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	Medicine
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A.	Personal Statement

I am a physician-scientist known for my work on the pharmacogenomics of GI cancers. My work has pioneered pharmacogenomics in colon cancer leading to the design of prospective trials in GI and Lung Cancer using biomarkers identified in his laboratory. I am the Principal Investigator of the NCI U01 (CA62505, PI: Dr. Lenz and Dr. Newman, City of Hope) and the USC PI of Phase II contract (N01 CM17101, PI, Dr. Gandara, UC Davis) and the PI on the U10 CA058882 SWOG and I serve as the Co-Chair of the GI Committee and Correlative Science Committee of SWOG. I am also a member of the NCI Task Force of Gastroesophageal Cancer, the NCI Steering Committee and NCI Translational Science Committee.

B.	Positions and Honors

Positions and Employment
1985-1991	Postgraduate Training, Departments of Internal Medicine, Hematology and Oncology, University of Tübingen, Tübingen, Germany
1991-1994	Research Fellowship, Department of Biochemistry and Molecular Biology, USC Norris Comprehensive Cancer Center, Los Angeles, CA
1994-2000	Assistant Professor of Medicine, Division of Medical Oncology, Keck School of Medicine USC, Los Angeles, CA
1997-	Scientific Director, Cancer Genetics Unit, USC Norris Comprehensive Cancer Center, Los Angeles, CA
1998-	Program Co-Leader, GI Cancers Program, USC Norris Comprehensive Cancer Center, Los Angeles, CA
2000-2005	Associate Professor of Medicine, Division of Medical Oncology, Keck School of Medicine USC, Los Angeles, CA
2004-	Section Head, GI Oncology, Division of Medical Oncology, Keck School of Medicine USC, Los Angeles, CA
2005-	Professor of Medicine, Division of Medical Oncology, Keck School of Medicine USC, Los Angeles, CA
2006-	Professor of Preventive Medicine, Keck School of Medicine USC, Los Angeles, CA
2007-	Associate Director for Adult Oncology, USC Norris Comprehensive Cancer Center, Los Angeles, CA

Honors
1992	Research Fellowship, Mildred Scheel Stiftung der Deutschen Krebshilfe, Bonn, Germany
1994-1995	Young Investigator Award (ASCO)
1994-1997	Cancer Research Career Development Award from “STOP Cancer,” Los Angeles, CA
1995-1998	ASCO Career Development Award
2000	K24 NCI Mid-Career Development Award

C.	Contribution to Science

1. My research interest is early drug development and as PI of the UM1 and U10, my group plays a critical role in investigator initiated early phase I/II clinical trials. Here are some examples of three NIH sponsored and one investigator initiated clinical trial published in the last two years.
a. Shibata, S.I., Chung, V., Synold, T.W., Longmate, J.A., Suttle, A.B., Ottesen, L.H., Lenz, H.J., Kummar, S., Harvey, R.D., Hamilton, A.L., O'Neil, B.H., Sarantopoulos, J., LoRusso, P., Rudek, M.A., Dowlati, A., Mulkerin, D.L., Belani, C.P., Gandhi, L., Lau, S.C., Ivy, S.P. & Newman, E.M. (2013). Phase I study of pazopanib in patients with advanced solid tumors and hepatic dysfunction: a National Cancer Institute Organ Dysfunction Working Group study. Clin Cancer Res, 19, 3631-3639. PMCID: PMC3700623
b. Rubinson, D.A., Hochster, H.S., Ryan, D.P., Wolpin, B.M., McCleary, N.J., Abrams, T.A., Chan, J.A., Iqbal, S., Lenz, H.J., Lim, D., Rose, J., Bekaii-Saab, T., Chen, H.X., Fuchs, C.S. & Ng, K. (2014). Multi-drug inhibition of the HER pathway in metastatic colorectal cancer: results of a phase I study of pertuzumab plus cetuximab in cetuximab-refractory patients. Invest New Drugs, 32, 113-122. PMCID: PMC3775976
c. Bendell, J.C., Lenz, H.J., Ryan, T., El-Rayes, B.F., Marshall, J.L., Modiano, M.R., Hart, L.L., Kingsley, C.D., George, T.J., Nakashima, D. & Berlin, J.D. (2014). Phase 1/2 study of KRN330, a fully human anti-A33 monoclonal antibody, plus irinotecan as second-line treatment for patients with metastatic colorectal cancer. Invest New Drugs, 32, 682-690. PMCID: N/A
d. Newman, E.M., Morgan, R.J., Kummar, S., Beumer, J.H., Blanchard, M.S., Ruel, C., El-Khoueiry, A.B., Carroll, M.I., Hou, J.M., Li, C., Lenz, H.J., Eiseman, J.L. & Doroshow, J.H. (2015). A phase I, pharmacokinetic, and pharmacodynamic evaluation of the DNA methyltransferase inhibitor 5-fluoro-2'-deoxycytidine, administered with tetrahydrouridine. Cancer Chemother Pharmacol, 75, 537-546. PMCID: PMC4344391

