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A.	Personal Statement
Dr. Pinski is a tenured Associate Professor of Medicine in the Division of Medical Oncology and Co-Director of the Genitourinary Program at the Norris Comprehensive Cancer Center of the University of Southern California in Los Angeles, where he combines clinical care with basic research on the biology of prostate cancer.  He completed medical school and earned his PhD in pathology at the J.W. Goethe University in Frankfurt, Germany, before coming to the U.S. in 1990, to work at the Tulane University in New Orleans, with Nobel laureate Andrew Schally, MD, one of the pioneers of hormonal therapy for prostate cancer who discovered LHRH. From 1998 until his move to California in 2001, Dr. Pinski received his clinical training in Baltimore’s Johns Hopkins Sidney Kimmel Comprehensive Cancer Center, where he continued his research in prostate cancer in the laboratory of John Isaacs, PhD. He published more than 100 peer-reviewed articles, most on the topic of hormonal manipulation of prostate cancer and biomarker discovery. Dr. Pinski’s research involves studies evaluating the efficacy of novel LHRH analogs in the treatment of prostate cancer, the role of the androgen synthesis pathway in the progression of prostate cancer towards castration resistance, and discovery of novel biomarkers related to this pathway.

B.	Positions and Honors
1988-1989	Medical Residency, Internal Medicine, J.W. Goethe University, Frankfurt, Germany
1990-1993	Research Associate at Endocrine, Polypeptide, and Cancer Institute, Tulane University School of Medicine, New Orleans, LA
1990-1994	Research Assistant Professor at Endocrine, Polypeptide, and Cancer Institute, Tulane University School of Medicine, New Orleans, LA
1996-1998	Medical Residency, Internal Medicine, Ochsner Clinic, New Orleans, LA
1998-2001	Medical Oncology Fellowship, Johns Hopkins Oncology Center, Baltimore, MD
2001-2008	Assistant Professor of Medicine, Department of Medical Oncology, USC/Norris Comprehensive Cancer Center, Los Angeles, CA
2008-present	Associate Professor of Medicine, Department of Medical Oncology, USC/Norris Comprehensive Cancer Center, Los Angeles, CA
2009-present	Co-Director of Genitourinary Oncology at the USC/Norris Comprehensive Cancer Center, Los Angeles, CA

Other Experience and Professional Memberships
1995-Present	Member, American Association for Cancer Research
2002-Present	Member, Southwest Oncology Group
2002-Present	Member, American Society of Clinical Oncology


C.	Contribution to Science
1. Androgen deprivation therapy (ADT) is the cornerstone of treatment for metastatic prostate cancer (mPC), and new hormonal agents have recently improved survival for some patients. However, the use of ADT remains empiric, and as novel hormonal agents continue to emerge there is a growing need for biomarkers to guide their optimal use. Data from our group and others suggest that variations in genomic and expression profiles of androgen pathway genes are significantly associated with clinical response to hormonal agents. We have reported that multiple androgen synthesis enzymes are up or downregulated in PC cells exposed to LH or LHRH, suggesting that hormonal therapies may induce similar adaptive changes in our patients’ tumors. These data are corroborated by our finding that SNPs in LHRH and LH receptor (LHR) are associated with clinical outcomes in PC. We hypothesize that initial response and subsequent resistance to ADT is associated with genetic sequence variants and differential expression of genes within the androgen pathway. We are presently testing this hypothesis in an RO1 funded Phase III SWOG-sponsored trial of 1,500 men with mPC initiating ADT with leuprolide (LHRH agonist) and either bicalutamide (anti-androgen) or orteronel (novel CYP17,20 lyase inhibitor). This is a collaborative project between Dr Pinski’s, Dr Ingles’ and Dr Goldkorn’s laboratories.
· Ingles SA, Liu SV, Pinski J. LHRH and LHR genotypes and prostate cancer incidence and survival. Int J Mol Epidemiol Genet. 2013 Nov 28;4(4):228-34. eCollection 2013.

