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A.	Personal Statement

I am a physician-scientist with research interests in several areas of cancer, including biology of normal and leukemic hematopoietic stem cells, cancer drug resistance, programmed cell death, cellular signaling and molecularly targeted therapies. I have been continuously funded by multiple NIH grants since 2000 and have been elected to the American Society of Clinical Investigations (ASCI). My major research accomplishments include: 1) discovery that hematopoietic stem cells express P-glycoprotein, the product of MDR1 gene; 2) cloning and characterization of several members of the TNFR and Toll family and their adaptor proteins, including cFLIP/Mrit, Death Receptor 5 and TAJ/TROY; 3) first demonstration of the role of caspase 8 in NF-κB activation; 4) first demonstration that KSHV-encoded vFLIP K13 is a potent activator of the NF-κB pathway, characterization of its interacting partners and biological effects; 5) development of targeted drugs for treatment of KSHV associated malignancies; and 6) first use of AAV vectors for shRNA delivery.

1. Chaudhary, P.M. & Roninson, I.B. (1991). Expression and activity of P-glycoprotein, a multidrug efflux pump, in human hematopoietic stem cells. Cell, 66, 85-94.
2. Chaudhary, P.M., Eby, M., Jasmin, A., Bookwalter, A., Murray, J. & Hood, L. (1997) Death receptor 5, a new member of the TNFR family, and DR4 induce FADD-dependent apoptosis and activate the NF-kappaB pathway. Immunity, 7, 821-830.
3. Matta, H. & Chaudhary, P.M. (2004). Activation of alternative NF-kappa B pathway by human herpes virus 8-encoded Fas-associated death domain-like IL-1 beta-converting enzyme inhibitory protein (vFLIP). Proc Natl Acad Sci USA, 101, 9399-9404.
4. Chugh, P., Matta, H., Schamus, S., Zachariah, S., Kumar, A., Richardson, J.A., Smith, A.L. & Chaudhary, P.M. (2005). Constitutive NF-kappaB activation, normal Fas-induced apoptosis, and increased incidence of lymphoma in human herpes virus 8 K13 transgenic mice. Proc Natl Acad Sci USA, 102, 12885-12890.

B.	Positions and Honors

Positions and Employment
1998-2002	Assistant Professor, University of Texas Southwestern Medical School, Dallas, TX
2002-2004	Associate Professor with tenure, University of Texas Southwestern Medical School, Dallas, TX
2004-2009	Professor of Medicine, University of Pittsburgh School of Medicine, Pittsburgh, PA
2004-2009	Associate Director for Translational Research, University of Pittsburgh Cancer Institute, Pittsburgh, PA
2010-	Professor of Medicine and Chief of Hematology, University of Southern California, Los Angeles, CA
2010-2013	Associate Director of Translational Research and Co-Leader of Leukemia/Lymphoma Program, USC Norris Comprehensive Cancer Center, Los Angeles, CA
2011-	Clinical Program Director, USC Blood and Marrow Transplant Program, Los Angeles, CA
2014-	Co-Leader of Molecular Genetics Program, USC Norris Comprehensive Cancer Center, Los Angeles, CA

Other Experience and Professional Memberships
2004-	American Society for Clinical Investigations (ASCI)
2006-2009	Charter Member, NIH Development Therapeutics Study Section
2008-2009	Member, Special Emphasis Panel, NIH Extramural Loan Repayment Program
2011	Member, AIDS Malignancies Consortium (AMC)
2011	Ad hoc Member, Drug Discovery and Molecular Pharmacology (DMP) Study Section 
2012	Ad hoc Member, Basic Mechanism of Cancer Therapeutics (BMCT) Study Section
2012	Member, NCI Site Visit Panel (Wisconsin Carbone Cancer Center)
2013	Charter Member, AIDS Associated Opportunistic Infections and Cancer (AOIC) Study Section 
2014	Member, NCI Site Visit Panel (Herbert Irving Cancer Center at Columbia University)
2014	Member, NCI Site Visit Panel (Indiana Simon Cancer Center)

Honors
1990-1992	March of Dimes Birth Defects Foundation Predoctoral Fellowship
1995-1998	Damon Runyon-Walter Winchell Cancer Research Fund Postdoctoral Fellowship
1998	Howard Hughes Medical Institute New Faculty Award
1999	Leukemia Research Foundation New Investigator Award
2010	Bloom Family Chair in Lymphoma Research
2011	Outstanding Investigator Award, Western Society of Clinical Investigations

