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A.	Personal Statement
[bookmark: _GoBack]I am a molecular epidemiologist with a strong focus on environmental, immunologic, and genetic approaches at understanding cancer etiology, particularly childhood leukemia and adult and childhood gliomas. I have worked on cancer etiology for more than 20 years for both hematologic cancers and brain cancers. Below I list several key publications that demonstrate my profound interest in the etiology of pediatric leukemia including the genetic risk to pediatric leukemia and key mechanisms in leukemogenesis.  I have also performed extensive work in the area of epigenetics particularly DNA methylation in cancer, and established DNA methylation profiles in fetal pre-B cell development and childhood pre-B cell leukemia. In the brain tumors I have worked on understanding the relationship between normal and aberrant immune function and the genesis of brain tumors. At USC I will work extensively with collaborators in the departments of Preventative Medicine, Neurological Surgery, and Pediatrics among others. Discovering the etiology and preventive modalities for cancer, particularly brain cancers and pediatric hematologic leukemia, is my life work.

a. Wiemels JL, Walsh KM, de Smith A, Metayer C, Gonseth S, Hansen HM, Francis SS, Ojha J, Smirnov I, Barcellos L, Xiao X, Morimoto L, McKean-Cowdin R, Wang R, Yu H, Hoh J, DeWan A, Ma X. GWAS in childhood acute lymphoblastic leukemia reveals novel genetic associations at chromosomes 17q12 and 8q24.21. Nature Communications, in press.
b. Wiemels JL, de Smith AJ, Xiao J, Lee ST, Muench MO, Fomin ME, Zhou M, Hansen HM, Termuhlen A, Metayer C, Walsh KM. A functional polymorphism in the CEBPE gene promoter influences acute lymphoblastic leukemia risk through interaction with the hematopoietic transcription factor Ikaros. Leukemia. 2016 May; 30(5):1194-7. PMID: 26437776
c. Alexander FE, Patheal SL, Biondi A, Brandalise S, Cabrera ME, Chan LC, Chen Z, Cimino G, Cordoba JC, Gu LJ, Hussein H, Ishii E, Kamel AM, Labra S, Magalhães IQ, Mizutani S, Petridou E, de Oliveira MP, Yuen P, Wiemels JL, Greaves MF. Transplacental chemical exposure and risk of infant leukemia with MLL gene fusion. Cancer Res. 2001 Mar 15; 61(6):2542-6. PMID: 11289128.
d. de Smith A, Kuar M, Gonseth S, Walsh K, Endicott AA, Selvin S, Zhang L, Roy R, Shao X, Hansen H, Kang A, Dahl G, McKean-Cowdin R, Metayer C, Wiemels JL. Correlates of prenatal and early-life tobacco smoke exposure and frequency of common gene deletions in childhood acute lymphoblastic leukemia. Cancer Research. 2017; 77(7):1674-1683. PMID: 28202519; PMCID: PMC5380517.
B.	Positions and Honors
Positions and Employment
1988-1990	Science Teacher, St. Johns College, Levuka, Fiji
1992-1997	Graduate Student Researcher, University of California Berkeley
1997-1999 Postdoctoral Fellow, Leukaemia Research Fund Centre, Institute of Cancer Research, London
1999-2000	Assistant Research Molecular Epidemiologist, University of California San Francisco
2001-2002 Assistant Adjunct Professor, University of California San Francisco
2002-2006	Assistant Professor in Residence, University of California San Francisco
2006-2012	Associate Professor in Residence, University of California San Francisco
2012-2017	Professor in Residence, University of California San Francisco
2018-		Professor, University of Southern California 
Honors
1986		Maxwell Elliot Power Prize, Kenyon College
1988		Phi Beta Kappa, Kenyon College
1993		Public Health Alumni Scholarship, University of California Berkeley
1993		National Science Foundation Predoctoral Fellowship in Toxicology awarded
1993-1997	Predoctoral Fellow, Howard Hughes Medical Institute, University of California Berkeley
2002 Scholar, Leukemia and Lymphoma Society of America

