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A. Personal Statement

My research interests focus on the intersection of childhood cancer, late effects, and cancer control. My specific aim is to increase the availability and utilization of biological agents to prevent treatment-related acute and long-term sequalae.  The overarching goal of this approach is twofold, (1) to widen the therapeutic window for chemotherapy agents through alleviation of dose-limiting adverse effects, and (2) to thereby concurrently improve quality of life for children and adolescents during and after chemotherapy.  As an early career clinical investigator, I have developed an emphasis on cisplatin-associated ototoxicity which encompasses all of these aspects.  Our current platform is focused on transitioning the promising new otoprotectant N-acetylcysteine (NAC) from the laboratory to clinical trials in pediatric oncology.  In parallel, my research is exploring new methods to guide risk stratification for the use of cisplatin through validating early predictors for, or warning signs of, hearing loss.  Complimenting efforts to mitigate ototoxicity, I lead a regional collaboration aimed at better understanding the long-term effects of treatment-induced hearing loss in children with cancer; the results of which have led to broad insights into its previously underappreciate neurocognitive sequalae. My efforts in the field of ototoxicity have resulted in an invitation to serve on the study committee for a collaborative therapeutic trial in childhood brain tumors and active involvement within the Children’s Oncology Group neurotoxicity sub-committee.  In addition, I recently served as PI for a cancer control prospective, multi-institutional clinical trial in childhood acute lymphoblastic leukemia exploring the influence of adiposity on toxicity and survival (under analysis).  I am also the PI for a Therapeutic Advances in Clinical Leukemia (TACL) biology study exploring how pharmacodynamics affect neutralizing antibodies to asparaginase chemotherapy in relapsed ALL.  To complement this practical experience, I obtained a Master of Science in Clinical and Biomedical Investigations from the Keck School of Medicine of University of Southern California for formal didactic training.  My research within pediatric cancer control investigation thus provides a broad view of the morbidity associated with our current regimens along with taking the first steps toward rationally-designed interventions. 

B.
Positions and Honors
1999
Associate for Healthcare and Prescription Drug Reform, Congressional Office of Dennis Kucinich, Capitol Hill Office, Washington, DC

2001
Research Intern (PI Aaron Rausen), Hassenfeld Children Center for Cancer and Blood Disorders, New York University Medical Center, New York

2012 - 
Assistant Professor of Clinical Pediatrics, Keck School of Medicine, Department of Pediatrics, University of Southern California, Los Angeles, CA

2012 -
Attending Physician, Division of Pediatric Hematology, Oncology, & Blood and Marrow Transplant, Children’s Hospital Los Angeles, Los Angeles, CA
2012 - 
Attending Physician, Jonathan Jaques Children’s Cancer Center, Miller Children's Hospital Long Beach, Long Beach, CA

Honors

2002
Summa Cum Laude, University of Pennsylvania
2006
Global Health Fellowship, Albert Einstein College of Medicine, Bronx, NY
2007 
American Academy of Pediatrics International Travel Award

2008
Pediatric Resident Teaching Award, Children's National Medical Center, Washington, DC

2010
First Prize for Clinical Research (Post-Doctoral Fellow), Children's National Medical Center 

Research Conference, Washington, DC

2011
American Society of Hematology Abstract Achievement Award, American Society of Hematology Annual Meeting, San Diego, CA

2011
Phi Kappa Phi Honor Society, Graduate Election, University Southern California
Other Experience and Professional Memberships
2009 - 
American Society of Pediatric Hematology/Oncology

2009 - 
American Society of Hematology

2011 - 
COG Cancer Control Committee, Neurotoxicity Sub-Committee, Otoprotection Working Group

2012 - 
Head Start IV Brain Tumor Consortium, Study Committee/Ototoxicity 

2014 - 
COG Cancer Control Committee, Institutional Liaison (“Responsible Individual”)

2014 - 
Cancer Control Research Program, Norris Comprehensive Cancer Center, University of Southern California (Affiliate Member)

C.
Contributions to Science

1. For much of my early stage career, my research has been focused on exploring the toxicities and late effects of current pediatric chemotherapy regimens.  I have made significant contributions in this area through reports from retrospective and prospective studies of pediatric and adolescent patients with cancer.  I have contributed several frequently cited descriptions of such late effects, including (and most relevant to this application) the prevalence and timing of onset of sensorineural hearing loss due to platinum agents on irradiation-sparing regimens, early cardiac toxicity from the current AML frontline therapy “backbone” in North America, and several manuscripts on infectious toxicity during chemotherapy.  As first author, I developed the ideas for the studies below, and together with my collaborators and mentors, was responsible for overall execution of the study and its reporting in peer-reviewed journals.  These studies have provided insight into the morbidity of modern regimens and have served as the basis for continued investigation to prevent and/or mitigate ototoxicity and other associated acute and long-term toxicities.  Specifically, the below study in ototoxicity has served as a key publication insofar as it has demonstrated hearing loss to be the remaining major toxicity from irradiation-sparing regimens; it has also provided the impetus for my continued research focus addressing the urgent need for effective otoprotective strategies.
a. Orgel E, Jain S, Ji L, Pollick L, Si S, Finlay J, and DR Freyer, “Hearing loss among survivors of childhood brain tumors treated with an irradiation-sparing approach.” Pediatric Blood Cancer 58(6); p953 - 958, 2012.
b. Orgel E, Zung L, Ji L, Feusner J, Finklestein J, and DR Freyer, "Early cardiac outcomes following contemporary treatment for childhood acute myeloid leukemia: a North American perspective." Pediatric Blood Cancer, 60(9); p1528-1533, 2013. [Highlighted for Commentary]
c. Orgel E and T Rushing, “Efficacy and tolerability of intravenous pentamidine isethionate for Pneumocystis jiroveci prophylaxis in a pediatric oncology population.” Pediatric Infectious Disease Journal, 33(3); 319-321, 2014.

d. Orgel E, Ji L, Pastor W, and RS Schore, “Infectious morbidity by catheter type in neutropenic children with cancer.” Pediatric Infectious Disease Journal, 33(3); p263 – 255, 2014.
e. Felsenstein S, Orgel E, Rushing T, Fu C, and JA Hoffman. “Clinical and microbiologic outcomes of quinolone prophylaxis in children with acute myeloid leukemia.” Pediatric Infectious Disease Journal, 34(4); e78-84, 2014.

