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	1975
	Cell Biology
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	M.D.
	1977
	Medicine

	The University of Chicago (Chicago, IL)
	Resident
	1977-1981
	Pathology

	The University of Chicago (Chicago, IL)
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A.	Personal Statement
The research interest of my laboratory is in molecular alterations of cancers, especially those that have the potential to be important in either diagnostic or therapeutic decision-making for patient management.  We have a long-standing record of activity investigating HER2 gene amplification and overexpression with assessment of this alteration as a target for therapy in breast and gastric cancer.  Press served as principal investigator of the first HER2 FISH assay to be FDA approved and presented to the ODAC of the FDA to obtain approval for the second HER2 FISH assay.  One of these two FISH assays remains in use for selection of patients to various HER2 targeted therapies. The USC Press laboratory has served as the primary or secondary HER2 testing laboratory for several international clinical trials of HER2 targeted therapies in either metastatic (EGF100151, EGF300001) or primary breast cancer patients (BCIRG-005, BCIRG-006, BETH) as well as for an international clinical trial of lapatinib in metastatic gastric cancer (LOGiC/TRIO-013). 
The Press laboratory is also investigating the potential for cell cycle regulatory proteins, especially PLK4 and TTK / MPS1, as targets for treatment of tumor initiating cells.      
The Press laboratory has served as the central laboratory for 19 different clinical trials of various experimental agents including six different novel anti-HER2 agents.  Press is the author or co-author of more than 200 publications, many of which are HER2-related, some of which are listed below.  
1.  Slamon DJ, Godolphin W, Jones LA, Holt JA, Wong SG, Keith DE, Levin WJ, Stuart SG, Udove J, Ullrich A, Press MF.  Studies of the HER-2/neu proto-oncogene in human breast and ovarian cancer.  Science 244: 707-712, 1989. (cover illustration taken from our report) 
2. Press MF, Pike MC, Chazin VR, Hung G, Udove JA, Markowicz M, Danyluk J, Godolphin W, Sliwkowski, Akita R, Brandeis J, Paterson MC, Slamon DJ.  HER-2/neu expression in node-negative breast cancers:  Direct tissue quantitation by computerized image analysis and association of overexpression with increased risk of recurrent disease.  Cancer Research 53: 4960-4970, 1993.  
3. Press MF, Bernstein L, Thomas PA, Meisner LF, Zhou J-Y, Ma Y, Hung G, Robinson RA, Harris C, El-Naggar A, Slamon DJ, Peyrot M, Ross J, Phillips R, Wolman SR, Flom KJ.  HER-2/neu gene amplification by fluorescence in situ hybridization:  Poor prognosis in node-negative breast carcinomas. Journal of Clinical Oncology 15: 2894-2904, 1997.  
4. Vogel CL, Cobleigh MA, Tripathy D, Gutheil JC, Harris LN, Fehrenbacher L, Slamon DJ, Murphy M, Novotny WF, Burchmore M, Shak S, Stewart SJ, Press MF.  Efficacy and safety of trastuzumab (Herceptin) as a single agent in first-line treatment of HER2-overexpressing metastatic breast cancer. J. Clin. Oncol. 20: 719-726, 2002.  
5. Mass RD, Press MF, Anderson S, Cobleigh MA, Vogel CL, Dybdal N, Leiberman G, Slamon DJ.  Evaluation of clinical outcomes according to HER2 detection by fluorescence in situ hybridization in women with metastatic breast cancer treated with trastuzumab.  Clinical Breast Cancer 6: 240-246, 2005. 
6. Press MF, Finn RS, Cameron D, Di Leo A, Geyer CE, Villalobos IE, Santiago A, Guzman R, Gasparyan A, Ma Y, Danenberg K, Martin AM, Williams L, Oliva C, Stein S, Gagnon R, Arbushites M,Koehler MT. HER2 Gene Amplification, HER2 and EGFR Messenger RNA and Protein Expression and Lapatinib Efficacy in Women with Metastatic Breast Cancer. Clinical Cancer Research 14: 7861-7870, 2008.   
7. Slamon D, Eiermann W, Robert N, Pienkowski T, Martin M, Press MF, Mackey J, Glaspy J, Chan A, Pawliki M, Pinter T, Valero V, Liu M-C, Sauter G, von Minckwitz G, Visco F, Bee V, Buyse M, Bendahmane T, Lindsay M-A, Riva A, Crown J. Adjuvant trastuzumab in HER2-positive breast cancer.  New England Journal of Medicine 365: 1273-1283, 2011.  
8. Wolff AC, Hammond MEH, Hicks DG, Dowsett M, McShane L, Allison KH, Allred DC, Bartlett JMS, Bilous M, Fitzgibbons P, Hanna W, Jenkins RB, Mangu PB, Paik S, Perez EA, Press MF, Spears PA, Vance GH, Viale G, Hayes DF. Recommendations for human epidermal growth factor receptor 2 testing in breast cancer: American Society of Clinical Oncology - College of American Pathologists (ASCO/CAP) clinical practice guideline update. Archives of Pathology and Laboratory Medicine.  138(2):241-56, 2014, PM ID: 24099077.  
9.  Stern HM, Gardner H, Burzykowski T, Elatre W, Pestano GA, Santiago A, Villalobos I, Eiermann W, Pienkowski T, Martin M, Robert N, Crown J, Nuciforo P, Bee V, Taupin H, Slamon DJ, Press MF.  PTEN loss is associated with worse outcome in HER2-amplified breast cancer patients but is not associated with trastuzumab resistance. Clinical Cancer Research (in press, doi:10.1158/1078-0432.CCR-14-2993), 2015. 
10. Wen W, Chen W, Millis S, Bender R, Ghazalpour A, Tan Z, Basu G, Gatalica Z, Press MF.  Mutations in the kinase domain of the HER2/ERBB2 gene identified in a wide variety of human cancers. Journal of Molecular Diagnostics (in press), 2015.  

