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	B.Sc.
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	Biochemistry

	McGill University, Montreal, Quebec
	M.D.
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	Medicine

	McGill University, Montreal, Quebec
	Ph.D.
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A.	Personal Statement

My research program is focused on the biology and molecular genetics of ovarian cancer. An important focus is toward the understanding of the risk factors for this disease including understanding of the interplay between reproductive and genetic risk factors. This work uses novel mouse models of BRCA1-driven cancer development developed in my laboratory to address cell non-autonomous mechanisms of BRCA1-driven ovarian cancer predisposition. A different, but related focus of my research is toward the understanding the cell of origin of ovarian epithelial tumors. In this context, I single-handedly challenged the dogma that these tumors arise from the ovarian surface more than 15 years ago. These ideas are now fairly established. I continue to address these issues, which are relevant to efforts toward early ovarian cancer detection, using appropriate mouse models developed in my laboratory. Finally, in my position as Medical Director of Molecular Pathology, a significant proportion of my effort goes toward the development of molecular tests relevant to cancer management, with a special interest in the application of epigenetic knowledge to cancer management.

1. Dubeau, L. (2015). Pathogenesis of serous, extra-uterine Müllerian epithelial cancer and therapeutic implications. Transl Cancer Res, (in press). PMC Journal – In Process

B.	Positions and Honors

Positions and Employment
1984-1984	Chief Resident, Anatomic Pathology, McGill University, Montreal, Quebec
1987-1993	Assistant Professor of Pathology, USC School of Medicine, Los Angeles, CA
1993-1999	Associate Professor of Pathology, Keck School of Medicine USC, Los Angeles, CA
1993-2010	Co-Director, Diagnostic Molecular Pathology Laboratory, Keck School of Medicine USC, Los Angeles, CA
1999-	Professor of Pathology, Keck School of Medicine USC, Los Angeles, CA
2010-	Medical Director, Molecular Pathology, Keck School of Medicine USC, Los Angeles, CA

Other Experience and Professional Memberships
1994-1997	Member, Virology & Molecular Genetics Study Section, American Cancer Society (Study Section Chairman, 1997)
1997-	Member, Committee on Experimental Medicine, Gynecologic Oncology Group
1999-2002	Member, Council for Extramural Grants, American Cancer Society
2003-2006	Member, Cancer Genetics Study Section, National Cancer Institute
2004-	External Advisor, SPORE for Ovarian Cancer, MD Anderson Cancer Center, Houston, TX
2010-2012	College of CSR Reviewers, National Cancer Institute
2012-	Member, Molecular Oncology Study Section, National Cancer Institute

C.	Contribution to Science

1. Cell of origin of ovarian carcinoma: it was widely accepted throughout the 20th century that ovarian carcinomas arise from the cell layer that lines the ovarian surface. I was the first to challenge this idea based on histopathological arguments. These ideas were also supported by observations with a mouse model developed in my laboratory. Observations from other laboratories based on the distribution of early cancers in individuals with familial ovarian cancer predisposition have led to the establishment of current belief that these tumors arise from the fallopian tube in strong support of my earlier ideas. However, I disagree with the notion that all tumors previously regarded as high-grade serous ovarian carcinomas have an origin from the fallopian tube and continue to investigate this question, which is important for the development of effective early detection programs for these cancers, based on work with novel animal models.
a.	Dubeau, L. (1999). The cell of origin of ovarian epithelial tumors and the ovarian surface epithelium dogma: does the emperor have no clothes? Gynecol Oncol, 72, 437-442.
b.	Dubeau, L. (2008). The cell of origin of ovarian epithelial tumors. Lancet Oncol, 9, 1191-1197. PMCID: PMC4176875

