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A. Personal Statement

I am a board certified pediatrician and pediatric hematologist-oncologist academically focused on developmental therapeutics for pediatric and adolescent solid tumors with a particular interest in bone and soft tissue sarcomas. I have been actively involved in clinical research for the last 15 years with experience in designing and conducting Phase I, Phase II and Phase III clinical trials. I serve as the Institutional Principal Investigator for the Children’s Oncology Group (COG).  I have been the principal investigator on two investigator initiated institutional Phase I clinical trials and also serve/d as the principal investigator, co-principal investigator, co-investigator on several COG Phase II/III clinical trials. Currently, I am the principal investigator on ARST0921, a randomized Phase II clinical trial for first relapsed rhabdomyosarcoma, co-principal investigator on AEWS1031, a randomized Phase III clinical trial for newly diagnosed localized Ewing Sarcoma Family of Tumors and Vice-Chair of ARST0531, a randomized Phase III clinical trial for newly diagnosed intermediate risk rhabdomyosarcoma. I am the Director of the Clinical Trials Office in the Children’s Center for Cancer and Blood Disease at Children’s Hospital Los Angeles (CHLA) and, as such, I have oversight over all clinical trials in hematology, oncology and bone marrow transplant. CHLA has over 50 years of experience conducting all phases of clinical trials in oncology. Three early phase clinical trial consortia (NANT, TACL, HEADSTART) are based at CHLA. I also serve as the local principal investigator on Sarcoma Alliance for Research through Collaboration (SARC) clinical trials and other multi-institutional clinical trials that are either consortia-based investigator initiated or pharmaceutical industry supported. At any given time, there are at least 20 actively enrolling Phase I/II clinical trials at CHLA. I am committed to improving outcomes for children and adolescents with cancer through clinical research.

B. Positions and Honors

Positions and Employment
1989-1990	      General Rotating Internship, St. John’s Medical College Hospital, Bangalore, India                                                                           
1990 General Medical Officer, St. Ignatius Hospital, Honavar, India
1990-1992 General Medical Officer, Emmaus Swiss Referral Hospital, Palamaner, India
1992		      Tutor, Department of Physiology, St. John’s Medical College, Bangalore, India
1992-1995 General Pediatrics Residency, New York Medical College, Valhalla, NY
1995-1999	Fellow, Division of Hematology/Oncology, Department of Pediatrics, Children’s Hospital Los Angeles, Los Angeles, CA
1998-present 	Attending Physician, Division of Hematology/Oncology, Department of Pediatrics, Children’s Hospital Los Angeles, Los Angeles, CA
1999-2001      	Instructor of Pediatrics, Keck School of Medicine, University of Southern California, Los Angeles, CA
2001-2007	Assistant Professor of Clinical Pediatrics, Keck School of Medicine, University of Southern California, Los Angeles, CA
2007-present	Associate Professor of Clinical Pediatrics, Keck School of Medicine, University of Southern California, Los Angeles, CA	
2008-present	Director, Clinical Trials Office, Division of Hematology/Oncology, Children’s Hospital Los Angeles, Los Angeles, CA
2008-present	Principal Investigator, Children’s Oncology Group, Children’s Hospital Los Angeles, Los Angeles, CA (NIH 5-U10CA985443-07)
2009-present	Consultant, Pediatric Oncology Drugs Advisory Committee, U.S. Food and Drug Administration
2010-present	Society of Pediatric Research
2011-present	Director, Bone and Soft Tissue Tumor Program, Division of Hematology/Oncology, Children’s Hospital Los Angeles, Los Angeles, CA
2011-present	Director, Solid Tumor Program, Division of Hematology/Oncology, Children’s Hospital Los
Angeles, Los Angeles, CA
2011-2013	Division Head, Oncology, Children’s Hospital Los Angeles, Los Angeles, CA
2013-present	Section Head, Oncology, Children’s Hospital Los Angeles, Los Angeles, CA
2014-present	Trustee at Large, Board of Directors, American Society of Pediatric Hematology/Oncology

