
OMB No. 0925-0001 and 0925-0002 (Rev. 09/17 Approved Through 03/31/2020)
BIOGRAPHICAL SKETCH
Provide the following information for the Senior/key personnel and other significant contributors.
Follow this format for each person.  DO NOT EXCEED FIVE PAGES.
NAME: 	Ashley S. Margol
eRA COMMONS USER NAME: 		amargol
POSITION TITLE:		Assistant Professor of Clinical Pediatrics
EDUCATION/TRAINING 
	INSTITUTION AND LOCATION
	DEGREE
	Completion 
	FIELD OF STUDY

	University of Florida, Gainesville, FL
	B.S.
	1998-2002
	Zoology

	Keck School of Medicine at University of Southern California, Los Angeles, CA
	M.D.
	2002-2006
	Medicine

	Los Angeles County/ University of Southern California Los Angeles, CA
	Internship
	2006-2007
	Pediatrics

	Los Angeles County/ University of Southern California Los Angeles, CA
	Residency
	2007-2010
	Pediatrics

	Los Angeles County/ University of Southern California Los Angeles, CA
	Chief Residency
	2009-2010
	Pediatrics

	Children's Hospital Los Angeles, Los Angeles, CA
	Fellowship
	2010-2013
	Pediatric Hematology/ Oncology

	Keck School of Medicine at University of Southern California, Los Angeles, CA
	M.S.
	2011-2013
	Clinical, Translational and Biomedical Investigations

	Children's Hospital Los Angeles, Los Angeles, CA
	Fellowship
	2013-2014
	Pediatric Neuro-oncology




A.	Personal Statement 

Thus far in my academic career, I have engaged in laboratory, translational and clinical research aimed at developing individualized therapy for patients, with a specific interest in therapies for children with malignant brain tumors. Whether it is identifying tumor-specific therapeutic targets or patient-specific characteristics that require alternative medication dosing, I am working to find ways to tailor treatment approaches to be as effective as possible. During my time conducting laboratory and translational research, I used a bioinformatics approach and gene expression profiling of medulloblastoma tumor samples to develop a 31-gene signature that accurately predicts medulloblastoma molecular subgroups. This and the development of use of magnetic resonance spectroscopy (MRS) for subgroup classification will assist clinicians in making upfront tailored treatment plans for children with medulloblastoma. Together, these are both examples of multi-disciplinary research that impacts clinical care. I now also have significant experience in conducting clinical trials in children. I was Principle Investigator (PI) for a study in the Children’s Oncology Group interrogating differences in adolescents versus young children with low grade gliomas and am currently the co-investigator on an ongoing clinical trial using a targeted agent to treat children with low grade gliomas. Most recently, I have worked to develop a phase I clinical trial examining the use of a second generation BRAF inhibitor for children with recurrent/progressive BRAF-activated gliomas. I am the PI for the multi-institution clinical trial to test this agent, that is to be conducted through the Pediatric Brain Tumor Consortium (PBTC), a multidisciplinary cooperative research organization devoted to the study of correlative tumor biology and new therapies for primary brain tumors of childhood. I am also the institutional PI for a large multi-center trial of a novel agent for children with recurrent malignant rhabdoid tumors as well as the institutional PI for the Pacific Pediatric Neuro-Oncology Consortium (PNOC) which conducts early phase clinical trials of targeted agents in children with brain tumors. I am the PI for an international study of children with newly diagnosed atypical teratoid rhabdoid tumors (AT/RT) that will be conducted through PNOC as well as the PI for the upcoming Children’s Oncology Group trial of infants with newly diagnosed SHH-driven medulloblastoma. Last, I have conducted research in the arena of pharmacokinetics, pharmacodynamics and pharmacogenetics with the goal of individualizing medication choice and dosing. My experience conducting translational and clinical research in children combined with my experience in molecularly targeted therapies, and my prior exposure to laboratory research and bioinformatics makes me qualified to successfully conduct the proposed research. 


B.	Positions and Honors

Positions and Employment
2009 – 2010         	Clinical Instructor of Pediatrics, University of Southern California, Los Angeles, California
2013 – Present    	Attending Physician, Department of Pediatrics, Division of Hematology/Oncology and         Blood & Marrow Transplantation, Children’s Hospital Los Angeles, Los Angeles, California
2014 – Present   	Assistant Professor of Pediatrics, Keck School of Medicine at University of Southern California, Los Angeles, California
2014 – Present  	Affiliate Member, USC Norris Comprehensive Cancer Center, Keck School of Medicine at University of Southern California, Los Angeles, California
2018 – Present  	Director, Neuro-oncology Fellowship Program, Children’s Hospital Los Angeles, Los Angeles, California
2018 – Present 	Co-Director, United States Pediatric Neuro-oncology Fellowship Initiative
2019 – Present 	Interim Director, Neuro-Oncology Program, Children’s Hospital Los Angeles, Los Angeles, California

Other Experience and Professional Memberships
2010 - 2015		Member, American Society of Clinical Oncology
2010 - Present	Member, Children's Oncology Group
2012 - Present	Member, Society for Neuro-Oncology
2013 - 2015		American Association for Cancer Research
2014 - Present	Editorial Board, Frontiers in Pediatric Oncology
2014 - Present	Reviewer, Journal of Neuro-Oncology
2014 - Present	Reviewer, Acta Neuropathologica
2014 - Present	Member, International Society of Pediatric Oncology
2016 - Present	Member, CNS Disease Committee, Children’s Oncology Group
2016 - Present	Institutional Principle Investigator, Pacific Pediatric Neuro-oncology Consortium
2019 - Present	Institutional Co-Principle Investigator, Pediatric Brain Tumor Consortium


