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Intermediate-conductance-Ca’ " activated K* channels are involved in regulating cell cycle of endometrial cancer cells

WANG Zhen-hua', FENG You-ji** , ZHANG Ju-xin' . WANG Yue'

1. Department of Obstetrics and Gynecology. Henan Provincial Hospital, Zhengzhou 450003, Henan. China

2. Department of Obstetrics and Gynecology, The First People’s Hospital of Shanghai, Shanghai Jiaotong University School of
Medicine, Shanghai 200080, China

[Abstract] Objective To study the expression of intermediate-conductance-Ca’" -activated K" (KCa3. 1) channels in
endometrial cancer tissues and their role in regulating cell cycle of endometrial cancer cells. Methods Real-time PCR and
Western blotting analysis were used to examine the expression of KCa3. 1 channels in 25 normal endometrial specimens, 26
atypical hyperplasia specimens and 25 endometrial cancer specimens. Clotrimazole (an inhibitor of KCa3. 1 channel) and RNA
interference(RNA1) targeting KCa3. 1 channel were used to block KCa3. 1, so as to explore the role of KCa3. 1 channels in
regulating the cell cycle of endometrial cancer cells. Results The expression levels of KCa3. 1 mRNA and protein in endometrial
carcinoma were significantly higher than those in the typical hyperplasia endometria and normal endometrial tissues (P<Z0.01).
Clotrimazole retarded cell cycle at G,-G, phase in a dose-dependent manner and reduced HEC-1-A cells of S phase. KCa3. 1
protein level in cells transfected with target-KCa3. 1 siRNA was only (40. 27 +6.09) % that of cells transfected with negative
control. Transfection with target-KCa3. 1 siRNA also retarded cell cycle of HEC-1A cells at G,-G; phase, and reduced cells of
S phase compared with negative control siRNA. Meanwhile, transfection with target-KCa3. 1 siRNA also reduced cyclinD1
protein expression in HEC-1A cells. Conclusion The expressions of KCa3. 1 channels are elevated in endometrial cancer
tissues, and KCa3. 1 channels may influence cell cycle through regulating cyclinD1.
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Fig 1 Examination of KCa3.1 mRNA levels in normal
endometrial specimens, atypical hyperplasia specimens
and endometrial cancer specimens by real-time PCR

The expression levels of KCa3. 1 were determined by the Ct value of
KCa3. 1 normalized to that of GAPDH. NES: Normal endometrial
specimens, n=25; AHS.: Atypical hyperplasia specimens, n=26; ECS;
Endometrial cancer specimens, n=25. * * P<C0. 01 vs AHS or NES
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Fig 2 Examination of KCa3. 1 protein levels
in normal endometrial specimens, atypical hyperplasia
specimens and endometrial cancer specimens
by Western blotting analysis
Quantitative analysis of the protein levels of KCa3. 1 normalized to
those of GAPDH. NES: Normal endometrial specimens, n = 25;
AHS.: Atypical hyperplasia specimens, n = 26; ECS: Endometrial
cancer specimens, n=25. ** P<C0.01 vs AHS or NES
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Fig 3 Influence of different doses of clotrimazole
on cell cycle of HEC-1-A cells
** P<C0. 01 vs control (0 pmol « L™!) group; £ P<C0. 05,44 P<C

0.01 vs the previous group. n=9, r=+s
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Fig 4 Effect of KCa3. 1 siRNA transfection on

KCa3. 1 protein expression(A) and on cell cycle(B)
** P<C0.01 vs control. n=9, ¥+s
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Fig 5 Effect of KCa3. 1 siRNA transfection on

cyclin D1 protein expression in endometrial cancer cells
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