2. Our paper in JCO 2007 showing that MTHR was associated with outcome gender dependent was one of the first publications showing that biomarkers may be gender specific. Since then we have published a number of papers showing that our germline polymorphisms or gene expression may be dependent on gender and location of the colon cancer. We have collaborated with Dr. Stebbing from Imperial College on the fundamental regulation of estrogen response genes and published our data in Nature Medicine in 2011 and are working on a Knock out mouse model. We have identified estrogen responsive colon cancer cell lines and continue to characterize biomarker, which are specific for gender.
a. Giamas, G., Filipovic, A., Jacob, J., Messier, W., Zhang, H., Yang, D., Zhang, W., Shifa, B.A., Photiou, A., Tralau-Stewart, C., Castellano, L., Green, A.R., Coombes, R.C., Ellis, I.O., Ali, S., Lenz, H.J. & Stebbing, J. (2011). Kinome screening for regulators of the estrogen receptor identifies LMTK3 as a new therapeutic target in breast cancer. Nat Med, 17, 715-719. PMC Journal – In Process
b. Barzi, A., Lenz, A.M., Labonte, M.J. & Lenz, H.J. (2013). Molecular pathways: Estrogen pathway in colorectal cancer. Clin Cancer Res, 19, 5842-5848. PMCID: PMC3836673
c. Wakatsuki, T., LaBonte, M.J., Bohanes, P.O., Zhang, W., Yang, D., Azuma, M., Barzi, A., Ning, Y., Loupakis, F., Saadat, S., Volz, N., Stintzing, S., El-Khoueiry, R., Koizumi, W., Watanabe, M., Shah, M., Stebbing, J., Giamas, G. & Lenz, H.J. (2013). Prognostic role of lemur tyrosine kinase-3 germline polymorphisms in adjuvant gastric cancer in Japan and the United States. Mol Cancer Ther, 12, 2261-2272. PMCID: PMC3810398
d. Ning, Y., Gerger, A., Zhang, W., Hanna, D.L., Yang, D., Winder, T., Wakatsuki, T., Labonte, M.J., Stintzing, S., Volz, N., Sunakawa, Y., Stremitzer, S., El-Khoueiry, R. & Lenz, H.J. (2014). Plastin polymorphisms predict gender- and stage-specific colon cancer recurrence after adjuvant chemotherapy. Mol Cancer Ther, 13, 528-539. PMCID: PMC3945969