C.	Contribution to Science

1.	Expression of P-gp, a Product of Human MDR1 Gene, in Hematopoiotic Stem Cells and Lymphocytes. Rhodamine 123 (Rh123), a fluorescent dye that preferentially accumulates in mitochondrial membranes of living cells, was used for purification of primitive hematopoietic stem cell in the 1980s. It was assumed that the decreased Rh123 accumulation of hematopoietic stem cells results from the presence of very few or inactive mitochondria in these cells, which were believed to be kinetically and metabolically quiescent. In addition to Rh123, primitive hematopoietic stem cells were shown to stain less brightly with a DNA specific fluorescent dye Hoechst 33342, and this was attributed to more condensed chromatin organization of these mitotic quiescent stem cells. The quiescent nature of stem cells was also used to explain their resistance to cancer chemotherapy drugs. I demonstrated that P-glycoprotein (P-gp), the product of human Multidrug Resistance 1 (MDR1) gene, is highly expressed in pluripotent hematopoietic stem cells and selected subsets of peripheral blood lymphocytes, and is responsible for the diminished staining of these cells with fluorescent dyes such as Rhodamine 123 and Hoechst 33342. These manuscripts have been cited by more than 1,000 publications and have had a major impact on our understanding of stem cell biology, and emergence of drug resistance during cancer chemotherapy. As part of this work, I also described a novel mechanism, through which cells can up-regulate the expression of MDR1 gene and thereby develop resistance to cancer chemotherapy.
a.	Chaudhary, P.M. & Roninson, I.B. (1991). Expression and activity of P-glycoprotein, a multidrug efflux pump, in human hematopoietic stem cells. Cell, 66, 85-94.
b.	Chaudhary, P.M., Mechetner, E.B. & Roninson, I.B. (1992). Expression and activity of the multidrug resistance P-glycoprotein in human peripheral blood lymphocytes. Blood, 80, 2735-2739.
c.	Chaudhary, P.M. & Roninson, I.B. (1992). Activation of MDR1 (P-glycoprotein) gene expression in human cells by protein kinase C agonists. Oncol Res, 4, 281-290.
d.	Chaudhary, P.M. & Roninson, I.B. (1993). Induction of multidrug resistance in human cells by transient exposure to different chemotherapeutic drugs. J Natl Cancer Inst, 85, 632-639.



2.	Isolation of TNF Family Receptors and Characterization of their Signaling Activities. The discovery of a novel ligand of the Tumor Necrosis Factor Receptor (TNFR) family, designated TRAIL (TNF-related apoptosis-inducing ligand, also known as Apo2-L), generated considerable excitement in the field, since it was shown to induce rapid cell death in a number of transformed cancer cell lines without significant toxicity on normal cells. These unique properties of TRAIL were attributed to the fact that unlike TNF, TRAIL did not activate the NF-B pathway which induces cell death independent of the adaptor protein FADD. The above hypotheses were supported by the isolation of the first receptor for TRAIL, designated Death Receptor 4 (DR4) and it was reported that, similar to TRAIL, DR4 induced apoptosis independent of FADD and did not activate the NF-κB pathway. As a postdoctoral fellow in Lee Hood’s laboratory, I described the isolation of a new receptor for TRAIL, called Death Receptor 5 (DR5), and demonstrated that both DR5 and DR4 utilize FADD to induce cell death and could activate the NF-B pathway, thereby challenging the existing paradigm about the signal transduction pathway utilized by these receptors. My laboratory was also one of the first to describe the cytotoxic activity of TRAIL against Ewing’s sarcoma. I also isolated and characterized two additional novel receptors of the TNF family, osteoprotegerin/FDCR1, which is involved in bone-remodeling and TAJ (Toxicity and JNK inducer), which is involved in ectodermal differentiation. My group also characterized the signaling activities of two homologs of TAJ called EDAR (Ectodermal Dysplasia Receptor) and XEDAR (X-linked Ectodermal Dysplasia Receptor), respectively. My laboratory was one of the first to implicate a defect in NF-κB signaling in the pathogenesis of anhidrotic ectodermal dysplasia.
a.	Chaudhary, P.M., Eby, M., Jasmin, A., Bookwalter, A., Murray, J. & Hood, L. (1997). Death receptor 5, a new member of the TNFR family, and DR4 induce FADD-dependent apoptosis and activate the NF-kappaB pathway. Immunity, 7, 821-830.
b.	Eby, M.T., Jasmin, A., Kumar, A., Sharma, K. & Chaudhary, P.M. (2000). TAJ, a novel member of the tumor necrosis factor receptor family, activates the c-Jun N-terminal kinase pathway and mediates caspase-independent cell death. J Biol Chem, 275, 15336-15342.
c.	Kumar, A., Jasmin, A., Eby, M.T. & Chaudhary, P.M. (2001). Cytotoxicity of Tumor necrosis factor related apoptosis-inducing ligand towards Ewing’s sarcoma cell lines. Oncogene, 20, 1010-1014.
d.	Kumar, A., Eby, M.T., Sinha, S., Jasmin, A. & Chaudhary, P.M. (2001). The ectodermal dysplasia receptor activates the nuclear factor-kappaB, JNK, and cell death pathways and binds to ectodysplasin A. J Biol Chem, 276, 2668-2677.
e.	Sinha, S.K., Zachariah, S., Quinones, H.I., Shindo, M. & Chaudhary, P.M. (2002). Role of TRAF3 and -6 in the activation of the NF-kappa B and JNK pathways by X-linked ectodermal dysplasia receptor. J Biol Chem, 277, 44953-44961.

