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	M.S.Ramaiah Medical College, Bangalore, India
	M.B.,B.S.
	04/1993
	Medicine

	Kasturba Medical College, Manipal, India
	D.C.H.
	03/1996
	Pediatrics

	Woodhull Medical Center, Brooklyn, NY
	Residency
	06/2001
	Pediatrics

	New York University Medical Center, NY
	Fellowship
	06/2004
	Pediatric Hem/Onc



A.	Personal Statement
I am a board-certified pediatric hematologist-oncologist primarily involved in clinical care of patients and clinical research in developmental therapeutics for leukemias and lymphomas. My research background is in relapsed acute lymphoblastic leukemia (ALL) and includes studies of molecular pathways leading to relapse, identification of potential new therapeutic targets using high-throughput genomics and follow up validation in pre-clinical models. As the principal and co-investigator for multiple phase I and II studies for childhood hematologic malignancies, I have experience in designing and conducting early phase clinical trials and collaborating with internal and external investigators to perform correlative biological studies on our therapeutic protocols. In addition, I study the role of treatment-related and genetic risk factors in the development of chemotherapy-related toxicities using candidate gene and genome-wide approaches.
The current proposal builds upon my prior and ongoing work, and expertise in translational and clinical research. 

B. Positions and Honors
Positions and Employment
1993-1994	Pediatric Medical Officer, The Bandra Holy Family Hospital, Bombay, India
1997	Pediatric Medical Officer, St Elizabeth Hospital, Bombay, India
2004-2007     Instructor, Mount Sinai School of Medicine, Department of Pediatrics, Division of Hematology and Oncology.
2007-2008   Assistant Professor, New York University School of Medicine, Department of Pediatrics, Division of Hematology and Oncology. 
2008-2015   Assistant Member, St. Jude Children’s Research Hospital, Department of Oncology, Division of Leukemia/Lymphoma
Assistant Professor, University of Tennessee Health Sciences Center, Department of Pediatrics
2015-            Associate Professor, The Children’s Hospital of Los Angeles and the University of Southern California, Division of Hematology, Oncology and BMT.


Professional Memberships
2004-		Member, Children’s Oncology Group
2004-		Member, American Society of Hematology
Honors
2004		American Society of Clinical Oncology Merit Award
2004		4th Annual Sidney Q Cohlan Research Seminar Series Award	


C.	Contribution to Science
1. Biology of relapsed childhood ALL
The outcome of patients with relapsed ALL is dismal and novel therapies are needed. To gain a better understanding of molecular changes at relapse, I lead a project to perform gene expression analyses on multiple paired diagnosis and relapse patient samples.  Striking differences in gene expression were found between early and late relapse, in keeping with clinical observations, and identified recurrent, relapse-specific changes. Survivin (an anti-apoptotic gene) was highly up-regulated at the time of relapse. This finding led to additional preclinical and functional experiments and the initiation of a clinical trial of a survivin mRNA antagonist in combination with chemotherapy for relapsed ALL. By studying DNA alterations and copy number changes at relapse, we obtained insights into mechanisms of clonal evolution and chemo-resistance which may lead to targetable therapies in the future. 
To enable early stratification of patients at high risk for relapse, we identified a gene expression signature at diagnosis in a large cohort of patients with high-risk ALL that predicted early response and long-term outcome which was validated in 3 independent cohorts of patients. Subsequent studies, in collaboration with Children’s Oncology Group (COG) investigators identified additional models predictive of outcome and a novel ALL subtype characterized by the up-regulation of CRLF2 and poor outcome in patients of Hispanic descent.

