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ABSTRACT

ABSTRACT

OBJECTIVE: The incidence of endometrial cancer is continually rising in recent
years, seriously impact women’s health. The treatment of endometrial cancer remains
given to surgery, supplemented with radiotherapy, chemotherapy, endocrinotherapy
and so on. All of these make serious toxic and side dffects, badly impact on the
patient’s quality of life and recovery. Molecular targeted therapy is one kind of
therapies with specificity and hypotoxicity, has been a new hotspot in anti-tumor field.
S-nitroso glutathione (GSNO) has been confirmed that has a therapeutic effect on a
variety of malignant tumors, and the mechanism of action has been carried out
preliminarily. Our topic means to explore the inhibitory effect of GSNO to
endometrial cancer cell growth are by both in vivo and in vitro experiments, and do a
preliminary study on the mechanism, provide a new thought to endometrial cancer
molecular targeted therapy.

METHODS: CCKS8 is used to detect the inhibitory effect of GSNO to endometrial
cancer cells, HEC-1-A and ishikawa. We use HE staining to obseve the changes in
cell morphology after treatment with GSNO. We employe flow cytometry cycle test,
Western Blot etc. to make a preliminary study on the mechanism and then futher
verify the effet of GSNO to endometrial cancer in vivo by nude mice subcutaneous
tumor form experiment.

RESULTS: 1. GSNO has an obvious inhibitory effect to endometrial cancer, the
inhibitory effect increased with the concentration and the time of therapy. When the
concentration increased to 2.0 mmol/L, or the time of therapy reached 24h, the
inhibitory efficiency increased significantly. At the same time, the inhibitory effect of
GSNO to endometrial cancer is much more obvious than nomal diploid cells, and the
difference has statistical significance (P <0.05). 2. HE staining results showed that the
treatment of GSNO brought out the changes of apoptosis morphology of endometrial
cancer cells. And the cell could not adherent to cell plate well, the cytoplasm shrank,
the cell nucleus fractured and pycnosis occoured. 3. GSNO can significantly reduce

the level of phosphorylation of STAT3 in endometrial cancer cells, and makes tumor
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cell cycle arrest at G1 / S phase by inhibiting the expression of CD2, CDK4, cyclinA,,
cyclinD and prompting the expression of pl2. Though it has no effet to the high
phosphorylation levels of p65, IkBa or high expression rate of IKK-a in NF-«xB
pathway. 4. The nude mice subcutaneous tumor form experiment shows that the size
of subcutaneous tumors of the nude mice treated with GSNO are significantly smaller
compared with normal salin control group, the difference has statistically significance

(P <0.05).

CONCLUSION: 1. GSNO has an obvious inhibitory effect to endometrial cancer,
the effect is dose-time dependent, and the inhibitory effect on normal diploid cells is
much weaker than that on endometrial cancer cells, which shows that GSNO has a
great specificity. 2. GSNO makes tumor cells cycle arrest at G1 / S phase
by regulating the expression of cell cycle key proteins, therefore the tumor cell
growth is restrained. 3. GSNO can reduce the level of phosphorylation of STAT3 in
endometrial cancer cells, and reverse the abnormal activation of JAK-STAT
pathways, consequently inhibit the proliferation of tumor cells out of control. 4.
However, GSNO has no effect to the abnormal activation of the NF-xB pathway,
which might not be the mechanism of the inhibiboty effect. 5. GSNO also has a
inhibitory effect to the endometrial cancer cells, and do not damage normal cells,
tissues or organs, the side effects is weak, might be an molecular targeted therapy
drugs.

Keywords: GSNO  Endometrial cancer STAT3  Cyclins
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