Honors and Awards

1995	Bristol Myers Squibb Award for Superior Academic Achievement, New York Medical College
1997	American Association for Cancer Research Scholarship Award for Clinical Oncologists in Molecular Biology
1999		     American Society of Hematology-Travel Merit Award 1999
2005		     8th Junior Faculty Mentored Career Development Award, Children’s Hospital Los Angeles
2006	Philip E. Rothman Memorial Award for Outstanding Teaching, Guidance and Inspiration, Children’s Hospital Los Angeles, General Pediatric Residency
2009		     Walter Laug Distinguished Teaching Award for Inspirational Teaching and Guidance, Children’s 	    Hospital Los Angeles, Pediatric Hematology/Oncology Fellowship
2007-2015	     Best Doctors in America ®
2008-2015	     Pasadena Top Docs
2009-2015	     Southern California Super Doctors

C. Contributions to Science

1. I reported a study to compare response rates for two schedules of irinotecan with vincristine in patients with rhabdomyosarcoma (RMS) at first relapse or disease progression. This study is of scientific significance as patients diagnosed with RMS who relapse have a poor prognosis. For these patients, the 5-year post relapse survival rate is approximately 10% compared with that for a relatively more favorable group comprising those with botryoid histology and stage 1 or clinical group I embryonal tumors treated with vincristine and dactinomycin in whom survival is approximately 50%. Thus, the Soft Tissue Sarcoma Committee of the Children's Oncology Group (COG) chose to evaluate the activity of two schedules of irinotecan in a group of patients with an unfavorable prognosis and measurable disease. The COG Soft Tissue Sarcoma Committee has conducted several up-front, phase II window trials in patients with previously untreated high-risk RMS. This, however, was the first reported randomized phase II window clinical trial conducted in children and adolescents with RMS at first relapse or disease progression. We found no differences in response rates between the two schedules of irinotecan, disproving the preclinical prediction of superior activity with a prolonged schedule. Therefore, to improve survival in RMS, we found that novel strategies are required either to improve the outcome for relapsed patients or to decrease the relapse rate in newly diagnosed patients. This trial selected the shorter, more convenient schedule of irinotecan for future front-line COG RMS clinical investigations.

a. Mascarenhas L, Lyden ER, Breitfeld PP, Walterhouse DO, Donaldson SS, Paidas CN, Parham DM, Anderson JR, Meyer WH, Hawkins DS.Randomized phase II window study of two schedules of irinotecan (CPT-11) and vincristine (VCR) in rhabdomyosarcoma (RMS) at first relapse/disease progression. J Clin Oncol. 2010 Oct 20;28(30):4658-63. doi: 10.1200/JCO.2010.29.7390. Epub 2010 Sep 13

2. I was the senior investigator on a study describing pulmonary outcomes after lung irradiation for the treatment of cancer in children, including clinical symptoms, radiographic changes, and PFTs. Survivors of childhood cancer are 8.8 times more likely to die as a result of a pulmonary complication when compared with the general population. Children receive lung irradiation when treated for mediastinal Hodgkin lymphoma; in conditioning regimens for hematopoietic progenitor cell transplant; for treatment of primary malignancies arising in the chest; and for treatment of lung metastases in Wilms tumor, Ewing sarcoma, rhabdomyosarcoma, and other soft-tissue sarcomas. Our study described the pulmonary outcomes in children receiving irradiation by contemporary techniques evaluated their association with clinical and dosimetric parameters thought to be relevant to the pathogenesis of late effects. We found significant pulmonary dysfunction in children receiving lung irradiation by contemporary techniques and recommended mean lung irradiation dose (MLD) rather than prescribed dose should be used to perform risk stratification of patients receiving lung irradiation. 

a. Venkatramani R, Kamath S, Wong K, Olch AJ, Malvar J, Sposto R, Goodarzian F, Freyer DR, Keens TG, Mascarenhas L. Correlation of clinical and dosimetric factors with adverse pulmonary outcomes in children after lung irradiation. Int J Radiat Oncol Biol Phys. 2013;86(5):942-8.