3.	Isolation and Characterization of Caspase 8 Homolog MRIT/CASPER/cFLIP and Characterization of its Biological Functions. I isolated and characterized a novel homolog of caspase 8, called MRIT/CASPER/cFLIP, which has emerged as a key regulator of death receptor and drug-induced apoptosis and the NF-κB and JNK pathways. My laboratory was the first to demonstrate that MRIT/CASPER/cFLIP and caspase 8 have the ability to activate the NF-κB and JNK pathways and thereby demonstrated that these proteins have functions beyond their known role in the mediation of cell death. We also demonstrated the loss of caspase 8 expression and DISC in several human cancers.
a.	Han, D.K., Chaudhary, P.M., Wright, M.E., Friedman, C., Trask, B.J., Riedel, R.T., Baskin, D.G., Schwartz, S.M. & Hood, L. (1997). MRIT, a novel death-effector domain-containing protein, interacts with caspases and BclXL and initiates cell death. Proc Natl Acad Sci USA, 94, 11333-11338.
b.	Chaudhary, P.M., Eby, M.T., Jasmin, A. & Hood, L. (1999). Activation of the c-Jun N-terminal kinase/stress-activated protein kinase pathway by overexpression of caspase-8 and its homologs. J Biol Chem, 274, 19211-19219.
c.	Chaudhary, P.M., Eby, M.T., Jasmin, A., Kumar, A., Liu, L. & Hood, L. (2000). Activation of the NF-kappaB pathway by caspase 8 and its homologs. Oncogene, 19, 4451-4460.
d.	Matta, H., Eby, M.T., Gazdar, A.F. & Chaudhary, P.M. (2002). Role of MRIT/cFLIP in protection against chemotherapy-induced apoptosis. Cancer Biol Ther, 1, 652-660.
e.	Harada, K., Toyooka, S., Shivapurkar, N., Maitra, A., Reddy, J.L., Matta, H., Miyajima, K., Timmons, C.F., Tomlinson, G.E., Mastrangelo, D., Hay, R.J., Chaudhary, P.M. & Gazdar, A.F. (2002). Deregulation of caspase 8 and 10 expression in pediatric tumors and cell lines. Cancer Res, 62, 5897-5901.

4.	Role of KSHV Encoded Viral FLICE Inhibitory Protein (vFLIP) K13 in Cell Signaling. The KSHV genome encode for a protein called K13, which was originally believed to protect KSHV-infected cells from apoptosis by preventing the activation of caspase 8/FLICE and, as such, was classified as a viral FLICE inhibitory protein (vFLIP). Over the past decade, my laboratory has characterized the biological function of this protein and its role in the pathogenesis of KSHV-associated malignancies. We have demonstrated that contrary to its original characterization, K13 is not an inhibitor of of caspase 8/FLICE, but instead is a potent activator of the classical and alternate NF-κB pathways. We have shown that K13 activates the NF-κB pathway by directly binding to and activating a kinase complex, called the IKK complex, and utilizes the NF-κB pathway to promote cellular survival, proliferation, transformation, cytokine secretion and KSHV latency.
a.	Chaudhary, P.M., Jasmin, A., Eby, M.T. & Hood, L. (1999). Modulation of the NF-kappa B pathway by virally encoded death effector domains-containing proteins. Oncogene, 18, 5738-5746.
b.	Liu, L., Eby, M.T., Rathore, N., Sinha, S.K., Kumar, A. & Chaudhary, P.M. (2002). The human herpes virus 8-encoded viral FLICE inhibitory protein physically associates with and persistently activates the Ikappa B kinase complex. J Biol Chem, 277, 13745-13751.
c.	Matta, H. & Chaudhary, P.M. (2004). Activation of alternative NF-kappa B pathway by human herpes virus 8-encoded Fas-associated death domain-like IL-1 beta-converting enzyme inhibitory protein (vFLIP). Proc Natl Acad Sci USA, 101, 9399-9404.
d.	Chugh, P., Matta, H., Schamus, S., Zachariah, S., Kumar, A., Richardson, J.A., Smith, A.L. & Chaudhary, P.M. (2005). Constitutive NF-kappaB activation, normal Fas-induced apoptosis, and increased incidence of lymphoma in human herpes virus 8 K13 transgenic mice. Proc Natl Acad Sci USA, 102, 12885-12890.
e.	Sun, Q., Matta, H., Lu, G. & Chaudhary, P.M. (2006). Induction of IL-8 expression by human herpesvirus 8 encoded vFLIP K13 via NF-kappaB activation. Oncogene, 25, 2717-2726.

