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Abstract Purpose. The purpose of this study is to develop an integrated genomic-based approach to personalized
treatment of patients with advanced-stage ovarian cancer. We have utilized gene expression profiles to
identify patients likely to be resistant to primary platinum-based chemotherapy and also to identify alternate
targeted therapeutic options for patients with de-novo platinum resistant disease. Patients and Methods. A
gene expression model that predicts response to platinum-based therapy was developed using a training set
of 83 advanced stage serous ovarian cancers, and tested on a 36-sample external validation set. In parallel,
expression signatures that define the status of oncogenic signaling pathways were evaluated in 119 primary
ovarian cancers and 12 ovarian cancer cell lines. In an effort to increase chemo-sensitivity, pathways shown
to be activated in platinum-resistant cancers were subject to targeted therapy in ovarian cell lines. Results.
Gene expression profiles identified patients with ovarian cancer likely to be resistant to primary
platinum-based chemotherapy, with greater than 80% accuracy. In patients with platinum-resistant disease,
we identified expression signatures consistent with activation of Src and Rb/E2F pathways, components of
which were successfully targeted to increase response in ovarian cancer cell lines. Conclusions. We have
defined a strategy for treatment of patients with advanced stage ovarian cancer that utilizes therapeutic
stratification based on predictions of response to chemotherapy, coupled with prediction of oncogenic
pathway deregulation as a method to direct the use of targeted agents.

Authors Holly K. Dressman, Andrew Berchuck, Gina Chan, Jun Zhai, Andrea Bild, Robyn Sayer, Janiel Cragun,
Jennifer Clarke, Regina S Whitaker, LiHua Li, Jonathan Gray, Jeffrey Marks, Geoffrey S. Ginsburg, Anil
Potti, Mike West, Joseph R. Nevins and Johnathan M. Lancaster

Contact Johnathan Lancaster
Holly Dressman

Datasets
PlatinumJCO.zip
correctedplatinum_RMA.xls

Supplemental Information
Parameters for SSS software.txt

http://data.cgt.duke.edu/platinum.php Go MAY JUN AUG

25
2006 2007 2008

5 captures
25 Jun 07 - 5 Mar 11

Close

Help

Duke University IGSP -- supplemental data http://web.archive.org/web/20070625093210/http://data.cgt.duk...

1 of 2 11/7/11 3:38 PM



OVCclinicalinfo.xls

Software
SSS 2.0 ISDS software

© 2004-2007, Duke Institute for Genome Sciences & Policy

http://data.cgt.duke.edu/platinum.php Go MAY JUN AUG

25
2006 2007 2008

5 captures
25 Jun 07 - 5 Mar 11

Close

Help

Duke University IGSP -- supplemental data http://web.archive.org/web/20070625093210/http://data.cgt.duk...

2 of 2 11/7/11 3:38 PM