3. I played a key role in finding treatment options for patients with extracranial malignant rhabdoid tumors (MRT), an aggressive disease with poor prognosis. My research team found that treatment with high dose alkylator therapy followed by consolidation with high dose chemotherapy and autologous bone marrow transplant for such patients in radiographic complete remission appears to have a beneficial effect on survival.  We developed an approach of treating with a vincristine, doxorubicin, cyclophosphamide (VDC) regimen containing high dose cyclophosphamide, which has produced superior response rates when compared to other published regimens. Thus, we proposed a strategy to treat all extracranial MRT patients in a phase 2 multi-institutional clinical trial using VDC with high dose cyclophosphamide followed by consolidation with CEM and ABMT for responding patients in complete radiographic remission and compare their outcomes to historical controls in order to further evaluate the efficacy of this regimen.

a. Venkatramani R, Shoureshi P, Malvar J, Zhou S, Mascarenhas L. High dose alkylator therapy for extracranial malignant rhabdoid tumors in children. Pediatr Blood Cancer. 2014;61(8):1357-61

4. My research team and I designed a study to investigate the surgical resectability of hepatoblastoma following neoadjuvant chemotherapy. Historically, in patients with hepatoblastoma surgical resection has been attempted after four cycles of chemotherapy, and further chemotherapy was planned if the tumor was unresectable after four cycles. It has been unclear, however, whether four additional chemotherapy cycles are needed to treat possible microscopic disease. As hepatoblastoma is a rare cancer, this question can only be answered in prospective cooperative studies. We found that if patients are treated with two chemotherapy cycles after surgery, there could be an opportunity to reduce chemotherapy in up to 65 percent of patients. This may lead to a decrease in the incidence of complications of chemotherapy, specifically hearing loss caused by cisplatin and risk of heart failure due to doxorubicin. 

a. Venkatramani R, Stein JE, Sapra A, Genyk Y, Jhaveri V, Malogolowkin M, Mascarenhas L. Effect of neoadjuvant chemotherapy on resectability of stage III and IV hepatoblastoma. Br J Surg. 2015;102(1):108-13.

5. I provided leadership and mentorship for a clinical trial to determine the maximum tolerated dose (MTD) and dose limiting toxicity (DLT) of irinotecan administered in combination with vincristine, temozolomide and bevacizumab in children with refractory solid tumors. The MTD was irinotecan 50 mg/m2 on days 1-5 administered with vincristine 1.5 mg/m2 on days 1 and 8, temozolomide 100 mg/m2 and, bevacizumab 15mg/kg on day 1 every 21 days. This combination was tolerable and showed significant antitumor activity. This study supports additional investigation of this combination, particularly in patients with Wilms tumor and can also serve as a template for adding other targeted therapies to the vincristine, irinotecan and temozolomide chemotherapy backbone.

a. [bookmark: _GoBack]Venkatramani R, Malogolowkin M, Davidson TB, May W, Sposto R, Mascarenhas L: A phase I study of vincristine, irinotecan, temozolomide and bevacizumab (vitb) in pediatric patients with relapsed solid tumors. PLoS One. 2013 Jul 22;8(7):e68416.

A complete list of my published work can be found at: 
http://www.ncbi.nlm.nih.gov/sites/myncbi/leo.mascarenhas.1/bibliography/47793815/public/?sort=date&direction=ascending 


D. Research Support

U10CA98543-09 (Mascarenhas, PI)					3/1/2008 – 2/29/2012
Children’s Oncology Group Chair's Grant
NIH-NCI

U10CA98543-09 (Mascarenhas, PI)					3/1/2011 – 2/29/2012
Children’s Oncology Group Supplemental Grant
NIH-NCI	

RCX007396 (Mascarenhas, PI)						2/28/2012 – 2/27/2017
Children’s Oncology Group Grant
Children’s Hospital of Philadelphia 

U10CA98543-10 (Mascarenhas, PI)					3/1/2012 – 02/28/2015
Children’s Oncology Group Grant
NIH-NCI

U10CA095861 (Mascarenhas, PI)					1/17/2013 – 1/16/2017
Community Clinical Oncology Program
Children's Hospital of Philadelphia
NIH-NCI

RCC008107 (Mascarenhas, PI)						6/1/2013 – 5/31/2016
Outcomes Research for Childhood Cancer
City of Hope Medical Center

RGA008411 (Mascarenhas, PI)						1/1/2014 – 12/31/2016
A Pilot Clinical Trial of Substituting Vinorelbine
Hyundai Scholar Award