Other Experience and Professional Memberships

2003-		Brain Tumor Epidemiology Consortium member, President 2014-2016.
2004		NIH Peer Review Committee: NCI Early Detection Research Network Biomarker Development
2009		Department of Defense Review Committee: program in Pediatric Brain Tumors
2010		Department of Defense Review Committee: Blood Cancers and Pediatric Brain Tumors
2010		NIH Peer Review Committee: Cancer Genetics scientific review group
2012		Department of Defense Review Committee Chair: Discovery awards, Blood Cancers.
2013		Department of Defense Review Committee: Peer Reviewed Cancer Research Program
2015		NIH Peer Review Committee: Special Emphasis Panel ZHD1 DSR-Y (90) 1/T32
2017		NIH Peer Review Committees: R13 and P01 ad hoc committees.
C.	Contribution to Science
1. The relationship between the immune system and cancer cells is increasingly explored in both etiologic and clinical constructs. I have explored the role of allergy and varicella reactivity in brain tumor etiology, showing that allergy is protective and in the context of allergy, a strong reaction against varicella virus is even more protective. While these epidemiologic observations have stimulated much further research, they also resulted in currently funded projects on the role of viruses in brain tumor etiology. 

a. de Smith AJ, Walsh KM, Ladner MB, Zhang S, Xiao C, Cohen F, Moore TB, Chokkalingam AP, Metayer C, Buffler PA, Trachtenberg EA, Wiemels JL. The role of KIR genes and their cognate HLA class I ligands in childhood acute lymphoblastic leukemia. Blood. 2014 Feb 11. PMID: 24518758. PMCID: PMC3990912
b. Wiemels JL, Wiencke JK, Sison JD, Miike R, McMillan A, Wrensch M. History of allergies among adults with glioma and controls. Int J Cancer. 2002 Apr 1; 98(4):609-15.
c. Wiemels JL, Wiencke JK, Patoka J, Moghadassi M, Chew T, McMillan A, Miike R, Barger G, Wrensch M. Reduced immunoglobulin E and allergy among adults with glioma compared with controls. Cancer Res. 2004 Nov 15; 64(22):8468-73.
d. Lee ST, Bracci P, Zhou M, Rice T, Wiencke J, Wrensch M, Wiemels J. Interaction of allergy history and antibodies to specific varicella-zoster virus proteins on glioma risk. Int J Cancer. 2014 May 1; 134(9):2199-210. PMID: 24127236. PMCID: PMC3951480

2. My first notable contribution to science was to identify a prenatal origin to several subtypes of childhood leukemia. The significance of this work was to focus epidemiologic and etiologic research on leukemia to the pregnancy period.  I developed methods, using early Human Genome Project data, to rapidly identify chromosomal breakpoint sequences at the nucleotide level from very broad and disparate chromosomal breakpoint regions.  Using this technique, I sequenced translocations of several common childhood leukemia subtypes and determined, using archived neonatal blood spot DNA, and showed that common leukemia subtypes originate before birth.  We now construct our epidemiologic investigations around this observation.

a. Wiemels JL, Ford AM, Van Wering ER, Postma A, Greaves M. Protracted and variable latency of acute lymphoblastic leukemia after TEL-AML1 gene fusion in utero. Blood. 1999 Aug 1; 94(3):1057-62.
b. Wiemels JL, Cazzaniga G, Daniotti M, Eden OB, Addison GM, Masera G, Saha V, Biondi A, Greaves MF. Prenatal origin of acute lymphoblastic leukaemia in children. Lancet. 1999 Oct 30; 354(9189):1499-503.
c. Wiemels JL, Leonard BC, Wang Y, Segal MR, Hunger SP, Smith MT, Crouse V, Ma X, Buffler PA, Pine SR. Site-specific translocation and evidence of postnatal origin of the t(1;19) E2A-PBX1 fusion in childhood acute lymphoblastic leukemia. Proc Natl Acad Sci U S A. 2002 Nov 12; 99(23):15101-6.
d. Wiemels JL, Hofmann J, Kang M, Selzer R, Green R, Zhou M, Zhong S, Zhang L, Smith MT, Marsit C, Loh M, Buffler P, Yeh RF. Chromosome 12p deletions in TEL-AML1 childhood acute lymphoblastic leukemia are associated with retrotransposon elements and occur postnatally. Cancer Res. 2008 Dec 1; 68(23):9935-44.