2. Early experience with these newer hormonal agents for PC has shown their promising therapeutic potential but has also demonstrated that, as with traditional hormonal therapies and chemotherapeutic agents, the duration of responses is limited in time. It is critical, therefore, that new treatment options be made available for patients with mCRPC which could be used either at the time of progression after chemotherapy or in combination with current agents to improve survival.  Due to unprecedented results in B-cell lymphoma and leukemia treatment using autologous genetically engineered chimeric antigen receptor (CAR) T-cells, clinical investigations on the use of these CAR T-cells are being tested against solid tumors including PC.  CAR modified T-cells combine the HLA-independent targeting specificity of a monoclonal antibody with the cytolytic activity, proliferation, and homing properties of activated T-cells, but do not respond to checkpoint suppression. Dr Pinski’s laboratory demonstrated that the luteinizing hormone receptor (LHR) is not only highly expressed in PC but also might play a role in progression of this disease. In collaboration with Dr Epstein’s laboratory we are in the process of generating and testing CAR T-cells against LHR for the treatment of PC
· Xiong S, Wang Q, Liu SV, Montgomery RB, Stanczyk FZ, Vallone JG, Merin NM, Pinski J. Effects of luteinizing hormone receptor in signaling in prostate cancer Prostate. 2015 Feb;75(2):141-50. 
· Pinski J, Xiong S, Wang Q, Stanczyk F, Hawes D, Liu SV. Effect of luteinizing hormone on the steroidogenic pathway in prostate cancer. Prostate. 2011 Jun 1;71(8):892-8.

3. The expression of receptors for luteinizing hormone-releasing hormone (LH-RH) on prostate cancer cells is well described. Pituitary receptors are downregulated in response to LH-RH agonist therapy. Data from Dr Pinski’s laboratory show that tumoral LH-RH receptor expression persists despite extended LH-RH agonist treatment. These findings formed the basis for the use of cytotoxic LH-RH analogs in advanced PC. These agents combine an LH-RH agonist with a cytotoxic moiety and exploit LH-RH receptor expression to deliver the cytotoxic agent. Our data show persistent LH-RH receptor expression in prostate cancer specimens and support the concept of using cytotoxic LH-RH analogs in the treatment of advanced prostate cancer. AEZS-108, formerly AN-152, is a cytotoxic hybrid molecule consisting of a LHRH agonist moiety covalently coupled to doxorubicin, allowing it to deliver doxorubicin selectively to cells expressing LHRH receptors. We are presently conducting a phase II of AEZS-108 in men with taxane- and castrate resistant PC collecting information on the safety profile and efficacy of this agent. This RO1 funded project involves blood collection for capture of circulating tumor cells (CTC) to visualize internalization of AEZS-108 and LHRH receptor measurements.
· Liu SV, Tsao-Wei DD, Xiong S, Groshen S, Dorff TB, Quinn DI, Tai YC, Engel J, Hawes D, Schally AV, Pinski JK. Phase I, dose-escalation study of the targeted cytotoxic LHRH analog AEZS-108 in patients with castration- and taxane-resistant prostate cancer. Clin Cancer Res. 2014 Dec 15;20(24):6277-83.
· Liu SV, Schally AV, Hawes D, Xiong S, Fazli L, Gleave M, Cai J, Groshen S, Brands F, Engel J, Pinski J. Expression of receptors for luteinizing hormone-releasing hormone (LH-RH) in prostate cancers following therapy with LH-RH agonists. Clin Cancer Res. 2010 Sep 15;16(18):4675-80.
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D.	Research Support

Ongoing Research Support
R01 CA148756   				Pinski (PI)          				09/01/2010-08/31/2015
NIH/NCI 
Targeted Therapy to Receptors for LH-RH in Prostate Cancer.
This proposal explores the activity and safety of a novel hybrid anti-cancer compound targeting LH-RH receptors on cancer cells, in which doxorubicin is linked to an LHRH peptide, in a phase I/II clinical trial in patients with metastatic prostate cancer. Correlative studies explore the mechanism of action of this agent in CTC collected with a novel method from patients’ blood.
Role: Principal Investigator

R01CA172436				Goldkorn/Pinski/Ingles (PIs)	09/10/2014-07/31/2019
NIH/NCI
Biomarkers of Hormone Therapy Response in a Multicenter Prostate Cancer Trial.
The major goals of this project are to identify germline and somatic biomarkers within the androgen pathway which predict response to hormonal therapy in a multi-center SWOG-sponsored prostate cancer trial.
Role: Co-Principal Investigator

