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Abstract

CD133-expressing glioma cells play a critical role in tumor recovery
after treatment and are resistant to radiotherapy. Herein, we
demonstrated that glioblastoma-derived CD133-positive cells (GBM-
CD133*) are capable of self-renewal and express high levels of
embryonic stem cell genes and SirT1 compared to GBM-CD133™
cells. To evaluate the role of SirT1 in GBM-CD133*, we used a
lentiviral vector expressing shRNA to knock-down SirT1 expression
(sh-SirT1) in GBM-CD133". Silencing of SirT1 significantly enhanced
the sensitivity of GBM-CD133" to radiation and increased the level of
radiation-mediated apoptosis. Importantly, knock-down of SirT1
increased the effectiveness of radiotherapy in the inhibition of tumor
growth in nude mice transplanted with GBM-CD133*. Kaplan-Meier
survival analysis indicated that the mean survival rate of GBM-CD133"
mice treated with radiotherapy was significantly improved by Sh-SirT1
as well. In sum, these results suggest that SirT1 is a potential target
for increasing the sensitivity of GBM and glioblastoma-associated
cancer stem cells to radiotherapy.

Keywords: Glioblastoma; SirT1; CD133; Radiotherapy

Article Outline

Materials and methods

Results
Isolation and characterization of CD133-positive cells from
glioblastoma
Knock-down of SirT1 expression enhanced radiosensitivity and
radiation-induced apoptosis in GBM-CD133*
Knock-down of SirT1 in GBM-CD133* enhanced the
effectiveness of IR treatment in vivo

Discussions

Acknowledgements

Appendix A. Supplementary data

References

&y
Corresponding authors. Address: Taipei Veterans General
Hospital, Taipei, Taiwan (S.-H. Chiou); Tri-Service General Hospital,

Taipei, Taiwan. Fax: +886 2 87927178 (H. Ma).

1 These authors contributed equally.

Note to users: The section "Articles in Press" contains peer reviewed
accepted articles to be published in this journal. When the final article is

http://www.sciencedirect.com/science? ob=ArticletURL& udi=B6WBK-4VDY2HH-... 10/02/2009



ScienceDirect - Biochemical and Biophysical Research Communications : Enhanced r...

assigned to an issue of the journal, the "Article in Press" version will be
removed from this section and will appear in the associated published
journal issue. The date it was first made available online will be carried
over. Please be aware that although "Articles in Press" do not have all
bibliographic details available yet, they can already be cited using the year
of online publication and the DOI as follows: Author(s), Article Title, Journal
(Year), DOL. Please consult the journal's reference style for the exact
appearance of these elements, abbreviation of journal names and the use of
punctuation.

There are three types of "Articles in Press™

® Accepted manuscripts: these are articles that have been peer
reviewed and accepted for publication by the Editorial Board. The
articles have not yet been copy edited and/or formatted in the
journal house style.

® Uncorrected proofs: these are copy edited and formatted articles
that are not yet finalized and that will be corrected by the authors.
Therefore the text could change before final publication.

® Corrected proofs: these are articles containing the authors'
corrections and may, or may not yet have specific issue and page
numbers assigned.

Sponsored Links

Glioblastoma Treatment

Tumor Specific Energy Depletion
Safe, Effective & Lasting Outcomes
www.atpdepletion.com

Microarray Gene Expression
Optimise your research with our
high quality synthetic DNA products
www.eurofinsdna.com/products

Fight Lung Cancer

Peer Reviewed Studies. TumorX
Protocols. Testimonials.
www.tumorx.com

Pages 3 of 3

Biochemical and Biophysical Research Communications
Article in Press, Corrected Proof - Note to users

‘ Home ‘ Browse ‘ My Settings ‘ Alerts ‘ Help ‘

About ScienceDirect | Contact Us | Information for Advertisers | Terms & Conditions | Privacy Policy

ELSEVIER | Copyright © 2009 Elsevier B.V. All rights reserved. ScienceDirect® is a registered trademark of Elsevier B.V.

http://www.sciencedirect.com/science? ob=ArticletURL& udi=B6WBK-4VDY2HH-...

10/02/2009