3. Leukemia is a cancer of immune-system forming cells, and epidemiologic investigations have long focused on surrogate exposures of infection, such as daycare and population mixing. What has not been addressed is whether children who get leukemia respond to infections differently. A second contribution to science was my finding that prenatal immune development and specific postnatal infectious disease histories can have a profound impact on the risk of childhood leukemia.  I studied the relationships of allergy and infection to leukemia, and also neonatal status of the immune system. The current data suggests that prenatal development of the immune system creates a phenotype where children react more strongly to infection thereby increasing risk to leukemia.

a. Chang JS, Buffler PA, Metayer C, Chokkalingam AP, Patoka J, Kronish D, Wiemels JL. Maternal immunoglobulin E and childhood leukemia. Cancer Epidemiol Biomarkers Prev. 2009 Aug; 18(8):2221-7.
b. Wiemels JL, Wiencke JK, Patoka J, Moghadassi M, Chew T, McMillan A, Miike R, Barger G, Wrensch M. Reduced immunoglobulin E and allergy among adults with glioma compared with controls. Cancer Res. 2004 Nov 15; 64(22):8468-73.
c. Chang JS, Tsai CR, Tsai YW, Wiemels JL. Medically diagnosed infections and risk of childhood leukaemia: a population-based case-control study. Int J Epidemiol. 2012 Aug; 41(4):1050-9.
d. Chang JS, Zhou M, Buffler PA, Chokkalingam AP, Metayer C, Wiemels JL. Profound deficit of IL10 at birth in children who develop childhood acute lymphoblastic leukemia. Cancer Epidemiol Biomarkers Prev. 2011 Aug; 20(8):1736-40. PMID: 21653647

4. The causes of leukemia are still obscure, but genetics certainly plays a role in both individual and population and ethnic-specific leukemia rates. I have explored the role of genetics of childhood leukemia metabolic variation in polymorphisms related to metabolic phenotypes in folate and reactive quinones, and increasingly are exploring the role of GWAS alleles in leukemogenesis. The goal is the learn more about biology of leukemia and develop an early risk stratification of the disease. 

a. Wiemels JL, de Smith AJ, Xiao J, Lee ST, Muench MO, Fomin ME, Zhou M, Hansen HM, Termuhlen A, Metayer C, Walsh KM. A functional polymorphism in the CEBPE gene promoter influences acute lymphoblastic leukemia risk through interaction with the hematopoietic transcription factor Ikaros. Leukemia. 2015 Sep 16. doi:10.1038
b. Wiemels JL, Pagnamenta A, Taylor GM, Eden OB, Alexander FE, Greaves MF. A lack of a functional NAD(P)H:quinone oxidoreductase allele is selectively associated with pediatric leukemias that have MLL fusions. United Kingdom Childhood Cancer Study Investigators. Cancer Res. 1999 Aug 15; 59(16):4095-9.
c. Wiemels JL, Smith RN, Taylor GM, Eden OB, Alexander FE, Greaves MF. Methylenetetrahydrofolate reductase (MTHFR) polymorphisms and risk of molecularly defined subtypes of childhood acute leukemia. Proc Natl Acad Sci U S A. 2001 Mar 27; 98(7):4004-9.
d. Walsh KM, de Smith AJ, Welch TC, Smirnov I, Cunningham MJ, Ma X, Chokkalingam AP, Dahl GV, Roberts W, Barcellos LF, Buffler PA, Metayer C, Wiemels JL. Genomic ancestry and somatic alterations correlate with age at diagnosis in Hispanic children with B-cell ALL. Am J Hematol. 2014 Apr 3. PMID: 24753091. 

5. While leukemia has long been described by immunophenotypic and cytogenetic characteristics, a detailed understanding of the structure of these and also epigenetic aberrations is needed to link such aberrations to causal agents. I have examined the structure of tumor genetic and epigenetic modifications leukemia, setting the stage for further discoveries in the etiologic formation of these breaks. 

a. De Smith AJ, Ohja J, Francis SS, Sanders E, Endicott AA, Hansen HM, Smirnov I, Termuhlen AM, Walsh KM, Metayer CM, Wiemels JL. Clonal and microclonal mutational heterogeneity in high hyperdiploid lymphoblastic leukemia. Oncotarget, in press.
b. Lee ST, Muench MO, Fomin ME, Xiao J, Zhou M, de Smith A, Martin-Subero JI, Heath S, Houseman EA, Roy R, Wrensch M, Wiencke J, Metayer C, Wiemels JL. Epigenetic remodeling in B-cell acute lymphoblastic leukemia occurs in two tracks and employs embryonic stem cell-like signatures. Nucleic Acids Res, 2015 Feb 17. pii: gkv103. [Epub ahead of print].
c. Wiemels JL, Greaves M. Structure and possible mechanisms of TEL-AML1 gene fusions in childhood acute lymphoblastic leukemia. Cancer Res. 1999 Aug 15; 59(16):4075-82.
d. Wiemels JL, Alexander FE, Cazzaniga G, Biondi A, Mayer SP, Greaves M. Microclustering of TEL-AML1 translocation breakpoints in childhood acute lymphoblastic leukemia. Genes Chromosomes Cancer. 2000 Nov; 29(3):219-28.