(PI: Pinski)														01/01/2015-12/31/2020
Weill Cornell Medical College
4P-14-2: A Phase II Trial of the Aurora Kinase A Inhibitor MLN8237 in Patients with Metastatic Castrate Resistant and Neuroendocrine Prostate Cancer.
The major goal of this study is to evaluate the objective response rate of MLN8237 for patients with neuroendocrine prostate cancer.
Role: Principal Investigator

Completed Research Support
W81XWH-07-1-0620			Pinski (Co-PI) 					07/01/2007-06/30/2011
Department of Defense Prostate Cancer Research Program 
A Phase I/II Trial of Adjuvant 3-D Conformal Radiation Therapy, Hormonal Therapy, and Concurrent Docetaxel for High-Risk Pathologic T2-T3N0M0 Prostate Cancer.
The objective of this project was to study the safety and efficacy of combined radiation, hormonal and chemotherapy in the adjuvant setting in patients with high-risk localized prostate cancer.
Role: Co-Principal Investigator

RSG-06-104-01-CCE			Pinski (PI)						07/01/2006-06/30/2010
American Cancer Society		 
Prostatic Neuroendocrine Differentiation in Different Ethnic Groups.
The major goals of this project are 1) to determine the anatomic distribution and density of NE cells in normal human prostate tissue as a function of age and ethnicity, and to determine whether such differences are reflected in serum levels of NE markers; 2) to determine the role and density of NE cells in prostate cancer in different ethnic groups; 3) to determine the predominant NE marker profiles of NE cells in normal human prostate and PCA of different ethnic groups.
Role: Principal Investigator

R01CA111613				Jadvar (PI)						07/01/2005-05/31/2010	
NIH/NCI		
FDG PET-CT in Metastatic Prostate Cancer.
The major goals of this project are 1) to assess the diagnostic utility of FDG Pet-CT in the evaluation of therapy response in two clinically distinct groups of patients with metastatic prostate cancer, and 2) to evaluate FDG-PET-CT in predicting patient outcome.
Role: Co-Investigator

W81XWH-06-1-0044			Pinski (PI)						11/01/2005-04/30/2009	
Department of Defense Prostate Cancer Research Program	
Prognostic Molecular Markers for Prostate Cancer
The major goals of this project are to correlate the gene and protein expression of 1) several markers related to the androgen receptor and its coactivators (SRC-1, TIF2, HER-2/neu); and 2) the endoplasmic reticular stress-induced response (GRP78, GRP94) in a well-defined cohort of patients with localized and locally-advanced prostate cancer following radical prostatectomy.

Translational Res. Grant		Pinski (PI)						08/01/2004-04/30/2008	
Whittier Foundation Award		
Prognostic Molecular Markers for Prostate Cancer
The major goals of this project are to correlate the gene and protein expression of 1) several markers related to the androgen receptor and its coactivators (SRC-1, TIF2, HER-2/neu); and 2) markers involved in the ER stress-induced response (GRP78, GRP94), with clinical outcomes in a well-defined cohort of patients with localized and locally-advanced prostate cancer following radical prostatectomy.

W81XWH-04-1-0823			Coetzee (PI)					10/01/2004–10/31/2007	
Department of Defense Prostate Cancer Research Program	
Androgen Receptor-Mediated Escape Mechanism from Andogen Ablation Therapy
The major goals of this project are 1) to develop knock-down methods using siRNA; 2) develop ChIP and Q-RT PCR assays for hK2, FGF8, p21 Cdk1/2 and hMAK; and 3) perform mRNA production and growth curve assays
Role: Co-Investigator

W81XWH-04-1-0187			Pinski (PI)						01/12/2004-02/11/2007	
Department of Defense Prostate Cancer Research Program	
A Novel Therapy for Prostate Cancer Based on the Disintegrin Contortrostatin
The major goal of this project is that CN will demonstrate therapeutic efficacy in xenograft and bone metastasis mouse models of human prostate cancer.