a. Bhojwani D, Kang H, Moskowitz NP, Min DJ, Lee H, Potter JW, Davidson G, Willman CL, Borowitz MJ, Belitskaya-Levy I, Hunger SP, Raetz EA, Carroll WL: Biologic pathways associated with relapse in childhood acute lymphoblastic leukemia: a Children's Oncology Group study. Blood, 2006; 108:711-7. PMC ID 1895482
b. Yang JJ*, Bhojwani D*, Yang W, Cai X, Stocco G, Crews K, Wang J, Morrison D, Devidas M, Hunger SP, Willman CL, Raetz EA, Pui CH, Evans WE, Relling MV, Carroll WL: Genome-wide copy number profiling reveals molecular evolution from diagnosis to relapse in childhood acute lymphoblastic leukemia. Blood, 2008; 112:4178-83. PMC ID 2581992 (*co-first authors)
c. Bhojwani D, Kang H, Menezes RX, Yang W, Sather H, Moskowitz NP, Min DJ, Potter JW, Harvey R, Hunger SP, Seibel N, Raetz EA, Pieters R, Horstmann MA, Relling MV, den Boer ML, Willman CL, Carroll WL, Children's Oncology Group, Dutch Childhood Oncology Group, German Cooperative Study Group for Childhood Acute Lymphoblastic Leukemia: Gene expression signatures predictive of early response and outcome in high-risk childhood acute lymphoblastic leukemia: A Children's Oncology Group Study. J Clin Oncol, 2008; 26:4376-84. PMC ID 2736991
d. Bhojwani D, Yang JJ, Pui CH. Biology of Childhood ALL. Pediatric Clinics of North America 2015 Feb; 62(1):47-60

Role: Designed the projects, performed the experiment, collaborated with multiple national and international investigators and reported the results

2. Developmental therapeutics
I am the principal investigator (PI) for multiple phase I and II trials for relapsed ALL, AML and NHL. These include investigator-initiated institutional studies as well as collaborations with pharmaceutical companies.  Most studies are ongoing, however over the past 3 years, I participated in the development of blinatumumab, a bispecific CD19-CD3 antibody which received FDA approval in December 2014. I am also an active member of the Therapeutic Advances in Childhood Leukemia and Lymphoma (TACL) consortium which is based at CHLA. It is comprised of 33 large academic centers world-wide and is dedicated to “first-in-pediatric” studies designed to accelerate development of novel therapies.

a. Bhojwani D, Pui CH: Relapsed childhood acute lymphoblastic leukaemia. Lancet Oncol, 2013; 14:e205-17.  
b. Inaba H, Bhojwani D, Pauley JL, Pei D, Cheng C, Metzger ML, Howard SC, Rubnitz JE, Sandlund JT, Ribeiro RC, Leung W, Campana D, Pui CH, Jeha S: Combination chemotherapy with clofarabine, cyclophosphamide, and etoposide in children with refractory or relapsed haematological malignancies. Br J Haematol, 2012; 156:275-9. PMC ID 3235268
c. Raetz EA, Morrison D, Romanos-Sirakis E, Gaynon P, Sposto R, Bhojwani D, Bostrom BC, Brown P, Eckroth E, Cassar J, Malvar J, Buchbinder A, Carroll WL: A Phase I Study of EZN-3042, a Novel Survivin Messenger Ribonucleic Acid (mRNA) Antagonist, Administered in Combination With Chemotherapy in Children With Relapsed Acute Lymphoblastic Leukemia (ALL): A Report From the Therapeutic Advances in Childhood Leukemia and Lymphoma (TACL) Consortium. J Pediatr Hematol Oncol, 2014;36(6):458-63. PMC ID 4238428
d. Bhojwani D, Pei D, Sandlund JT, Jeha S, Ribeiro RC, Rubnitz JE, Raimondi SC, Shurtleff S, Onciu M, Cheng C, Coustan-Smith E, Bowman WP, Howard SC, Metzger ML, Inaba H, Leung W, Evans WE, Campana D, Relling MV, Pui CH: ETV6-RUNX1-positive childhood acute lymphoblastic leukemia: improved outcome with contemporary therapy. Leukemia, 2012; 26:265-70. PMC ID 3345278

Role: Primary investigator or co-investigator

3. Toxicities of chemotherapy
Most children with ALL will be cured, but at an expense of acute and long-term toxicities. I am particularly interested in neurotoxicity during and after therapy for childhood ALL. We studied candidate germline polymorphisms in 243 ALL survivors and found that certain SNPs in MS, GSTP1 and MAOA were associated with attention deficits. We recently completed another study of sub-acute clinical neurotoxicity and asymptomatic leukoencephalopathy in 369 children receiving intrathecal and high-dose methotrexate and documented the safety of methotrexate re-challenge in patients with clinical neurotoxicity without the need to compromise therapy. Our genome wide association study revealed polymorphisms in multiple genes related to neurogenesis that contribute to methotrexate-related neurotoxicities.
I am an active participant in the toxicity workforce of the international Ponte De Legno ALL group which is a collaborative effort to formulate uniform guidelines for defining, reporting and managing toxicities of ALL therapy. 