Complete List of Published Work in Google Scholar:   
https://www.ncbi.nlm.nih.gov/myncbi/browse/collection/41166932/?sort=date&direction=ascending
D.	Research Support
Ongoing Research Support

TRDRP #555130     (Wiemels)							04/01/2018 - 03/31/2021
Tobacco-related Disease Research Program	 
Tobacco smoking and inborn genetics: effects on leukemogenesis
The goal of this project is to determine what genetic factors interact with maternal smoking exposures to influence childhood leukemogenesis. We will identify which children are predisposed to smoking’s toxic effects.
Role: PI 

R01CA185058	(Wiemels/Kogan)		                05/01/2014– 04/31/2019		
NIH-NCI		
Impact of low IL-10 levels at birth and leukemia risk
The goal of this project is to discover the consequences of harboring low-IL10 levels at birth and interacting with infectious diseases after birth, in the pathway to contracting childhood leukemia.  The project includes epidemiologic investigations with Kaiser medical records and State of California biological resources, and the use of an innovative mouse model to explore the role of low IL-10 and infection in leukemia pathogenesis.
The Role: co-PI with Scott Kogan, UCSF Dept. of Laboratory Medicine

R01CA175737 (PI)	08/01/2014 - 07/31/2018
NIH-NCI	 
Perinatal immune development and risk of childhood acute lymphoblastic leukemia	 
The goal of this project is to determine the role of fetal development and genetics in the etiology of childhood ALL.  
Role: co-PI with X. Ma, Yale University

U01CA182371         (Wiemels)                                                             02/01/2014 - 01/31/2019
NIH-NCI                                                                                   
Varicella virus antigens in glioma etiology and survival
The goal of this project is to discover specific varicella antigens which herald the onset of human glioma, and to elucidate specific epitopes that drive the association, with implications for glioma susceptibility, detection, and treatment.  The project will use the San Francisco Bay Area Glioma Study and the Prostate Lung Colorectal Ovarian Cancer cohort as bases to study Varicella serological responses.  
Role: PI

P01 ES018372	(Metayer/Wiemels)	                   09/01/2009 – 08/31/2019		
[bookmark: OLE_LINK4]NIH/UCB			
Prenatal Exposures, DNA Methylation & Childhood Leukemia
Project 3 of this program grant will characterize the relationship between methylation patterns in neonatal blood spots and pre-pregnancy and pregnancy environmental exposures: pesticides and organic hydrocarbons.
Role: Project 3 PI (UCSF Sub-contract) and co-Director of the program project
1 R01 CA194189 (Wiemels/Walsh)	09/01/2015 - 08/31/2020
NIH-NCI	 
Genetic Susceptibility to Pediatric Glioma in Individuals and Diverse populations.  
This project will assess genetic factors that influence risk of pediatric glioma.
This project will examine genetic susceptibility risk factors for childhood glioma. 
Role: co-PI with K. Walsh
1 R01 CA207360 (Wiencke/Wiemels)	08/01/2017 - 07/31/2022
NIH-NCI	 
Immune Epigenetic Biomarkers of Survival in Glioma Epidemiology  
This project will assess immunomethylomic profiles of human blood as predictors of prognosis and survivorship in glioma participants of the San Francisco Bay Area Glioma Study. 
Role: co-PI with J. Wiencke

Recently completed research
  
R01 CA151933 (Wiemels / Yale PI: Elizabeth Claus)		     07/01/2010- 06/30/2016		
NIH – NCI (Yale University) 	 								
The Meningioma Consortium: Genome-Wide Association Study
The goal of this project is to discover genetic risk factors for intracranial meningioma.  Meningioma is a benign tumor growth but with significant morbidity and mortality because of the location of its growth.  Our study will be the first to describe in a genome-wide fashion the genetic risks to meningioma, and represents an added value to our recently concluded Meningioma Consortium study.  
Role: Site PI 

R01 CA155461                 (Wiemels/Ma)		                07/01/2011-04/30/2016			
NIH-NCI				
Genome-Wide Association Study of Childhood Leukemia by Hispanic Status
The goal of this project is to discover genetic risk factors for childhood acute lymphobastic leukemia, and examine the relationship between these genetic risk and fetal growth variables in leukemia incidence. We will explore the impact of these variables on Hispanics and Whites in California to investigate why Hispanics have a higher rate of leukemia, significantly improving our understanding of the causes of this disease in the most vulnerable populations.
Role: co-PI (with X. Ma, Yale University)