3. My laboratory has a long track record on identification of predictive and prognostic biomarker in stage II/III colorectal cancer. Over the last couple of years we have focused on the cancer stem cell pathways such as Wnt signaling as well as the folate pathway which was funded by R01. We also reported as the first group that SNP in integrin were associated with tumor recurrence and we were the first to report SNP in genes involved in the obesity pathway to be associated with tumor recurrence.
a. Paez, D., Labonte, M.J., Bohanes, P., Zhang, W., Benhanim, L., Ning, Y., Wakatsuki, T., Loupakis, F. & Lenz, H.J. (2012). Cancer dormancy: a model of early dissemination and late cancer recurrence. Clin Cancer Res, 18, 645-653. PMC Journal – In Process
b. Paez, D., Gerger, A., Zhang, W., Yang, D., Labonte, M.J., Benhanim, L., Kahn, M., Lenz, F., Lenz, C., Ning, Y., Wakatsuki, T., Loupakis, F. & Lenz, H.J. (2014). Association of common gene variants in the WNT/beta-catenin pathway with colon cancer recurrence. Pharmacogenomics J, 14, 142-150. PMC Journal – In Process
c. Ulrich, C.M., Rankin, C., Toriola, A.T., Makar, K.W., Altug-Teber, O., Benedetti, J.K., Holmes, R.S., Smalley, S.R., Blanke, C.D. & Lenz, H.J. (2014). Polymorphisms in folate-metabolizing enzymes and response to 5-fluorouracil among patients with stage II or III rectal cancer (INT-0144; SWOG 9304). Cancer, 120, 3329-3337. PMCID: PMC4259283
d. Bohanes, P., Rankin, C.J., Blanke, C.D., Winder, T., Ulrich, C.M., Smalley, S.R., Rich, T.A., Martensen, J.A., Benson, A.B., 3rd, Mayer, R.J., Cripps, C.M., Danenberg, K., Makar, K.W., Zhang, W., Benedetti, J.K. & Lenz, H.J. (2015). Pharmacogenetic analysis of INT 0144 trial: association of polymorphisms with survival and toxicity in rectal cancer patients treated with 5-FU and radiation. Clin Cancer Res, 21, 1583-1590. PMC Journal – In Process
e. Bohanes, P., Yang, D., Loupakis, F., LaBonte, M.J., Gerger, A., Ning, Y., Lenz, C., Lenz, F., Wakatsuki, T., Zhang, W., Benhaim, L., El-Khoueiry, A., El-Khoueiry, R. & Lenz, H.J. (2015). Integrin genetic variants and stage-specific tumor recurrence in patients with stage II and III colon cancer. Pharmacogenomics J, 15, 226-234. PMC Journal – In Process
f. Sebio, A., Gerger, A., Matsusaka, S., Yang, D., Zhang, W., Stremitzer, S., Stintzing, S., Sunakawa, Y., Yamauchi, S., Ning, Y., Fujimoto, Y., Ueno, M. & Lenz, H.J. (2015). Genetic variants within obesity-related genes are associated with tumor recurrence in patients with stages II/III colon cancer. Pharmacogenet Genomics, 25, 30-37. PMCID: PMC4260998

4. Our group was the first to identify a SNP in let7 associated with outcome in patients with metastatic colorectal cancer treated with cetuximab. We were also the first to demonstrate that SNP in FCG receptors predicted outcome to cetuximab. Based on our data on SNP and gene expression in the genes involved in EGFR signaling we have collaborated with many groups to better understand the efficacy of EGFR inhibitors including a large prospective clinical trial testing EGFR intron SNP and mechanisms of resistance to mek inhibitors in kras mutant colon cancer cells.
a. Loupakis, F., Antoniotti, C., Cremolini, C., Zhang, W., Yang, D., Wakatsuki, T., Bohanes, P., Schirripa, M., Salvatore, L., Masi, G., Ricci, V., Graziano, F., Ruzzo, A., Benhaim, L., Marmorino, F., Ning, Y., El-Khoueiry, R., Falcone, A. & Lenz, H.J. (2014). Prospective study of EGFR intron 1 (CA)n repeats variants as predictors of benefit from cetuximab and irinotecan in chemo-refractory metastatic colorectal cancer (mCRC) patients. Pharmacogenomics J, 14, 322-327. PMCID: N/A
b. Van Schaeybroeck, S., Kalimutho, M., Dunne, P.D., Carson, R., Allen, W., Jithesh, P.V., Redmond, K.L., Sasazuki, T., Shirasawa, S., Blayney, J., Michieli, P., Fenning, C., Lenz, H.J., Lawler, M., Longley, D.B. & Johnston, P.G. (2014). ADAM17-dependent c-MET-STAT3 signaling mediates resistance to MEK inhibitors in KRAS mutant colorectal cancer. Cell Rep, 7, 1940-1955. PMCID: N/A
c. Geva, R., Vecchione, L., Kalogeras, K.T., Jensen, B.V., Lenz, H.J., Yoshino, T., Paez, D., Montagut, C., Souglakos, J., Cappuzzo, F., Cervantes, A., Frattini, M., Fountzilas, G., Johansen, J.S., Hogdall, E.V., Zhang, W., Yang, D., Yamazaki, K., Nishina, T., Papamichael, D., Vincenzi, B., Macarulla, T., Loupakis, F., De Schutter, J., Spindler, K.L., Pfeiffer, P., Ciardiello, F., Piessevaux, H. & Tejpar, S. (2015). FCGR polymorphisms and cetuximab efficacy in chemorefractory metastatic colorectal cancer: an international consortium study. Gut, 64, 921-928. PMCID: N/A
d. Benhaim, L., Zhang, W., Wakatsuki, T., Yang, D., Gerger, A., Bohanes, P., Paez, D., Loupakis, F., LaBonte, M.J., Ning, Y., El-Khoueiry, R., Ladner, R., Wilson, P., Zhang, H., Giamas, G., Stebbing, J. & Lenz, H.J. (2015). Genetic variants of kinase suppressors of Ras (KSR1) to predict survival in patients with ERalpha-positive advanced breast cancer. Pharmacogenomics J, 15, 235-240. PMCID: N/A
e. Saridaki, Z., Weidhaas, J.B., Lenz, H.J., Laurent-Puig, P., Jacobs, B., De Schutter, J., De Roock, W., Salzman, D.W., Zhang, W., Yang, D., Pilati, C., Bouche, O., Piessevaux, H. & Tejpar, S. (2014). A let-7 microRNA-binding site polymorphism in KRAS predicts improved outcome in patients with metastatic colorectal cancer treated with salvage cetuximab/panitumumab monotherapy. Clin Cancer Res, 20, 4499-4510. PMCID: PMC4155520