a. Bhojwani D, Sabin ND, Pei D, Yang JJ, Khan RB, Panetta JC, Krull KR, Inaba H, Rubnitz JE, Metzger ML, Howard SC, Ribeiro RC, Cheng C, Reddick WE, Jeha S, Sandlund JT, Evans WE, Pui CH, Relling MV: Methotrexate-induced neurotoxicity and leukoencephalopathy in childhood acute lymphoblastic leukemia. J Clin Oncol, 2014; 32:949-59. PMC ID 3948096
b. Krull KR, Bhojwani D, Conklin HM, Pei D, Cheng C, Reddick WE, Sandlund JT, Pui CH: Genetic mediators of neurocognitive outcomes in survivors of childhood acute lymphoblastic leukemia. J Clin Oncol, 2013; 31:2182-8. PMC ID 3731978
c. Bhojwani D, Darbandi R, Pei D, Ramsey L, Chemaitilly W, Sandlund JT, Cheng C, Pui CH, Relling MV, Jeha S, Metzger ML: Severe hyperlipidemia during therapy for childhood ALL. European Journal of Cancer 2014 Oct; 50(15):2685-94 PMC ID 4180109
d. Yang JJ, Bhojwani D: Thiopurine S-methyltransferase pharmacogenetics in childhood acute lymphoblastic leukemia. Methods Mol Biol, 2013; 999:273-84

Role: Planned overall approaches, acquired and analyzed data, reported results
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D.	Additional Information: Research Support and/or Scholastic Performance

	Evaluation of the PI3Kδ Inhibitor, idelalisib, in Childhood Acute Lymphoblastic Leukemia (PI Kim)
REACH Awards, Alex Lemonade Foundation    Role: Co-Investigator
Preclinical evaluation of PI3Kδ inhibition using idelalisib and establishment of phosphoflow to monitor p-Akt as a biomarker for PI3Kδ inhibition

	2016-2017

	Evaluation of the PI3Kδ Inhibitor, idelalisib, in Childhood Acute Lymphoblastic Leukemia (PI Kim)
Pediatric Cancer Foundation    Role: Co-Investigator
Preclinical evaluation of idelalisib in childhood ALL and development of a phase I/II clinical trial

	2016-2017

	Genetics-guided individualization of thiopurine therapy (PI Yang)
R01GM118576-01, NIH    Role: Co-Investigator
Characterization of pharmacogenetic basis of inter-patient variability in thiopurine toxicity and development of a genetics-based dosing algorithm for thiopurine therapy

	2016-2021

	
ALL therapy and developing brains: MRI measures, genetic factors and cognition (PI Reddick)
R01CA090246, NIH    Role: Co-investigator
Comprehensive study of neurotoxicity in childhood ALL with imaging, neurocognitive testing and identification of germline susceptibility variants

	2011-2015

	A phase I, multicenter, dose escalation study of CAT-8015 in children, adolescents and young adults with CD22+ ALL or NHL
MedImmune    Role: Site PI
Development and conduct of phase I study of the anti CD22 immunotoxin moxetumumab

	2008-2015

	Identification and targeting of drug resistant pathways in relapsed acute lymphoblastic leukemia (PI Carroll and Relling)
R01CA140729    Role: Co-investigator
Integration of multiple genomic platforms to identify resistance pathways and novel targets in relapsed childhood ALL and downstream validation

	2010-2015

	BECHEM: A phase I trial of bendamustine in combination with clofarabine and etoposide (IND# 118468)
TEVA ISS    Role: PI
Funding to cover costs for initiation and conduct of the BECHEM study at external sites

	2013-2015

	CD20-targeted immunotherapy for relapsed childhood ALL
Cookies for Kids    Role: PI
Study of dynamics of CD20 expression and NK cell repertoire in the phase II trial ALLR18

	2011-2013