B.	Positions and Honors
Fellowships / Honors:
1972-1977	Recipient of NIH Training Grant for combined M.D.- Ph.D. program (1-T32 HD-07009).
1982-1985	American Cancer Society Junior Faculty Clinical Fellow (JFCF #678).  
1984	U. of Chicago Faculty Traveling Fellowship (Fellow of Dr. Robert Scully, Harvard). 
1984-1985	Amoco Foundation Scholar. 
1997 	Principal Investigator, Oncor, Inc. study of FISH as diagnostic assay for HER2 gene amplification, approved by US Food and Drug Administration for INFORM HER assay. 
2001-2002 	Investigator and Presenter, application of Vysis Inc and Genentech Inc to the US Food and Drug Administration for the HER2 PathVysion assay.  
2000-2009 	Director, Central Laboratory, Cancer International Research Group (CIRG). 
2008 	U.S. Patent number 7,371,840 issued, Inventors: MF Press and B Saffari.  
2004-2009 	Principal Investigator, Breast Cancer Center of Excellence Award, DOD. 
2011 	Joanne Vandenberge Hill Award and the William O. Russell Lectureship, M. D. Anderson Cancer Center, Houston, TX; annual award to a pathologist who has “demonstrated outstanding professional achievement and who reflects the spirit and leadership of Dr. William Russell, former chairman of the Department of Pathology at M.D. Anderson Cancer Center.”

Licensure:	State of Illinois, 1978; State of California, 1988; State of Idaho, 2012; Nevada, 2012.

Board Certification: 	American Board of Pathology (Anatomical Pathology), 1982.

Academic Appointments:
1980-1981	Instructor, Department of Pathology, The University of Chicago.
1981-1987	Assistant Professor, Department of Pathology, The University of Chicago.
1985-1987	Assistant Professor, Department of Ob/Gyn, The University of Chicago.
1987-1988	Associate Professor, Departments of Pathology and Ob/Gyn, The University of Chicago.
1988-1994	Associate Professor, Department of Pathology, University of Southern California. 
1994-present	Professor, Department of Pathology, University of Southern California.
1998-present	Harold E. Lee Professor of Cancer Research, University of Southern California.  