2. In addition to my efforts within ototoxicity and cancer control, I have also developed a specific niche in exploring the intersection of obesity and outcomes for pediatric acute lymphoblastic leukemia (ALL).  Using a multi-disciplinary, collaborative approach with Dr. Mittelman from the Division of Endocrinology, we have developed a true “bench-to-bedside and back” program, combining my insights from clinical trials and Dr. Mittelman’s laboratory in vitro and animal model research.  This partnership has led to two major contributions to date published in high-impact journals describing the contribution of the obesity micro-environment to poorer disease response and survival in obese children with pediatric ALL.  We have also recently concluded a randomized, prospective clinical trial of a Vitamin D-based intervention to improve bone health in children with high-risk ALL (data under analysis).  As part of this trial, we discovered bone health to be drastically impacted within the first month of ALL therapy, far earlier than previously anticipated.  Through this trial, we also discovered that body fat and anthropomorphic measures of obesity significantly diverge during ALL therapy, thus complicating retrospective studies and prospective investigation (abstract below).  Based on this research, we have developed a prospective trial of an obesity-targeted intervention to address the adipose microenvironment and thus improve early disease response and associated survival for children with ALL.  

a. Orgel E, Sposto R, Malvar J, Seibel NL, Ladas EJ, Gaynon PS, and DR Freyer, "Impact on survival and toxicity by duration of weight extremes during treatment for pediatric acute lymphoblastic leukemia: A report from the Children's Oncology Group." Journal of Clinical Oncology, 32 (13); p1331 – 1337, 2014. [Highlighted for Editorial]
b. Orgel E, Tucci J, Alhushki W, J Malvar, Sposto R, Fu CH, Freyer DR, Abdel-Azim H, and SD Mittelman, “Obesity is associated with residual leukemia following induction therapy for childhood B-precursor acute lymphoblastic leukemia.” Blood, 124(26); p3932-3938, 2014.

c. Orgel E, Muesle N, Freyer DR, and SD Mittelman, “Correlation of Body Mass Index to Dual-Energy X-Ray Absorptiometry in Assessment of Body Composition during Therapy for Childhood Acute Lymphoblastic Leukemia,” Blood 124, #3663, 2014 [abstract].
3. Complementing my research within cancer control, I have begun developing a research focus with additional overlap with my clinical expertise in rare and high-risk pediatric leukemia. In this context, I am drawing from lessons learned within cancer control to develop a research program to optimize the use of currently available chemotherapy.  My current focus us on the management of neutralizing antibodies in relapsed ALL, for which I am developing as PI a biology study for the Therapeutic Advances in Childhood Leukemia (TACL) consortium.  The goal is to develop a pharmacodynamics and therapeutic-dose monitoring platform to optimize the use of asparaginase within the first four weeks of re-induction for relapse, a critical period during which obtaining a deep remission is essential for long-term cure.  Funding for this study and its biology correlates is currently in process of being secured.
A complete list of published works can be found here.
D.
Research Support

Active Research Support
None
Recently Completed Research Support
LLS-6249-11 (SD Mittelman, PI)
10/2010 – 12/2014

Leukemia and Lymphoma Society


Title: "Vitamin D, Fat, and Development of Bone Abnormalities in Acute Lymphoblastic Leukemia”
Specific Aim: A multidisciplinary, prospective, randomized, clinical trial of high-dose Vitamin D and calcium supplementation to improve bone health in the context of body fat in adolescent and young adults on-therapy for high-risk acute lymphoblastic leukemia (ALL) and in early survivors off therapy.  This trial recently concluded with analysis of data underway.

Role: Co-investigator
1UL1RR031986 (T Buchanan, PI)
10/2010-12/2014

NIH/NCRR via CTSI


Title: "Nutrition and Body Composition in Acute Lymphoblastic Leukemia"

Specific Aim: Supplementary intramural funding via the NCRR grant to the Children's Hospital Los Angeles Clinical Translational Science Institute with the goal for examining the natural history of bone health in the context of body composition in children with pediatric ALL who are Vitamin D sufficient.
Role: Principal Investigator for Intramural Grant

Scholar Award (E Orgel, PI)
07/2012-06/2014

Hyundai Hope on Wheels

Title: "The Impact of Body Composition on Bone Health in Adolescent and Hispanic Survivors of Acute Lymphoblastic Leukemia (ALL)"

Specific Aim: The study examined the bone health of adolescent and Hispanic early survivors of pediatric ALL as a population at particularly high risk for poor bone health following completion of therapy.

Role: Principal Investigator
256929 (E Orgel/S Sherman, co-PI)
01/2013-12/2013

St Baldrick’s Infrastructure Award


Specific Aim: Infrastructure award designated to facilitate the development of a Supportive Care Research Program at the Jonathan Jaques Children’s Cancer Center under the joint direction of myself and Sandra Sherman, PhD (Psychology). 
Role: co-Principal Investigator
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