5.	Targeted Drug Development for KSHV Associated Malignancies. My laboratory has described the activity of a number of novel agents for the treatment of KSHV associated malignancies, including proteasome inhibitors, Hsp90 inhibitors, and BRD4 inhibitors.
a.	Lu, G., Punj, V. & Chaudhary, P.M. (2008). Proteasome inhibitor Bortezomib induces cell cycle arrest and apoptosis in cell lines derived from Ewing’s sarcoma family of tumors and synergizes with TRAIL. Cancer Biol Ther, 7, 603-608. PMCID: N/A
b.	Gopalakrishnan, R., Matta, H. & Chaudhary, P.M. (2013). A purine scaffold HSP90 inhibitor BIIB021 has selective activity against KSHV-associated primary effusion lymphoma and blocks vFLIP K13-induced NF-kappaB. Clin Cancer Res, 19, 5016-5026. PMCID: PMC3804723
c.	Tolani, B., Gopalakrishnan, R., Punj, V., Matta, H. & Chaudhary, P.M. (2014). Targeting Myc in KSHV-associated primary effusion lymphoma with BET bromodomain inhibitors. Oncogene, 33, 2928-2937. PMC Journal – In Process

Complete List of Published Work in MyBibliography:
http://www.ncbi.nlm.nih.gov/sites/myncbi/preet.chaudhary.1/bibliography/40477978/public/?sort=date&direction=ascending

D.	Research Support

Ongoing Research Support
R01 DE019811	Chaudhary (PI)	06/01/10-03/31/16
Cell Penetrating Helical Peptide Inhibitors of vFLIP K13
The goal of this project is to develop peptides that can block the activity of KSHV viral FLICE inhibitory protein.
Role: PI



[bookmark: _GoBack]U01 HL108634	Zhou/Crandall (PIs)	08/25/11-06/30/16
MAPGen Knowledge Base (MAPGenKB) and Coordination Center
The goal of this project is to establish a Knowledge Base and Coordination Center for the Consortium of Cross Organ Mechanism-associated Phenotypes for Genetic Analyses of Heart, Lung, Blood, and Sleep Diseases (MAPGen for HLBS).
Role: Co-Investigator

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 Norris Comprehensive Cancer Center.
Role: Co-Leader of Molecular Genetics Program 

Completed Research Support
R01 CA85177	Chaudhary (PI)	07/01/06-06/30/12
Role of orf-K13, an HHV8 Encoded vFLIP, in the Pathogenesis of AIDS-related Malignancies
The goal of this study was the biochemical and molecular characterization of the mechanisms underlying the NF-kB activating project of orf-K13 (HHV8 vFLIP). 
Role: PI

R01 CA124621	Chaudhary (PI)	12/01/06-11/30/12
As2O3 for the Treatment of HHV8-associated Malignancies
The goals of this project were to study the utility of Arsenic trioxide for treatment of HHV8-associated primary effusion lymphomas and to characterize its mechanism of action.
Role: PI

R01 CA139119	Chaudhary (PI)	08/01/10-07/31/13
A High Throughput Protein Complementation Assay for Inhibitors of NEMO-K13 Interaction
The goal of this project was to develop an assay for small molecule compounds that can block the interaction of K13 with the cellular regulatory protein NEMO.
Role: PI

	Chaudhary (PI)	07/01/13-06/30/14
Southern California CTSI Multidisciplinary Research Award
Targeting Myc in KSHV-associated Malignancies
The goal of this project was to use BRD4 inhibitors for the treatment of KSHV associated PEL.
Role: PI

