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Demethoxycurcumin preferentially inhibits HER2-
overexpressing bladder cancer cells

JELCHIH CHANG', WEI-CHIH CHEN? HUI-YI LIN®, TZONG-DER WAY'
‘Dept. of Biological Science & Technology, China Medical Univ., Taiwan,
The Ph.D. Program for Cancer Biol. and Drug Discovery, Taiwan, *Sch. of
harmacy, College of Pharmacy, China Medical Univ., Taiwan)

Jadder cancer is the malignancy arising from the epithelial lining of the
unary bladder. HER2-mediated signaling has also been demonstrated to be
molved in anti-apoptosis induced by certain proapoptotic stimuli. Curcuma
g a orturmeric is widely consumed in the countries of its origin for a
riety of uses. Curcumin, demethoxycurcumin, and bisdemethoxycurcumin
e major forms of curcuminoids found in the rhizomes of turmeric. The
situmor effect of curcuminoids has been successfully demonstrated in
iwide range of humanmalignant cell lines. Here, we evaluated whether
urcumin, demethoxycurcumin,and bisdemethoxycurcumin could repress
ie expression of HER2 protein in bladder cancer cells. Western blotting
us performed to investigate the effects on reducing the expression of
{ER2 protein. Among the test compounds,demethoxycurcumin significantly
uppressed the expression of HER2, and preferentially inhibited cell
nliferation and induced apoptosis inHER2-overexpressing cancer cells.
lese findings show that demethoxycurcuminshould be developed further
sanew antitumor drug candidate for treatment ofHER2-overexpressing

The BMP signaling pathway leads to enhanced
proliferation in serous ovarian cancer------- A potential
therapeutictarget

wre investigated by immunohistochemicalanalysis using clinical samples of
sous ovarian cancer. Following treatment with recombinant BMP2 (rBMP2)

serve the cytoplasm and the nucleus of pSMADS protein; cell proliferations
stected by WST-1 assay and FACS in SK-OV-3 and IOSE cell line. The impact
{DM or rBMP2 on tumor growth was observed in a mouse model of serous

serse correlation observed between pPSMADS expression in nucleus and the

ngnosis of patients with serous ovarian cancer. Treatment of SK-OV-3 with

IMP2 stimulated pPSMADS translocation cell percentage, and the effects

swre inhibited by DM. In vitro and in vivo experiments, clearly demonstrated

P2 stimulated proliferation of serous ovarian

acer and this effect was inhibited by DM.

Jnclusions:

lir data suggests BMP/SMADS signaling play an important role and is
umising as a potential therapeutic target in serous ovarian cancer.

ords: BMP2, SMADS
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Genetically engineered oncolytic measles virus shows
antitumor activity against non-small cell lung cancer stem
cells.

OYUKI INOUE"?, Keisuke Yaunari', Yumiko Matsumura', Shohei
umoto’, Kaname Nosaki'?, Akira Sakamoto®, Koichi Takayama®, Yoichi
kanishi®, Kenzaburo Tani' (*Dept. of Mol. Genetics, Medical Inst. of
regulation, Kyushu Univ., 2Inst. of Diseases of the Chest, Kyushu Univ.)

(BB amRERE D« LA (SFEEHRICH UNERIREET D
B2 TR B N REF EXNE. BB E'A RK

| B E—2, EE FE—C 8§ B=8' (WNKE £EW U/ LR
2 CINKE  MEERERBRIEER)

ielopment of novel therapeutic modality targeting cancer stem cells (CSCs)
irs great promise for cancer treatment.

P-2461...P-2466

Here we demonstrated that our newly developed Edmonston strain of measles
virus (MV) genetically engineered by replacing the N, Pand L genes with
those of the wild-type MV strain (MV-NPL) showed stronger oncolytic activity
against human non-small cell lung cancer (NSCLC) stem cells (NSCLC-
CSCs) while sparing human normal lung cells, than parental MV Edmonston
strain. Our results of caspase inhibition assay showed that caspase-dependent
apoptosis significantly contributed to the oncolysis of NSCLC-CSCs by MV-
NPL, despite their higher expression levels of anti-apoptotic protein of both
XIAP and Mcl-1. In 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 effects.

