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MGMT promoter hypermethylation correlates
with a survival benefit from temozolomide in
patients with recurrent anaplastic astrocytoma
but not glioblastoma
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s
To investigate the correlation between /L-
Oe-methylguanine-DNA-

methyltransferase (MGMT) promoter methylation and benefit from

temozolomide in patients with recurrent high-grade glioma.
Patients and methods

A real-time, quantitative, methylation-specific PCR assay was performed on
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archival tissue blocks from patients treated with temozolomide at the first
recurrence.

E No comments on this article yet

E Not yet shared with any groups

Results Bie the first to add this article in “collab
A subgroup of 38 patients who were chemotherapy-naive at recurrence was

analysed (22 glioblastoma, 12 anaplastic astrocytoma [AA] and 4 anaplastic

oligoastrocytoma [AOA]); none had 1p/19q loss. Among 10 (26%) patients

with a hypermethylated MGMT promoter, none experienced disease

progression within the first two treatment cycles compared with 12 of 28

(43%) patients with an unmethylated promoter (p = 0.016). By Cox

multivariate analysis, tumour grade and MGMT promoter methylation

correlated with time to progression (p < 0.05); MGMT promoter methylation

correlated with superior overall survival in AA/AOA but not in glioblastoma.

Conclusions

MGMT promoter methylation predicted a survival benefit in patients with
1p/19q intact AA/AOA treated with temozolomide at recurrence.

Keywords: Extended dosing; High-grade glioma; MGMT; Recurrent;
Temozolomide

Article Outline

1. Introduction
2. Patients and methods
2.1. Study design, patients and tumour material
2.2. Extraction, quantification and modification of tumour DNA
2.3. Real-time, quantitative, methylation-specific PCR
2.4. Fluorescent in situ hybridisation (FISH) for 1p36 and 19q
2.5. Statistical analysis
3. Results
3.1. Molecular testing of tumour samples
3.2. Patients and treatment disposition
3.3. Correlation between MGMT methylation status and response to
T™MZ
3.4. Correlation of baseline covariates with time to progression
3.5. Correlation of baseline covariates with overall survival
3.6. Analysis of overall survival from diagnosis of high-grade glioma
4. Discussion
Conflict of interest statement
Acknowledgements
References

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

o 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.

o 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.

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

Sponsored Links

http://www.sciencedirect.com/science? ob=ArticletURL& udi=B6T68-4TR64M3-1&... 27/10/2008



ScienceDirect - European Journal of Cancer

Glioblastoma: Treatments

Treatment Options, Latest Advances.
Trustworthy, Current Report.
www.glioblastoma-guidebook.com

DNA Methylation Assays
Complete whole genome DNA
Methylation assay services
www.genpathway.com

Restaurant Management

Master Certificate in Foodservice
Management Online from Cornell
eCornell.com/MasterCert/Hospitality

: MGMT promoter hypermethylation co...

Pages 3 of 3

European Journal of Cancer
Article in Press, Corrected Proof - Note to users

Home Browse My Settings Alerts Help

B.V.

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

ELSEVIER | Copyright © 2008 Elsevier B.V. All rights reserved. ScienceDirect® is a registered trademark of Elsevier

http://www .sciencedirect.com/science? ob=ArticletURL& udi=B6T68-4TR64M3-1&... 27/10/2008



