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A.  Personal Statement
In my role as Director of the Center for Personalized Medicine at CHLA, I develop innovative research and diagnostic methods for genomic characterization of human and non-human tissues. In particular, we are focused on the functional genome, notably the intersection of DNA methylation, coding and non-coding RNA expression, functional DNA sequence variants, and chromatin modifiers like histone methylation and acetylation. All of this work is conducted in a CLIA environment, whether for animal research or human subjects research and treatment. For this grant, I will make all the resources of our CLIA-certified genomics core available to support the proposed prostate cancer studies. This includes a Sanger CE 96 capillary DNA sequencer, multiple qPCR technologies, NanoString technology for RNA expression analysis of any tissue, and most relevant to this proposal, both Ion Torrent Personal Genome Machines and  Proton sequencers for total RNA seq (both coding and non-coding RNA included), targeted RNA expression analysis, whole exome DNA sequencing, targeted DNA sequencing, NanoString for biomarker profile development, and the appropriate bioinformatics analytic pipeline to analyze any and all of these genomic data. Most importantly and relevant to this grant, we have developed an efficient and streamlined analytic pipeline to integrate RNA expression and methylation data in conjunction with clinical covariate data like treatment, response, disease progression, and outcome to develop robust biomarker profiles that have been validated in several venues.
B.
Positions and Honors

1971-1974

Resident in Anatomic Pathology, Washington University School of Medicine

1975-1976

Senior Staff Fellow, Laboratory of Pathology, National Cancer Institute, Bethesda, MD

1975-1988

Section Chief, Ultrastructural Pathology Section/Specialized Diagnostic Services, Laboratory




of Pathology, National Cancer Institute, Bethesda, MD

1984-1988

Associate Professor, Dept. of Pathology, Uniformed Services University of the Health Sciences,




Bethesda, MD

1988-2010

Pathologist-in-Chief and Chairman, Department of Pathology and Laboratory Medicine,




Children’s Hospital Los Angeles

1988-present
Professor of Pathology and Pediatrics, University of Southern California Keck School of




Medicine, Los Angeles, CA

2001-2010

Children’s Oncology Group (COG): Associate Chair for Research: Member: Executive




Committee and Scientific Council Committee

2010-present
Director, Center for Personalized Medicine, Children’s Hospital Los Angeles

Federal Government Public Advisory Committees:

2004-2006

Reviewer, NCI Study Section, Cancer Biomarkers (founding member)

2004-present
Reviewer, NCI Subcommittees C, D, and E (PO1 & SEP reviews)
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D.  Research Support
5 P30 CA14089-37 (Jones)
12/01/05-11/30/15
National Cancer Institute
$125,000/yr
Microarray Core Facility, USC Comprehensive Cancer Center Core Grant

The major goal of this core facility located at Childrens Hospital is to provide the equipment necessary for the analysis of cooperative group pediatric cancer cases in part (50%), and the remaining capacity is being proposed for the USC Norris Comprehensive Cancer Center. 

Role: Co-Investigator
St. Baldrick’s Foundation (Arceci)
07/01/13-06/30/15

Pathway Directed Treatment for Refractory AML
$1,000,000

This team has identified important changes in AML that can be exploited to develop more effective and less toxic treatments using new types of drugs. The project focuses on showing that these pathways are needed for leukemia survival as well as developing pathway directed clinical trials to improve outcome for this group of patients with no other treatment options.
Role:  Co-Investigator

National Science Foundation (Nagy)
10/01/13-09/30/15

Targeted Nanoparticle Delivery Agent for Treatment of
Adult Leukemia
$500,000
This grant follows the initial phase I study of targeted nanoparticles developed by NanoValent Pharmaceuticals for the treatment of childhood ALL and Ewing sarcoma. Initial studies showed markedly superior efficacy of targeted versus otherwise identical non-targeted nanoparticles for the treatment of both malignancies. In the Phase II study, freshly acquired human leukemia cells will be infused into NOG mice and treated with free Doxorubicin, empty nanoparticles, untargeted Doxorubicin containing nanoparticles, and CD19 targeted Doxorubicin containing nanoparticles. In addition, GMP manufacturing of the nanoparticles will be undertaken.
Role:  Co-Investigator
R01-CA178535-01 (Gayther)
07/01/13-06/30/18

National Cancer Institute
$3,795,250

The Contribution of Rare Alleles to Ovarian Cancer in the Population

To identify rare coding sequencing variants in the population contributing to ovarian cancer risk using next generation sequencing technologies.