This study suggested that MV-NPL would become a promising oncolytic
virotherapy candidate for NSCLC patients resistant to conventional therapies.
Keywords: Oncolytic virus, cancer stem cell

Oncolytic Herpes Simplex Virus Type 1 Targetting Glioma-
derived Cancer Stem-like Cells
Yasushi Ino', Takuya Nakatsubo'!, Masamichi Takahashi? Hiroshi Fukuhara®,
Tomoki Todo' (*The Inst. of Medical Science, The Univ. of Tokyo, *Dept. of
Neurosurgery, The Univ. of Tokyo Hosp., *Dept. of Urology, Grad. Sch. of
Med., Univ. of Tokyo)
RER RO AR Z1EH & LIch AARER HSV-1 DRR
TR F. PEF RtE'. B8 HhEc. BR 55, BE B! (RRAZER
FREFERDABRDE. CRRAFEZEMEREMEEAE. SRR
RFEXRZREZRIFAFEIBRERFH
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 that oncolytic herpes simplex viruses type 1 (HSV-1), G47
A and T-01, exhibit a potent cytopathic effect on CSCs isolated from surgical
specimens of glioblastoma patients. A new oncolytic HSV-1, T-hTERT, was
created by restoring the ICP6 gene regulated by the human telomerase
reverse transcriptase (WTERT) promoter. The efficacy of T-hTERT was
evaluated in vitro and in vivo. Secondary sphere forming assays showed that
CSCs that survived 7 days after T-01 or T-hTERT treatment had significantly
lower self-renewal abilities compared with mock treated cells. Both T-01 and
T-hTERT prolonged the survival of mice bearing intracerebral TGS-01 tumors
compared with mock, and T-hTERT was significantly more efficacious than
T-01. 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. This new oncolytic HSV-1, T-hTERT, may be particularly
useful in eradicating tumors that are abundant with CSCs.
Keywords: Oncolytic virus, cancer stem cell

Contribution of the 3'-UTR fo Sindbis virus to the oncolytic
activity of the sindbis replicon
Shasha Zhao, Qinghua Yuan, Ruirong Yi, Kengo Saito, Hiroshi Shirasawa
(Dept. of molecular virology, Grad. Sch. of Med., Chiba Univ.)
YV RER: LT7UDOY 3-UTROESRIEEENDES
A, JTBE. B R, Tk RIE. O S (TERFEAREREZH
Bt DFUAIRF)
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
CMYV promoter or transcribed in vitro were assessed using HelLa, HSC4,
MKN45, HepG2 cells as well as Vero cells and normal human fibroblasts.
In cancer cells, the replicons expressed from the CMV promoter exhibited
cytotoxicities, which were more intense when the replicons without the 3'-
UTR of SIN AR339 were expressed. In contrast, both of the replicons with 3'-
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. The different cytotoxicities of replicons between with and without
3'-UTR suggested the involvement of the 3-UTR sequences in the cancer-
specific oncolytic activity of the Sindbis virus AR339.
Keyword: Vector

New Method to Produce Peptide-displaying Adenovirus
Library

Yuki Yamamoto'?, Naoko Goto', Shumpei Ohnami®, Yoshiaki Miura*, Masato

Yamamoto®, Teruhiko Yoshida®, Kazunori Aoki' (!Gene Immune Med., Natl.,

Cancer Ctr. Res. Inst., Lab. of Oncology, Tokyo Univ. of Pharm. and Life

Sciences, *Genetics, Natl., Cancer Ctr. Res. Inst., ‘Dept. of Surgery, Univ. of

Minnesota)
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