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Effects of different doses of estradiol valerate on intrauterine adhesion in rats

Wang Xian He Yuanli Cai Huthua Li Huijuan Hu Haiyan Ren Xuwen Chen Siping Zhang Dongmei
Department of Obstetrics and Gynecology Zhujiang Hospital Southern Medical University

[Abstract JObjective To evaluate the prevention and treatment effect of estrodiol valerate on rats intrauterine adhesion. Methods
Forty—eight 8-10 weeks old female SD rats were randomized into 8 groups 6 rats per group blank control group experimental control
group three prevention estrogen groups low dose medium dose high dose three treatment estrogen groups low dose medium dose
high dose . The uteri were collected. Number of endometrial glands was tested by HE staining degree of endometrial fobrosis was
evaluated by Masson staining and the endometrial expressions of transforming growth factor—-f1 TGF-B1 matrix metalloproteinase—
9 MMP-9 and estrogen receptor—a ER—a  were detected by immunohistochemistry. Results In three prevention estrogen groups
endometrial glands increased the P values were all 0.000 endometrial fibrosis area ratio decreased the P values were P, oy 4=
0.013  Potium goup 4=0.021 Piig wp 1=0.003 respectively  with statistically significant differences. In three treatment estrogen groups
endometrial glands P values were Pl g 5=0.536 Py gop 5=0-5360 Prig ey 5=1.000  and endometrial fibrosis area ratio the P values
were all 1.000 had no improvement compared with those of experimental control group. TGF-B1 expression level was much lower
in 6 estrogen groups than in experimental control group the P values were all 0.000 lower in medium dose and high dose
estrogen group than in of low dose estrogen group the P values were 0.003 and 0.002 respectively there was no significant difference
between high dose group and medium dose group P=0.842 . MMP-9 expression level was much higher in 6 estrogen groups than in
experimental control group the P values were 0.000 higher in medium dose and high dose estrogen group than in low dose
group P=0.000 P=0.379 . ER-a expression level was much higher in 6 estrogen groups than in experimental control group the P
values were all 0.000 higher in medium dose and high dose estrogen group than in low dose group the P values were 0.000

there was no significant difference between high dose group and medium dose group P=0.513 . Conclusion Estrodiol valerate can
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comprehensive treatment like TCRA is needed.
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Fig.1 Masson staining of each group(400 x )
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Fig.2 HE staining of each group(400 x)
F=1.446 P=0.255 . MMP- 2.5 ER-a
9 F=92.510 P=0.000 - ER-a
LSD-¢ ° F=2.204 P=0.090 .
P=0.672 ER-a F=138359 P=0.090 .
6 LSD-¢ o
MMP-9 P 0.000- A P 0.000 -
A A P 0.000 A 6 P 0.000 -
A P=0.379 B B A A A P 0.000
B P 0.000 B B A A P=0.513 B
P=0.550 . E,V B P 0.000 B
A B . A B . A B P=0.536 E,V
P 0.893.0.421.0.279 26 A B . A B
A B P 0.359.0.378.0.359
2 TGF-p1.MMP-9.ER-«
(n=12 2
Tab.2 Rats endometrial expression level of TGF-B1,MMP-9,
ER-a in each group(n=12 3
TGF-B MMP-9 ER-a
0.0237+0.0029 0.0220+0.0093 0.2515+0.0190 ERs
0.1018+0.0189 0.0200+0.0032 0.0233+0.0093
A 0.068 4 +£0.006 2* 0.044 8 +0.003 6* 0.089 3+0.002 3*
A 0.045 7 +£0.003 0* 0.089 6 +0.006 0® 0.146 5+ 0.009 9* ° ER-
A 0.044 4 +0.002 2* 0.093 8 +0.006 6® 0.151 9 + 0.006 5® a
B 0.0705+0.005 6* 0.0454 +0.003 6* 0.081 8 +0.002 2¢ ER-a
B 0.045 6 +0.004 0* 0.085 8+ 0.005 3* 0.139 2 +0.005 9* 17p-E2 ER-« 1
B 0.046 3 +0.005 0* 0.008 6 +0.005 4* 0.144 3+0.011 7® FR-a TUA
0.0558+0.0236 0.0613+0.0305 0.1285+0.064 3 .
F 26.353 92.510 138.359 °
P 0.000 0.000 0.000 IUA ER-a
a P<0.05 b A B ° E.V 6
P<0.05 ER-a N



— 382 — 2017 42 4 Journal of Chongging Medical University 2017.Vol.42 No.4
ER-a N
o
IUA
ER-« ER-a [1] Yu D Wong YM Cheong Y et al. Asherman syndrome—-one cen—
tury later[J]. Fertil Steril 2008 89 4 759-779.
[2] AAGL Advancing Minimally Invasive Gynecology Worldwide.
° AAGL practice report practice guidelines for management of intrauter—
TGF-BI1 > ine synechiae[J]. ] Minim Invasive Gynecol 2010 17 1 1-7.
[3] Duan H. Expert consensus on the diagnosis and management of
Smad2/3 TGF_BI intrauterine adhesions in ChinalJ]. Zhonghua Fu Chan Ke Za Zhi 2015
14 R R 50 12 881-887.
[4] . 1UD . Interceed
TGF- (D). 2013.
Bl ° 3 [5] Evans—Hoeker EA Young SL. Endometrial receptivity and in—
A EV TGF-B1 trauterine adhesive disease[J]. Semin Reprod Med 2014 32 5 392
401.
TGF-B1 [6]
o3 B E,V [J]- 2010 45 12 917-920.
[7] . [J].
TGF-pl 2015 50 12 881-887.
IUA 8] Liu F Zhu ZJ Li P et al. Creation of a female rabbit model for
o intrauterine adhesions using mechanical and infectious injury[J]. J Surg
MMPs Res 2013 183 1 296-303.
[9] LiJ DuS Sheng X et al. MicroRNA-29b inhibits endometrial fi—
’ 5. yin 6 brosis by regulating the spl-tgf-betal/Smad—ctgf axis in a rat model[J].
Reprod Sci 2016 23 3 386-394.
MMP -2 MMP -9 o
o N E, 1. 2004 9 9 1069-
MMP-2.MMP-9 1072.
[11] Mahmoodzadeh S Leber J Zhang X et al. Cardiomyocyte—specif—
ic estrogen receptor alpha increases angiogenesis lymphangiogenesis
and reduces fibrosis in the female mouse heart post—myocardial infarc—
IUA © 3 tion[J]. J Cell Sci Ther 2014 5 1 153.
A MMP-9 E2V [12] N
[J].
E,V 2014 26 6 445-447.
IUA .3 B E,V 3l
MMP-9 Pt -
2005 21 9 539-541.
A IUA [14] Tto I Hanyu A Wayama M et al. Estrogen inhibits transforming
EV o growth factor beta signaling by promoting Smad2/3 degradation[J]. J Biol
Chem 2010 285 19 14747-14755.
N o [15] : -9 1l
2012 5 29 174-175.
[16] Yin Z Sada AA Reslan OM et al. Increased MMPs expression

and decreased contraction in the rat myometrium during pregnancy and
in response to prolonged stretch and sex hormones[J]. Am J Physiol En-

docrinol Metab 2012 303 1 E55-70.