Honors
2009		Pediatric Core Clerkship Outstanding Teacher Award, Keck School of Medicine
2009-2010	Chief Resident of Pediatrics, Los Angeles County/University of Southern California
2017		Walter Laug Distinguished Teacher Award, Children’s Hospital Los Angeles
2018 		Pediatric Residency Program Monthly Faculty Teaching Award, Children’s Hospital Los Angeles


C.	Contributions to Science

1. Development of innovative methods of medulloblastoma molecular subgroup classification 
I developed one of the first clinically applicable tests for identifying molecular subgroups of medulloblastoma. This test is being used in the multi-center Head Start IV trial, one of the first ever to use subgroup classification to guide medulloblastoma treatment and was used to retrospectively identify molecular subgroups of children with medulloblastoma at CHLA and report subgroup specific outcomes. This classification method was applied to several medulloblastoma cell lines, allowing us to publish the largest cohort of such cell lines and their respective molecular subgroups. This gives researchers the ability to perform medulloblastoma subgroup-specific laboratory research. The ability to use magnetic resonance spectroscopy allows us to determine molecular subgroup without the need for tumor tissue, suggesting we may be able to use this technology in the future to guide our neurosurgical intervention or in some instances give up front chemotherapy shrinking the tumor to assist with surgical resection.
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2. Improving outcomes for children with medulloblastoma by avoiding radiation therapy and identifying new therapeutic targets
These publications promote radiation-avoiding strategies with use of high dose chemotherapy or the search for alternative therapeutic targets. Research is currently being conducted using NKT cells in medulloblastoma based on the discovery that medulloblastomas express CD1d. The identification of PID1 as a growth inhibitory gene in malignant central nervous system tumors, including medulloblastoma, is now leading to research in attempting to mimic its function as a potential therapeutic option.
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3. Exploration of diagnosis, pathogenesis and treatment of AT/RT and malignant rhabdoid tumors in children 
Atypical teratoid rhabdoid tumors and malignant rhabdoid tumors are highly malignant tumors characterized by the loss of SMARCB1. In addition to rhabdoid tumors, more and more tumors have been identified as SMARCB1 deficient. I published the most comprehensive discussion of SMARCB1 deficient tumors that serves as a guide for clinicians and pathologists when faced with tumors with various clinical, histologic and immunohistochemical features. We have demonstrated that molecular subgroups of AT/RT can be distinguished using MRS and are currently collaborating with several other clinical institutions as well as industry partners to develop targeted therapies for these highly aggressive tumors.

a. Margol, AS and Judkins, AR. Pathology and diagnosis of SMARCB1 deficient tumors. Cancer Genetics, 2014; Volume 207(9): 358-364. PMID: 25246033

b. Tamrazi B, Venneti S, Margol A, Hawes D Cen SY, Nelson M, Judkins A, Biegel J, Bluml S.  Pediatric atypical teratoid/rhabdoid tumors of the brain: Identification of metabolic subgroups using in vivo 1H-MR spectroscopy.  Am J Neuroradiol 40(5):872-877, May 2019.  PMID:  30948375


4. Clinical research in pediatric brain tumors
As a pediatric neuro-oncologist, I now conduct clinical and translational research with a focus on biomarker identification for diagnosis, prognostication and development of molecularly targeted therapies.
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5. Investigations into pharmacokinetics and pharmacodynamics of medications used in seriously ill children 
Pharmacokinetics, pharmacodynamics and pharmacogenomics play a large role in the effectiveness of medications used to treat life threatening illnesses. In the first publication, we reported on the properties of two effective anti-retroviral medications for their potential use as combination therapy for HIV affected individuals in Africa. Voriconazole is an important drug used frequently in oncology patients due to their propensity for developing fungal infections. It is notoriously difficult to dose due to inter-patient variability in metabolism and clearance. We reported on the use of modeling software to dictate patient specific voriconazole dosing. This is the most accurate and effective way of dosing voriconazole in children to date allowing them to receive therapeutic doses without exposing them to unnecessary toxicity.
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b. Neely M, Margol A, Fu X, van Guilder M, Bayard D, Schumitzky A, Orbach R, Liu S, Louie S and Hope W.  Achieving target voriconazole concentrations more accurately in children and adolescents.  Antimicrob Agents Chemother 59(6)3090-7, March 2015.  PMID: 25779580
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D.	Additional Information: Research Support and/or Scholastic Performance 

Current Research Support

A Kid’s Brain Tumor Cure	Margol (PI)	9/1/2018
A Kids Brain Tumor Cure/ Pediatric Low Grade Glioma Foundation
A Phase I Study of PLX8394 Plus Ritonavir in Children with Recurrent or Progressive BRAF Activated Gliomas
In this study we are examining differences the safety and tolerability of PLX8394, a second generation BRAF inhibitor, in the children with recurrent or progressive BRAF activated low and high-grade gliomas.
Role: Principle Investigator


Completed Research Support

Aflac Adolescent and Young Adult Oncology Research Grant Award	Margol (PI)	2/1/2013 - 12/31/2016
Children’s Oncology Group
Differences in Clinical Characteristics and Outcomes in AYA versus Younger Children with Low Grade Gliomas
[bookmark: _GoBack]In this study we examined differences in clinical presentation, tumor location, event-free and overall survival in adolescents versus young children diagnosed with low grade glioma.
Role: Principle Investigator

R01 HD070996	Neely (PI)	7/1/2014 - 1/1/2017
NIH-NICHD 
Ontogeny of Voriconazole Pharmacokinetics and Metabolism
The goal of this study is to determine whether phenotypic differences is enzymes responsible for voriconazole metabolism correlate with age-related changes in voriconazole PK and if so, whether or not these changes have a major impact on voriconazole dosing.
Role: Co-Investigator