5. Our group was one of the first to report SNP in genes involved in angiogenesis, vessel maturation pericyte maturation to predict efficacy to VEGF and VEGFR inhibitors. We even tested these SNPs in VEGF/VEGFR in a prospective clinical trial. Our data in pericyte maturation identified potential new targets for drug development. We have collaborated with Bayer on a biomarker project for the Correct trial which was submitted to Lancet Oncology.
a. Volz, N.B., Stintzing, S., Zhang, W., Yang, D., Ning, Y., Wakatsuki, T., El-Khoueiry, R.E., Li, J.E., Kardosh, A., Loupakis, F., Cremolini, C., Falcone, A., Scherer, S.J. & Lenz, H.J. (2015). Genes involved in pericyte-driven tumor maturation predict treatment benefit of first-line FOLFIRI plus bevacizumab in patients with metastatic colorectal cancer. Pharmacogenomics J, 15, 69-76. PMC Journal – In Process
b. Loupakis, F., Cremolini, C., Yang, D., Salvatore, L., Zhang, W., Wakatsuki, T., Bohanes, P., Schirripa, M., Benhaim, L., Lonardi, S., Antoniotti, C., Aprile, G., Graziano, F., Ruzzo, A., Lucchesi, S., Ronzoni, M., De Vita, F., Tonini, G., Falcone, A. & Lenz, H.J. (2013). Prospective validation of candidate SNPs of VEGF/VEGFR pathway in metastatic colorectal cancer patients treated with first-line FOLFIRI plus bevacizumab. PLoS One, 8, e66774. PMCID: PMC3701556
c. Lambrechts, D., Lenz, H.J., de Haas, S., Carmeliet, P. & Scherer, S.J. (2013). Markers of response for the antiangiogenic agent bevacizumab. J Clin Oncol, 31, 1219-1230. PMCID: N/A
d. [bookmark: _GoBack]Gerger, A., El-Khoueiry, A., Zhang, W., Yang, D., Singh, H., Bohanes, P., Ning, Y., Winder, T., Labonte, M.J., Wilson, P.M., Benhaim, L., Paez, D., El-Khoueiry, R., Absenger, G. & Lenz, H.J. (2011). Pharmacogenetic angiogenesis profiling for first-line Bevacizumab plus oxaliplatin-based chemotherapy in patients with metastatic colorectal cancer. Clin Cancer Res, 17, 5783-5792. PMCID: PMC3174848
e. Grothey, A., Van Cutsem, E., Sobrero, A., Siena, S., Falcone, A., Ychou, M., Humblet, Y., Bouche, O., Mineur, L., Barone, C., Adenis, A., Tabernero, J., Yoshino, T., Lenz, H.J., Goldberg, R.M., Sargent, D.J., Cihon, F., Cupit, L., Wagner, A., Laurent, D. & Group, C.S. (2013). Regorafenib monotherapy for previously treated metastatic colorectal cancer (CORRECT): an international, multicentre, randomised, placebo-controlled, phase 3 trial. Lancet, 381, 303-312. PMCID: N/A

