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Here we demonstrated that our newly developed Edmonston str位n ofmeasles 
virus (1瓜。 genetically engineered by replacing the N, p,and L genes with 
出ose of the wild句peMVs甘位n (1瓜λNPL) showed s甘onger oncolytic activity 
against human non.small cell lung cancer (NSCLC) stem cells (NSCLC. 
CSCs) while sparing human normallung cells，位1個 parental MV Edmonston 
S仕ain. Our results of caspase inhibition assay showed that caspase-dependent 
apoptosis significantly contributed to 也e oncolysis of NSCLC-CSCs by MV. 
NPL, despite their higher expression levels of anti.apoptotic protein of both 
XIAP and Mcl.l. ln addition, combination of MV.NPL with PI3K inhibitor 
enhanced the oncolytic effects of MV.NPL. Furthermore, consecutive 
intratumoral MV.NPL administrations into subcutaneous NSCLC.CSCs 
xenografts preestablished in nude mice significantly inhibited the outgrowth 
of NSCLC-CSCs without severe side e丘'ects.
This study suggested that MV.NPL would become a promising oncolytic 
virotherapy candidate for NSCLC patients resistant to conven世onal therapies. 
Ke戶;vords: Oncolytic virus, cancer stem cell 

.I*'M.On∞lytic H呻es Simpl位 Virus Type 1 Targe恤g Glioma. 

derived Cancer Stem.like Cells 
區盟主hil旦旦" Takuya Nakatsubo1, Masamichi Takahash戶， Hiroshi Fukuhara3, 
Tomoki Todo1 (1The Inst. of Medical Scien伐， τbe Univ. of Tokyo, 2Dept. of 
Neurosurgery, The Univ. of Tokyo Hosp. , 3Dept. of Urology, Grad. Sch. of 
Med. , Univ. ofTokyo) 
自自擅自郎自來'fJl}\J幹細胞老標的c l.J r.::力1''''治療用 HSV-' (])閱凳

福生靖 1、中坪拓也 1、高橋雅道2、福原 j告3、臣表堂具紀 1 (1東京大字區科
字研究所先端力'!lJ治療分野、 2東京大字區字部附屬病院腦神經外科、 3東京

大字大字院區字系研究科泌尿器科)
Cancer stem.like cells (CSCs) are reported to be resistant to conventional 
therapies, and likely responsible for the recurrence of the disease. We have 
reported previously 也at oncoly世c herpes simplex viruses type 1 個SV.1) ， G47 
r:,. and T.01 , e划lÏbit a potent cytopathic effect on CSCs isolated from surgical 
specimens of glioblastoma patients. A new oncolytic HSV.1 ， τhTERT， was 
created by restoring the ICP6 gene regulated by the human telomerase 
reverse transcriptase (hTER叮 promoter. The efficacy of T.hTERT was 
evaluated 的 vitro and in 討vo. Secondary sphere forming assays showed 出at
CSCs 出at survived 7 days after τ01 or T.hTERT 甘ea出ent had significantly 
lower self.renewal abilities compared with mock 甘eated cells. Both T.01 and 
τ~hTERT prolonged the survival of mice bearing in甘acerebral TG~1 仙mors
compared with mock, andτhTERT was significantly more effiαcious than 
T.O l. These results suggest that both T.01 and T.hTERT are effective in 
killing glioblastoma-derived CSCs, and T.hTERT is more efficacious in slowly. 
growing CSCs. Th is new oncolytic HSV.1 , T-hTERT, may be particularly 
ùseful in eradicating tumors that are abundant with CSCs 
Keywords: Oncol戶c virus, cancer stem cell 

回圓圓 D閻健thoxycurcumin p隨時ntially inhibits HER2. 
。開rexpressing bladder cancer cells 

VEI.CHIH CHAN~l ， WEl.CHIH CHEN2, HUI.YI LI悍， TZONG.DER WAy1 
:Dept. of Biological Science & Technology, China Medical Univ., Taiwan , 
The Ph.D. Program for Can臼r Biol. and Drug Discovery, Taiw徊， 3Sch.of
il1armacy, College of Pharmacy, China Medical U凶v. ， Taiwan) 
l\adder cancer is the malignancy arising from the epithelial lining of the 
:rinary bladder. HER2.mediated signaling has also been demons甘ated to be 
lvolved in anti.apoptosis induced by certain proapoptotic stimuli. Curcuma 
,vng a orturmeric is widely consumed in the countries of its origin for a 
ilriety of uses. Curcunlln, deme出oxyc盯℃山祉n， and bisdemethoxycurcunlin 
!e major forms of curcuminoids found in the rhizomes of turmeric. The 

mti.tumor effect of curcuminoids has been successfully demonstrated in 
lwide range of humanmalignant cell lines. Here, we evaluated whether 
~rcumin ， demethoxycurcumin,and bisdemethoxycurcumin could repress 
'l!e expression of HER2 protein in bladder cancer cells. Western blotting 
1aS performed to investigate the effects on reducing the expression of 
lER2 protein. Among the test compounds,demethoxycurcumin significantly 
也ppressed the expression of HER2 , and preferentially inhibited cell 
i,olife ration and induced apoptosis inHER2.overexpressing cancer cells. 
~ese findings show that demethoxycurcuminshould be developed fur也er
a new antitumor drug candidate for treatrnent ofHER2.overexpressing 
rdd前 can臼t

:ywords: Demethoxycurcumi且， HER2
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.1)($. Con剖bution ofthe 3'.U1R必 Sindbis virus to 也e onco加c
acti、社ty of the sindbis replicon 