C.	Contribution to Science

1. “Bench to bed-side” development of HER2 as a therapeutic target.  We demonstrated a direct relationship between HER2 amplification and overexpression as well as found associations with poor overall survival among patients with HER2 amplified/overexpression breast, ovarian, endometrial, salivary gland, and gastric cancers.  Our laboratory helped to develop and evaluate two different fluorescence in situ hybridization (FISH) assays that were approved by the US Food and Drug Administration for clinical testing using data derived partially from our laboratory. Although our laboratory did not play a role in the development of drugs used to treat HER2-overexpressing cancers (with the exception of four laboratory-developed monoclonal anti-HER2 antibodies that have not gone to clinical trial), we have served as the central laboratory in 19 clinical trials assessing the efficacy of several novel anti-HER2 drugs.  We have also been active in setting practice guidelines for HER2 testing.  
1.  Press MF, Cordon-Cardo C, Slamon DJ.  Expression of the HER-2/neu Proto-oncogene in Normal Adult and Fetal Tissues.  Oncogene 5: 953-962, 1990. 
2.  Press MF, Pike MC, Hung G, Zhou J-Y, George J, Dietz-Band J, James W, Slamon DJ, Batsakis JG, El-Naggar AK.  Amplification and overexpression of HER-2/neu in carcinomas of the salivary gland: Correlation with poor prognosis.  Cancer Research 54: 5675-5682, 1994.  
3.  Saffari B, Jones LA, El-Naggar A, Felix JC, George J, Press MF.  Amplification and overexpression of HER-2/neu  (c-erb B-2) in endometrial cancers:  Correlation with overall survival. Cancer Research 55: 5693-5698, 1995.  
4. Di Leo A, Gomez HL, Aziz Z, Zvirbule Z, Bines J, Arbushites MC, Guerrera SF, Koehler M, Oliva C, Stein SH, Williams LS, Dering J, Finn RS, Press MF.  Lapatinib plus paclitaxel versus placebo plus paclitaxel as first-line treatment for patients with metastatic breast cancer: A phase III, double-blind, randomized study in 580 Patients. Journal of Clinical Oncology 26(34): 5544-5552, 2008. 
5.  Konecny GE, Santos L, Hatmal M, Winterhoff B, Keeney GL, Mariani A, Jones M, Neuper C, Muderspach L, Riehle D, Wang H-J, Dowdy S, Podratz KC, Press MF.  HER2 gene amplification and EGFR expression in a large cohort of surgically staged patients with nonendometrioid (type II) endometrial cancer. British Journal of Cancer 100(1): 89-95, 2009.   
6.  Sauter G, Lee J, Bartlett JMS, Slamon DJ, Press MF. Guidelines for human epidermal growth factor receptor 2 testing:  biologic and methodologic considerations. Journal of Clinical Oncology 27: 1323-1333, 2009.   
7.  Valero V, Forbes J, Pegram MD, Pienkowski T, Eiermann W, von Minckwitz G, Roche H, Martin M, Crown J, Mackey JR, Fumoleau P, Rolski J, Mrsic-Krmpotic Z, Jagiello-Gruszfeld A, Riva A, Buyse M, Taupin H, Sauter G, Press MF, Slamon DJ.  "Multicenter phase III randomized trial comparing docetaxel and trastuzumab with docetaxel, carboplatin, and trastuzumab as first-line chemotherapy for patients with HER2-gene-amplified metastatic breast cancer (BCIRG 007 study): two highly active therapeutic regimens."  Journal of Clinical Oncology 29: 149-156, 2011.
8.  Gordon MA, Gundacker H, Benedetti J, Macdonald JS, Baranda J, Levin W, Wick N, Blanke CD, Elatre W, Weng P, Zhou J-Y, Lenz H-J, Press MF. Assessment of HER2 gene amplification in adenocarcinomas of the stomach or gastroesophageal junction in the INT-0116/SWOG9008 clinical trial. Annals of Oncology 24(7): 1754-1761, 2013, PM ID: 23524864.  