Complete List of Published Work in MyBibliography:
http://www.ncbi.nlm.nih.gov/sites/myncbi/heinz%20josef.lenz.1/bibliograpahy/47691049/public/?sort=date&direction=ascending

D.	Research Support

Ongoing Research Support
UM1 CA186717	Newman/Lenz (Co-PIs)	03/28/14-02/28/19
Phase I Molecular and Clinical Pharmacodynamic Trials ET-CTN
The goals of this project are to: 1) Perform phase I pharmacokinetic studies; 2) Identify biochemical correlates of resistance to anthracyclines and/or platinums; and 3) Perform trials that take advantage of expertise in areas of bioreductive activation of drugs, methylation anti-oncogenes, growth factor, and other pharmacologically exploitable biological pathways in cancer cells.
Role: PI, USC Subcontract

P30 CA014089	Gruber (PI)	12/01/96-11/30/15
USC Norris Comprehensive Cancer Center (Core) Support
The goal of this project is to support the USC Cancer Center.
Role: Co-Investigator

HHSN261201100038C	Gandara (PI)	01/01/06-09/22/15
Early Therapeutics Development with Phase II Emphasis
The goals of this project are: 1) the rapid initiation and completion of laboratory based Phase II trials evaluating the safety and efficacy of new NCI-sponsored antineoplastic agents; 2) the employment of a systemic approach to the collection, processing and storage of blood, tissue and other samples; 3) the evaluation of the biologic effects of new NCI-sponsored antineoplastic agents on their molecular targets, by investigation of potential laboratory, pharmacokinetic and pharmacodynamic correlations; 4) the identification of new predictive markers of response and survival to novel therapeutics, to develop appropriate study designs and statistical methodologies to assess molecular and biologic endpoints, and to correlate findings with clinically relevant outcomes in associated clinical trials; 5) the utilization of the special expertise within the California Cancer Consortium; and 6) USC, in addition to performing the full spectrum of projects, tasks and duties outlined in the technical proposal and business proposals of this contract, will serve as the functional imaging center for the clinical trials performed under this Phase II contract.
Role: PI, USC Subcontract

U10 CA032102	Baker (PI)	07/16/81-12/31/15
Southwest Oncology Group Treatment Grant
The goals of this project are to: 1) Serve as the Chair of the GI Translational Medicine Committee and to be responsible for the activities and research of the Committee; and 2) Serve as Vice-Chair, and support the activities of the GI Cancer Committee.
Role: Chair, GI Translational Medicine Committee and Vice-Chair

R01 AT006515	Tilburt (PI)	07/01/11-06/30/16
Assessing Patient Experience in Cancer Care: an Observational Communication Study
The goals of this study are to: 1) describe the frequency, dynamics, and quality of deliberations about, as well as documentation of, CAM discussions in routine cancer consultations; and 2) identify key characteristics of cancer consultation participants and dialogue that influence discussion of CAM, subsequent CAM use and/or referral.
Role: PI Subcontract

R01 CA166161	Lenz/Kahn (PIs)	04/01/13-03/31/18
Efficacy of Novel Wnt Modulator in Colon Cancer
The goal of this study is to test our hypothesis that increased CBP/β-catenin/TCF4 driven transcription at the expense of p300/β-catenin/TCF4-mediated transcription is associated with colon cancer development, and is essential for tumor relapse, drug resistance, metastases and poor prognosis in patients with colon cancer both pre-clinically in vitro and in vivo and clinically in a randomized phase II trial in combination with FOLFOX/Bevacizumab in patients with newly diagnosed metastatic colorectal cancer.
Role: Co-PI

U10 CA180830	Lenz/El-Khoueiry/Quinn (PIs)	04/17/14-02/28/19
NCI NCTN-Network Lead Academic Participating Site: USC
The goals of this project are to provide leadership, accelerate preclinical finding generated at USC into clinical trials in the NCTN, improve outcomes for patients with solid and liquid tumors, and improve quality of life; to identify and validate molecular signatures, tailoring chemotherapy to increase efficacy and decrease toxicity and identify novel targets for drug development using specimens collected in NCTN clinical trials.
Role: Co-PI

Completed Research Support
U01 CA062505	Newman (PI)	03/14/94-02/28/14
Phase I Molecular and Clinical Pharmacodynamic Trials
The goal of this project was to develop new laboratory-based cancer treatment strategies for application in the early therapeutic trial setting.
Role: PI, USC Subcontract
