-I, -SMA, ADAMI15, ADAMI17, MMP9 and PAI-1, and negatively correlated with uPA. Conclusion: The

excessive activation of TLR4/NF-kB pathway in IUAs is associated with the cytokine secretion and collagen metabolism abnor-

malities.
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Table 1 Comparison of cytokines between two groups (r=s)

TGF-B1 Smad2/3 1GF-1 IGF-1R bFGF
i I )
(ng/ mlL) (pg/ ml) (ng/ml) (ng/ml) (pg/mL)
TUAs 4 52 7594095 1762942351 4.2940.72 20374042 214.57432.94

XPHRZL 38 4284061 11342414.95 2774041 1.31£0.18 142.31417.69
t 18.815 14.887 12.021 10.183 12.622

P <0.01 <<0.01 <<0.01 <<0.01 <0.01
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215 n
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¢ 17.026 10.572 13.356
P <0.01 <0.01 <0.01

2.4 R SRR I N Rk B A g

5% Bl b A, TUAs 415 iR 3% 41 21 h ADAMIS .
ADAM17 . MMP9,PAT-1 # mRNA 3 ik & B 8 8, uPA
B mRNA ZihBHA B>, WHAREZFH B EEE X P
<0.05), W3 3,

% 3 W4 E ADAM15,ADAM17 MMP9 uPA PAI-1 B LL 3 (z% 5)
Table 3 Comparison of ADAM15, ADAM17, MMP9, uPA and
PAI-1 between two groups(z=+s)

A% o ADAMI5  ADAMI7 MMP9 uPA PAL-1
TUAs 41 52 L76+028 1624025 1714031 0764009  1.7940.29
SR 38 1044018 1014019 0974016  1.03+0.16  1.03+0.20

t 13.882 12.978 13.960 10.523 12.622

P <0.01 <001 <0.01 <0.01 <0.01

2.5 MY

Pearson #i 5 & 7~ : TUAs 418 s #E 4 4Up TLR4 . NF-
«B ) mRNA ik &5 TGF-81.Smad2/3.IGF-1,IGF-1R,
bFGF, Postn, Col-I, -SMA, ADAM15, ADAM17, MMP9,
PAI-1 2 IEAEX, 5 uPA BHMEE, W4,

&4 TLR4.NF«B SHMEF BENGAHEXE
Table 4 Correlation of TLR4 and NF-kB with cytokines

and collagen metabolism

P TLR4 NF-«B
R FREL - P AR FREL - P
TGF-81 0.351 <0.05 0.319 <0.05
Smad2/3 0.228 <20.05 0.447 <0.05
IGF-1 0.418 <20.05 0.352 <20.05
IGF-1R 0.504 <20.05 0.294 <20.05
bFGF 0.275 <20.05 0.413 <0.05
Postn 0.385 <20.05 0.356 <20.05
a-SMA 0.548 <20.05 0.452 <20.05
ADAMI15 0.376 <20.05 0.284 <0.05
ADAM17 0.441 <20.05 0.332 <0.05
MMP9 0.592 <20.05 0.409 <20.05
uPA -0.284 <20.05 —0.523 <0.05
PAI-1 0.349 <20.05 0.359 <0.05
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