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Ihe 87th Annual Meeting of The Japanese Pharmacological Society
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15-deoxy—A 2 4-prostaglandin J, enhanced anti-tumor effects of
topoisomerase Il inhibitors against renal cell carcinoma
Takehiro Yamamoto', Michika Kubo', Kaori Tamura’,
Eri Shimada', Yuta Hyuga', Suzuha Tanaka', Shunta
Satoi', Kazunori Murakami?, Asako Oya?, Seiya Hisamura?,

Yuma Kobayashi?,Yasuhiro Yamamoto?, Hiromi Koma?, Tatsurou
Yagami?

| 1Gen. Sci. Dept..Hyogo Pref. Kobe High Sch.1-5-1

Shironoshita—dori Nada—ku Kobe, Hyogo 657-0804

Japan
2Div. Physiol., Fac. Pharmaceut. Sci., Himeji Dokkyo Univ. 7-2-1
Kamiohno, Himeji, Hyogo 670-8524, Japan

The responsiveness of renal cell carcinoma (RCC) to conventional
anticancer drugs is lower than those of other cancer cell lines. To
conquer the chemoresistance of RCC, we examined synergistic
effects of anticancer drugs on RCC. Topoisomerase Il inhibitors,
etoposide and doxorubicin, exhibited little antitumor activity against
RCC Caki-2 cells at 70 4 M and 5 U M, respectively. 15-deoxy—A "
14—prostaglandin J, (15d-PGJ,) is an endogenous anticancer
substance. Although 15d-PGJ, suppressed proliferation of caki-2
cells, it exhibited little antiproliferative effect at 20 M. In the
presence of 204 M 15d-PGJ,, both 70 4 M etoposide and 5 u M
doxorubicin killed Caki-2 cells significantly. The two topoisomerase
Il inhibitors activated caspase, condensed chromatin and disrupted
plasma membrane synergistically with 15d-PGJ,. The synergistic
anticancerous effect was not blocked by GW9662, an antagonist of
peroxisome proliferator-activated receptor y (PPARY ), whichis a
nuclear receptor for 15d-PGJ,. Thus, 15d-PGJ, enhancedthe
antitumor activity of topoisomerase Il inhibitors against RCC
independently from PPARYy .
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