2.  Contributions to the role of steroid hormone receptors as predictive markers of response to anti-estrogen (and other) therapy.  In collaboration with Dr. Geoffrey Greene we characterized estrogen receptor-alpha (ER) and progesterone receptor (PR) by immunohistochemistry using specific anti-receptor monoclonal antibodies.  We demonstrated that ER and PR were exclusively nuclear transcription factors, not cytosolic proteins that were “translocated” to the nucleus in the presence of steroid as was the prevailing dogma at the time.  We showed that these IHC assays could be used instead of traditional charcoal binding assays.  More recently we have focused our attention on “receptor cross-communication” between membrane receptor pathways and the nuclear ER pathway to investigate the role lapatinib might play in disrupting this communication to counteract resistance to anti-estrogen therapy.  
1.  Press MF, Greene GL.  An immunocytochemical method for demonstrating estrogen receptor in human uterus using monoclonal antibodies to human estrophilin.  Laboratory Investigation 50: 480-486, 1984.
2. Press MF, Nousek-Goebl NA, King WJ, Herbst AL, Greene GL.  Immunohistochemical assessment of estrogen receptor distribution in the human endometrium throughout the menstrual cycle.  Laboratory Investigation  51: 495-504, 1984.  
3.   Press MF, Greene GL.  Localization of progesterone receptor with monoclonal antibodies to the human progestin receptor.  Endocrinology  122: 1165-1175, 1988.  
4.   Slamon DJ, Boyle WJ, Press MF, Golde DW, Souza L.  Subnuclear localization of the trans-activating protein of the human T-cell leukemia virus, type I.  Journal of Virology 62: 680-686, 1988. 
5.   Press MF, Udove JA, Greene GL.  Progesterone receptor distribution in the human endometrium: Analysis using monclonal antibodies to human progestin receptor.  American Journal of Pathology 131: 112-124, 1988.
6. Press MF, Xu S-H, Wang J-D, Greene GL.  Subcellular distribution of estrogen receptor and progesterone receptor with and without specific ligand.  American Journal of Pathology 135: 857-864, 1989.  
7.  Press MF, Spaulding B, Groshen S, Kaminsky D, Hagerty M, Sherman L, Christensen K, Edwards DP.  Monoclonal antibodies designed for immunohistochemical detection of progesterone receptor in archival breast cancer specimens.  Steroids 67: 799-813, 2002.  
8. Finn RS, Press MF, Dering J, Gomez H, Aziz Z, Arbushites M, Koehler M, Oliva C, Williams LS, Di Leo A. ER, PR, HER2, and EGFR expression and benefit from lapatinib in a prospective randomized trial of lapatinib with paclitaxel versus paclitaxel alone as first-line treatment in 579 Women with HER2 negative or unknown metastatic breast cancer.  Journal of Clinical Oncology 27(24): 3908-3915, 2009.  
9.  Ma H, Lu Y, Malone KE, Marchbanks PA, Deapen DM, Spirtas R, Burkman RT, Strom BL, McDonald J, Folger S, Simon MS, Sullivan-Halley J, Press MF, Bernstein L. Mortality risk of black women and white women with invasive breast cancer by hormone receptors, HER2, and p53 Status. BMC Cancer 13:225, 4 May 2013. 
10.  Finn RS, Press MF, Dering J, O’Rourke L, Florance A, Ellis C, Martin A-M, Johnston S.  Quantitative ER and PgR assessment as predictors of benefit from lapatinib in postmenopausal women with hormone receptor-positive, HER2-negative metastatic breast cancer treated with letrozole and lapatinib or letrozole and placebo. Clinical Cancer Research 20:  736-743, 2014, PM ID: 24198242.  

