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ISP-5-10  The BMP signaling pathway leads to enhanced proliferation in serous ovarian cancer—A potential therapeu-
tic target

Department of Gynecology and Obstetrics, Graduate School of Medicine, Kyoto University
Jin Peng, Yumiko Yoshioka, Masaki Mandai, Ken Yamaguchi, Noriomi Matsumura, Junzo Hamanishi, Kaoru Abiko,
Budiman Kharma, Tsukasa Baba, Kenzo Kosaka, Tkuo Konishi

[Objective] Bone morphogenetic proteins (BMPs) have gained increasing interest in cancer research, and current evidence
suggests that it participates in various biological processes of cells such as proliferation, and differentiation. We investi-
gated possible roles of BMP function in ovarian serous carcinoma. [Methods] We analyzed the publicly available microar-
ray dataset (GSE2109) using binary regression. Using sk-ov-3 (ovarian serous carcinoma cell line), and immortalized OSE
(IOSE), we investigated (1) mRNA expression of BMPs, receptors, and Smads by qRT-PCR, (2) phospho-Smad5 protein
expression by western blotting, and (3) cell proliferation analysis. We employed recombinant BMP2 protein (rBMP2) and
Dorsomorphin, small molecular inhibitor of BMP signaling, in these assay. [Results] Microaray analysis showed the upregu-
lation of Smad5 associated with poor overall-survival rate in ovarian serous carcinoma (p =0.005). BMP2 mRNA was in-
creased in sk-ov-3 compared to IOSE. pSmad> protein translocation from cytoplasm to nucleus by BMP2 is dramatically in-
duced in sk-ov-3 compared to IOSE. BMP treatment promoted sk-ov3 proliferation compared to dorsomorphin-treated
cells. [Conclusion] BMP signaling possibly control the proliferation in ovarian serous carcinoma with induced translocation
of pSmad5 to nucleus, then it could be the potential therapeutic target of ovarian serous carcinoma.

ISP-6-1 Prevalence and incidence of perioperative venous thromboembolism in gynecologic malignancy patients—
Strategies for prevention—

Department of Obstetrics and Gynecology, The Jikei University School of Medicine
Chie Nagata, Hiroshi Tanabe, Satoshi Takakura, Aikou Okamoto, Toshiyuki Seki, Ryusuke Kaya, Shiro Kunito,
Motoaki Saito, Nozomu Yanaihara, Kyosuke Yamada, Kazunori Ochiai, Tadao Tanaka

[Objective] Venous thromboembolism (VTE) is a severe complication in surgical patients with gynecologic malignancy.
We investigated the prevalence of preoperative VTE and risk factors. We also conducted a preliminary study on postopera-
tive VTE. [Methods] In our institution, gynecologic malignancy patients are screened for VTE by D-dimer before opera-
tion. Those with D-dimer>1pg/mL are examined by enhanced CT. Patients are also screened for VTE by enhanced CT
postoperatively. Surgical patients with gynecologic malignancy from Jan to Sep 2011 with informed consent were enrolled,
and their medical records were reviewed. The preliminary study on postoperative VTE only targeted the patients from Jan
to Mar 2011, when intermittent pneumatic compression (IPC), elastic stocking, and early ambulation were used as prophy-
laxes. [Results]14% of the patients had preoperative VTE. The prevalence was not different by cancer types or histological
subtypes. Advanced FIGO stage was the only significant risk factor (p<<0.001). D-dimer had a moderate accuracy (AUC=
0.89). Anticoagulants and/or IVC filter were used for those with VTE. In the study on postoperative VTE, 50% developed
VTE after operation. [Conclusion] Perioperative VTE is common. We are conducting a RCT of enoxaparin vs. strict use of
IPC until full ambulation to develop solid evidence for VTE prevention. This study obtained IRB approval.

ISP-6-2 Recombinant H2 relaxin inhibits apoptosis with induction of cell proliferation in human uterine leiomyoma

Department of Obstetrics and Gynecology, Kobe University Graduate School of Medicine
Kaho Suzuki, Koji Nakabayashi, Ai Yamada, Romana Sz. Lodhi, Ryoichi Hazama, Yasuhiko Ebina, Hideto Yamada

[Objective] The present study was conducted to evaluate the effects of human relaxin on proliferation and apoptosis in cul-
tured human uterine leiomyoma cells and normal myometrial cells. [Methods] Nine samples were obtained from J apanese
women with regular menstrual cycles who underwent hysterectomy for uterine leiomyoma. Informed consent was ob-
tained from each patient before surgery. LGR7 expressions in cultured leiomyoma and myometrial cells were evaluated by
immunocytochemical staining. Cell proliferation, PCNA-positive rate, and TUNEL-positive rate were assessed by MTS as-
say, immunocytochemistry, and TUNEL assay, respectively. The caspase-3 expression was evaluated by Western blot
analysis. [Results] LGR7 expression was observed both in cultured human leiomyoma cells and myometrial cells. Compared
with untreated control cultures, treatment with human recombinant (rH2) relaxin increased the number of viable cultured
leiomyoma cells and the PCNA -positive rate, but decreased the TUNEL-positive rate in cultured leiomyoma cells. Simi-
larly, Western blot analysis revealed that treatment with rH2 relaxin decreased the expression of caspase-3 in cultured
leiomyoma cells. [Conclusion] These results suggest that rH2 relaxin selectively inhibits apoptosis by down regulating
caspse—3 expression and induces proliferation in cultured human leiomyoma cells.
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