2. Cell non-autonomous mechanism of cancer predisposition in BRCA1 mutation carriers: Most cases of familial breast and ovarian cancer predisposition are due to germline mutations in BRCA1. Menstrual cycle activity is the greatest risk factor for the more common sporadic form of these cancers. Although BRCA1 is widely regarded as a classical tumor suppressor gene, I reasoned, based on epidemiological evidence, that cancer predisposition in BRCA1 mutation carriers is due, at least in part, to consequences of such mutations not on the cells that are at risk of becoming cancerous, but on the cells that control the menstrual cycle. My laboratory developed a mouse model based on a conditional Brca1 knock out in ovarian granulosa cells and showed indeed, there are consequences of such mutations on the estrus cycle that lead to changes in sex steroid hormone levels not only associated with increased tumor development, but also with signs of increased estrogen stimulation in other organs such as long bones. Relevance to human is highlighted in a recent collaboration with investigators in the UK that shows similar effects on the menstrual cycle in human BRCA1 mutation carriers. Cell non-autonomous consequences of such mutations on cancer predisposition are controllable, hence the importance of elucidating their mechanism.
a.	Chodankar, R., Kwang, S., Sangiorgi, F., Hong, H., Yen, H.Y., Deng, C., Pike, M.C., Shuler, C.F., Maxson, R. & Dubeau, L. (2005). Cell-nonautonomous induction of ovarian and uterine serous cystadenomas in mice lacking a functional Brca1 in ovarian granulosa cells. Curr Biol, 15, 561-565.
b.	Hong, H., Yen, H.Y., Brockmeyer, A., Liu, Y., Chodankar, R., Pike, M.C., Stanczyk, F.Z., Maxson, R. & Dubeau, L. (2010). Changes in the mouse estrus cycle in response to BRCA1 inactivation suggest a potential link between risk factors for familial and sporadic ovarian cancer. Cancer Res, 70, 221-228. PMCID: PMC2805040
[bookmark: _GoBack]c.	Widschwendter, M., Rosenthal, A.N., Philpott, S., Rizzuto, I., Fraser, L., Hayward, J., Intermaggio, M.P., Edlund, C.K., Ramus, S.J., Gayther, S.A., Dubeau, L., Fourkala, E.O., Zaikin, A., Menon, U. & Jacobs, I.J. (2013). The sex hormone system in carriers of BRCA1/2 mutations: a case-control study. Lancet Oncol, 14, 1226-1232. PMC Journal – In Process
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D.	Research Support

Ongoing Research Support
R01 CA133117	Dubeau (PI)	05/01/09-02/28/16
Role of the Mullerian Tract in Ovarian Cancer Development
The goal of this project is to use the information we obtain to develop novel approaches for the detection of these cancers before they acquire the ability to infiltrate surrounding tissues and spread to distant organs.
Role: PI
P30 ES007048	Gilliland (PI)	04/01/97-03/31/16
Environmental Exposures, Host Factors, and Human Disease. Molecular Biology Core and Sample Storage Core
These funds were for molecular biology and sample storage cores for a NIEHS Center. I was the PI of both cores. These cores accommodated projects initiated by NIEHS Center members. Almost all of the core activities had to do with genotyping of metabolizing genes in projects looking at the role of specific gene polymorphisms in predisposition to specific environmental diseases. These cores provided salaries for two technicians as well as funds for new equipment and supplies.
Role: Molecular Biology Core Director and Sample Storage Core Director

P01 AG034906	Longo (PI)	03/15/11-02/29/16
Dietary Restriction, GH/IGF-I and Mechanisms of Differential Cellular Protection
These funds are to support the Pathology Core, of which I am the Director. My responsibilities include performance of mouse autopsies and interpretation of histopathological observations.
Role: Co-Investigator

W81XWH-13-OCRP-	Neamati (PI)	01/01/14-12/31/15
   PAW81XWH-13
Department of Defense
PDI Co-amplified Genes in Ovarian Cancer
The goals of this project are to: 1) validate candidate genes that are co-amplified and over-expressed with PDI in ovarian cancer tissue specimens; 2) determine how cells with low and high expression of PDI and co-expressed genes are differentially responsive to conventional therapies versus our novel PDI inhibitors or PDI-knockdown in cultured cell lines; and 3) validate the association of key genes with clinical outcome and response to treatment in retro and prospective analyses of EOC patients.
Role: PI USC Subcontract

Completed Research Support
W81XWH-11-1-0430	Neamati (PI)	09/01/11-08/31/13
U.S. Army Medical Research BCRP Idea Award
Design of GRP78 Inhibitors as Novel Therapeutics for Breast Cancer
The goal of this project was to identify small molecule inhibitors for GRP78 using a combination of computer modeling and assays for compounds that will block the ATPase activity of GRP78.
Role: Co-Investigator