3.  Topoisomerase II-alpha gene amplification as a predictive marker of responsiveness to anthracycline chemotherapy.  Topoisomerase II-alpha is the primary target for anthracycline chemotherapy agents, the prevailing drug class used to treat breast cancer patients with invasive disease.  Unfortunately, anthracycline chemotherapy has been used historically in a “one size fits all” approach. Our studies have demonstrated what others had previously suggested, that TOP2A gene amplification is a predictive marker for differential treatment responses to anthracycline-containing chemotherapy.  We showed that patients whose breast cancers lack TOP2A gene amplification show no incremental benefit from the use of anthracycline-containing chemotherapy compared to other chemotherapy regimens.  Alternatively, patients whose breast cancers have TOP2A amplification derive a benefit from anthracycline-containing chemotherapy that is comparable to the benefit derived from trastuzumab plus chemotherapy in women with HER2 amplified breast cancers, i.e. an approximately 50% reduction in disease recurrence.  Despite what we think is a most important finding, the oncology community has not embraced this idea of determining TOP2A gene amplification status before selecting patients for anthracycline-containing chemotherapy.  
1.  Slamon DJ and Press MF, Alterations in the topoisomerase II-alpha and HER2 genes:  Association with anthracycline sensitivity in human breast cancers. Journal of the National Cancer Institute 101: 615-618, 2009.  
2.  Press MF, Sauter G, Buyse M, Bernstein L, Guzman R, Santiago A, Villalobos IE, Eiermann W, Pienkowski T, Martin M, Robert N, Crown J, Bee V, Taupin H, Flom KJ, Tabah-Fisch I, Pauletti G, Lindsay MA, Riva A, Slamon DJ.  Alteration of topoisomerase II-alpha gene in human breast cancer: Association with responsiveness to anthracycline-based chemotherapy. Journal of Clinical Oncology 29: 859-867, 2011.
3.  Press MF, Bernstein L, Sullivan-Halley J, Buyse M, Sauter G, Slamon DJ. Does topoisomerase II-alpha gene amplification provide useful information for treatment selection in patients with breast carcinoma? In Reply to R. Simon. Journal of Clinical Oncology 29: 2941-2944, 2011.  
4.  Press MF, Gordon MA, Slamon DJ.  Potential utility of an expression array signature for predicting anthracycline responsiveness or resistance.  Journal of Clinical Oncology 30: 357-361, 2012.  PM ID: 22203766.
5.  Fasching PA, Weihbrecht S, Haeberle L, Gasparyan A, Villalobos IE, Ma Y, Ekici AB,  Wachter DL, Hartmann A, Beckmann MW, Slamon DJ, Press MF.  HER2 and TOP2A amplification in a hospital-based cohort of breast cancer patients: associations with patient and tumor characteristics.  Breast Cancer Research and Treatment 145(1): 193-203, 2014, PM ID: 24682655.  
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Ongoing Research Support

DR1-01477  Slamon (PI)	05/1/10-04/30/15	
Therapeutic Opportunities To Target Tumor Initiating Cells in Solid Tumors
The major goals of this study are to develop biomarkers that are correlated with responsiveness to stem cell therapies directed at polo-like kinase 4(PLK4). 
Role: Co-PI

DR3-07067  Slamon (PI)	05/1/14-04/30/18		
Therapeutic Opportunities To Target Tumor Initiating Cells in Solid Tumors
The major goals of this study are to use tumor tissue available from patients entered in the phase I clinical trials of CFI-400945 Plk4 inhibitor to determine which cancer biomarker or biomarkers are associated with patient response to CFI-400945 inhibitor treatment.
Role: Co-PI
OVERLAP: None

The Breast Cancer Research Foundation  Press (PI)	10/1/09-09/30/15		
Estrogen Receptor Coactivator Gene Amplification: A Potential New Predictive Marker of Responsiveness to Anti-Estrogen Therapy 
The major goals of this study are to study the prevalence gene amplification of steroid hormone receptor genes in breast cancers and determine if these alterations have a role in treatment resistance to anti-estrogen therapies.  
Role: PI

IIR13260750  Curtis (PI)	07/0/13-06/30/17		
Patient-Specific Profiles and Biomarkers of Resistance in HER2+ Breast Cancer
The major goals of this study is to use patient molecular profiling to leverage the genomic profiles encoded in tumor cells and mathematical modeling to interrogate the cellular dynamics that regulate tumor growth in order to predict and prevent resistance
Role: Co-PI

1R01CA164509-01A1  Zhong (PI)	05/1/12-04/30/17		
Multi-phase Microfluidic Devices for Characterization of Circulating Tumor Cells
The major goal of this project is to characterize circulating tumor cells using microfluidic devices.
Role: Co-PI

[bookmark: _GoBack]1RO1CA182514-01A1  Curtis (PI)	09/1/14-08/31/19		
Integrated genomic analysis and multi-scale modeling of therapeutic resistance
The major goals of this project are to 1. quantify intra-tumor heterogeneity and clonal selection in response to targeted therapy; 2. perform phenotypic characterization of candidate drivers and resistant tumor subpopulations and 3. perform iterative mathematical and functional modeling of therapeutic resistance.
Role: Co-PI