Role:  Co-Investigator

R01CA172436-01A1 (Goldkorn/Pinski/Ingles)
09/10/14-08/31/19

National Cancer Institute
$2,049,060

Biomarkers of Hormone Therapy Response in a Multicenter Prostate Cancer Trial

This project aims to identify germline and somatic biomarkers within the androgen pathway that predict response to hormonal therapy in a multi-center SWOG-sponsored prostate cancer trial.

Role:  Co-Investigator
Past
Beckman Foundation (Ryan)
06/01/08-05/31/14

Doheny Eye Institute
$200,000/yr

Macular Degeneration Research

This grant involves four PI’s at the University of Southern California and Doheny Eye Institute. Dr. Triche’s role is to provide bioinformatics development and analysis support for the other PIs, as well as gene expression profiles generated by the core microarray facility. 

Role: Co-Investigator

Whittier Nanobiotechnology Program (Crandall)
04/01/07-03/31/14
Whittier Foundation
$300,000

Nanoparticle –mediated Therapeutic Targeting of Small Molecule Drugs and siRNA in Childhood Cancer

The major goal of the project is to determine whether modulation of specific tumor gene targets by siRNA, novel small molecules, or combinations thereof delivered to tumor cells in targeted 50 nm nanoparticles will maximize tumor kill and minimize systemic toxicity in a disseminated model of Ewing’s sarcomas in immunocompromised mice.

Role: Co-Principal Investigator
Wayne Hughes Foundation: (Triche)
06/01/09-09/30/13

Acute Lymphocytic Leukemia Cells
$260,000

USC/CHLA Institute for Pediatric Research Grant

The goal of this grant is to develop novel therapy for childhood acute lymphocytic leukemia. We have developed a biocompatible nanoparticle with surface modifications that allow covalent binding of any desired targeting agent. The plan is to attach anti-CD19 antibody, expressed solely by ALL cells, and use the particles to deliver any desired cocktail of chemotherapy.
Ming Hsieh Institute for Engineering Medicine for Cancer
08/01/12-07/30/13


Targeted Nanoparticle Therapy for Ewing’s Sarcoma
$79,980

The specific aims of this project are to synthesize and validate nanoparticles suitable for delivery of small molecules, siRNA, or combinations of both; target nanoparticles to tumor cells with ligand, antibody, or other molecules that enhance tumor targeting while limiting delivery to normal tissue; and utilize a new generation of targeted nanoparticles that employ FN derivatives or peptide affinity agents to bind selectively with high affinity to tumor cells.

Role:  Principal Investigator
National Institutes of Health/National Cancer Institute
01/01/13-07/01/13

Development of a Diagnostic Biomarker for Ewing’s Sarcoma Family of Tumors
$47,624

Provide testing to validate the SureDxTM EFT Diagnostic Kit, a diagnostic test developed by EntroGen that detects the AK057037 non-coding RNA transcript in FFPE-derived tumor RNA.

U10-CA 98543-04 (Reaman)
03/01/08-02/28/13
National Cancer Institute
$26,000/yr
Chair’s Grant Laboratory, Children’s Oncology Group

Major goal of this subcontract is to support the activities of the associate chair in his support of clinical trials in cancer research.

Role: Co-Director

W81XWH-10-1-0704 (Triche)
09/10/10-10/09/12

Department of Defense
$1,051,000 (2 Years)

Next Generation DNA/RNA Sequencing to Define and Treat High Risk Childhood Cancers

This grant will allow the purchase and deployment of next gen DNA sequencing technology and CHLA.
W81XWH-07-1-0580 (Reaman)

Department of Defense
10/01/07-09/30/12

Innovative Approaches to Therapeutic Target
$1,000,000 (Year 1)

  Identification in High Risk Pediatric Cancers
$   500,000 (Year 2)


$   500,000 (Year 3)


$   700,000 (Year 4)

The overall goal of the proposed studies is to provide a detailed, molecular map of pediatric high-risk sarcomas and distinct subtypes of acute myelogenous leukemia.   The establishment of the proposed integrated and genome-wide approach to these cancers should be generalizable to other types of cancer as well as other disorders in pediatrics and adults of all ages.

Role: Co-Principal Investigator
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