鈕益坦Z垣且 ， Qinghua Yuan , Ruirong Yi , Kengo Saito , Hiroshi Shirasawa 
(Dept. of molecular virology, Grad. Sch. of Med., Chiba Univ.) 
V:;l~t::又﹒Lt:1 υ :J:;I 3'-UTR(])擾瘋融解i百姓代仍閔等

趙芳、莎、元清華、蟻瑞棠、齋朦謙悟、白澤 j告(千葉大字大字院區字研

究院分子夕-{)[1又字)
Sindbis virus AR339 induces cytopathic effects on cancer cells but less on 
normal cells. To elucidate the mechanisms which underlie the oncolytic 
features, the cytotoxicities of Sindbis AR339 replicons expressed from the 
CMV promoter or transcribed in vitro were assessed using HeLa, HSC4, 
MKN鉤， HepG2 cells as well as Vero cells and normal human fibroblasts. 
ln cancer cells, the replicons expressed from the CMV promoter exhibited 
cytoto羽cities ， which were more intense when the replicons without the 31. 
UTR of SIN AR339 were expressed. 1n contra哎， both of the replicons wi出 31.
UTR and without 3'.UTR showed less cytotoxicity to Vero cells and normal 
human fibroblasts , when expressed from the CMV promoter. On the other 
hand , the RNA replicons with 3'.UTR transcribed from the T7 promoter 
exhibited as much cytotoxicities as the replicons expressed from the CMV 
promoter to cancer cells and no cytotoxicities to Vero cells and human 
fibroblasts.τbe different cytotoxicities of replicons between wi出 andwi也out
31.UTR suggested the involvement of the 3'.UTR sequences in the cancer. 
specific oncoly世c activity of the Sindbis virus AR339 
Keyword: Yector 

IID The BMP sigx心gp抽way leadsω岫anced
proliferation in serous ovarian cancer.......A potential 
也erapeutic包rget

且旦旦且， Yumiko Yoshioka , Masaki Mandai , Noriomi Matsumura , Ken 
amaguchi , Tsukasa Baba , Kaoru Abiko , Kharma , Budiman , J unzo 
amanishi , Kenzo Kosaka , Ikuo Konishi (Dept. of Gynecology and 

,lbstetrics, Kyoto Univ.) 
lbjectives: 
ìe would like to identify the func位on of BMP /SMAD5 signaling in serous 
1ìiIIlan cancer. 
iethods: 
:he expression of SMAD5 and phosphorylated SMAD5 (pSMAD5) protein 
ære investigated by irnmunohistochenlicalanalysis using clinical samples of 
!rous ovarian cancer. Following 甘eatrnent with recombinant BMP2(rBMP2) 
~d dorsomorphin(DM) separately, western blotting was performed to 

:rve 出e cytoplasm and the nucleus of pSMAD5 protein; cell proliferations 
:!ected by WST.1 assay and FACS in SKOV.3 個dIOSE 臼llline. The impact 
DM or rBMP2 on 仙mor growth was observed in a mouse model of serous 

ll11an cancer. 
iults: 
吧rse correlation observed between pSMAD5 expression in nucleus and the 
19oosis of patients with serous ovarian cancer. Tre甜nent or SK.OY.3 wi也
~MP2 stimulated pSMAD5 translocation cell percentage, and the effects 
lCreinhibited by DM. In vi甘o and in vivo experiments , clearly demonstrated 
~\1P2 stimulated proliferation of serous ov訂ian
l11cer and 也is effect was inhibited by DM . 
.onclusions: 

Ir data suggests BMP / SMAD5 signaling play an important role and is 
lmising as a potential therapeutic target in serous ovarian cancer. 

F如vords: B加lP2 ， SMAD5 

:m;;J 5ep. 20 (Thu) 17:20. 18:10 

Gene therapy (4) 
還低于治療 (4)

:rpe!son: Kazunori Aoki (National Cancer C甘'. Res. Inst., Div. of Gene and 
Immune Med.) 

長。 青木一教(固立耐心研究它Y夕一研究所
分野)
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-111#* New MethodωProduce P訓de-displaying Adeno'吋閩
library 

Yúki Yamamot0 1且 ， Naoko Goto1, Shumpei Ohn缸n戶， Yoshiaki Mi盯計， Masato 
Yamamoω" Teruhiko Yoshida3, Kazunori Aoki1 CGene Immune Med., Natl. , 
Cancer C甘. Res. Inst. , 2Lab. of Oncology, Tokyo Univ. of Pharm. and Life 
Sciences, 3Genetics, Na址， Canc坦rC甘. Res. lnst., ' Dept. of Surgery, Univ. of 
Minnesota) 
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Gene世間lly engineered oncolytic measles virus show胃
antitl且mor activity against non-small cell lung cancer stem 
cells. 

EDYUKIINOU~I.2 ， Keisuke Yaunari 1, Yumiko Matsumura 1, Shohei 
'amoto 1, Kaname Nosaki 1.2, Akira Sakamoto1, Koichi Takayama2, Yoichi 
:anish戶， Kenzaburo Tani 1 e Dept. of Mo l. Genetics , Medical Ins t. of 
耶lation，時ushu Univ. , 2lnSt. of Diseases of the Chest, Kyushu Univ.) 
低于改~腫瘋溶解性麻疹夕-{ JlI又 1;;肺癌幹細胞lζ約L抗腫眉，刻果老呈才志

上博之 1.2、安成莒祐 1、松村友美子 1、宮本 1守平 1、野崎要1.2、扳本
、 高山 浩_2、中西 洋_2、谷憲三朗 1 (1 九州大字生區研少./J..:，.病

、 E九州大字胸部疾患研究施設)

:lopment of novel therapeutic moda1ity 個rge出gαncer stem cells (CSCs) 
great promis把 for can臼r 甘eatrnent.

遺伍子免疫細胞匡字研究
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