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Abstract (limited to 4000 words):

Intrauterine adhesions (IUA), a fibrosis disease, remains an urgently clinical
challenge for seriously threatening to female reproductive health. Estrogen
therapy could inhibit IUA formation via matrix metalloproteinase 9 (MMP9)-
inducing extracellur matrix (ECM) degradation, but the mechanism remains
elusive. Our primary results showed that: MMP9 and its related gene ITPR3 in
the estrogen signaling pathway were down—regulated in IUA gene microarray;
Following estrogen treatment, both ITPR3 and MMP9 were up—regulated in human
endometrial stromal cells (HESCs) fibrosis. It was reported that ITPR3
produced by lung fibroblast could regulate ECM. Thus, overexpressed ITPR3
results in ECM degradation via regulating the expression of MMP9, which may be
one of the mechanisms underlying the estrogen therapy for IUA. To confirm
these hypothesis, a series of experiments are designed as: Patients with IUA,
cell models and animal models were treated by estrogen respectively, to
determine that whether ITPR3 play a role in the estrogen therapy for IUA;
ITPR3 gene overexpression or ITPR3 gene interference combined with estrogen
therapy in HESCs fibrosis, to determine that whether ITPR3 could be regulated
by estrogen and inhibit fibrosis in vitro; ITPR3 gene overexpression in IUA
rat model, to determine that whether ITPR3 play a role in the IUA inhibition;
Using the method of chromatin immunoprecipitation (CHIP) assay, to explore
ITPR3-related transcription factor and signaling pathway. The present study
will provide a strong theoretical basis for the mechanisms of estrogen therapy
for IUA and clinical guideline for estrogen therapy in IUA.

Keywords: intrauterine adhesions; ITPR3; extracellular matrix; MMP9; estrogen
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