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Component
Summary

Components Component Project Title Organization Name Contact PD/PlI Name
or Project Lead Name
Overall Cancer Center Support Grant University of Kansas Medical Center | Jensen, Roy A

Research Institute, Inc.

Admin-Core-001 (001)

Cancer Center Administration &
Senior Leadership Core

University of Kansas Medical Center
Research Institute, Inc.

Christenson, Teresa

Core-001 (002)

Planning and Evaluation

University of Kansas Medical Center
Research Institute, Inc.

Jensen, Roy A

Core-002 (003)

Developmental Funds

University of Kansas Medical Center
Research Institute, Inc.

Jensen, Roy A

Core-003 (004)

Biospecimen Shared Resource

University of Kansas Medical Center
Research Institute, Inc.

Godwin, Andrew

Core-004 (005)

Biostatistics & Informatics Shared
Resource

University of Kansas Medical Center
Research Institute, Inc.

Fridley, Brooke L.

Core-005 (006)

Clinical Pharmacology Shared
Resource

University of Kansas Medical Center
Research Institute, Inc.

Reed, Gregory A

Core-006 (007)

Lead Development & Optimization
Shared Resource

University of Kansas Center for
Research, Inc.

Baltezor, Michael J

Core-007 (008)

Transgenic & Gene-Targeting Shared
Resource

University of Kansas Medical Center
Research Institute, Inc.

Vivian, Jay L

Core-008 (009)

Clinical Protocol and Data
Management

University of Kansas Medical Center
Research Institute, Inc.

Williamson, Stephen

Core-009 (010)

Protocol Review and Monitoring
System

University of Kansas Medical Center
Research Institute, Inc.

Khan, Qamar Jamal

Core-010 (011)

Early Phase Clinical Research
Support

University of Kansas Medical Center
Research Institute, Inc.

Jensen, Roy A

Project-001 (012)

Cancer Biology Research Program

University of Kansas Center for
Research, Inc.

Neufeld, Kristi

Project-002 (013)

Cancer Control & Population Health
Research Program

University of Kansas Medical Center
Research Institute, Inc.

Ellerbeck, Edward F

Project-003 (014)

CPS-Cancer Prevention &
Survivorship Research Program

University of Kansas Medical Center
Research Institute, Inc.

Dixon, Dan A.

Project-004 (015)

Drug Discovery, Delivery, &
Experimental Therapeutics Research
Program

University of Kansas Medical Center
Research Institute, Inc,

Weir, Scott James

Tracking Number: GRANT12250478
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Project/Performance

Site Location(s) Summary

Research Institute, Inc.

Applicant City State/Province Country
Organization
University of Kansas Medical Center | Kansas City UNITED STATES

Organization Name City State/Province Country Component

The Children's Mercy Hospital Kansas City MO UNITED STATES Project-004 (015)
University of Kansas Center for | Lawrence KS UNITED STATES Core-006 (007)
Research, Inc.

University of Kansas Center for | Lawrence KS UNITED STATES Project-001 (012)
Research, Inc.

University of Kansas Medical Kansas City KS UNITED STATES Admin-Core-001 (001)
Center

University of Kansas Medical Kansas City KS UNITED STATES Core-001 (002)
Center

University of Kansas Medical Kansas City KS UNITED STATES Core-002 (003)
Center

University of Kansas Medical Kansas City KS UNITED STATES Core-003 (004)
Center

University of Kansas Medical Kansas City KS UNITED STATES Core-004 (005)
Center

University of Kansas Medical Kansas City KS UNITED STATES Core-005 (006)
Center

University of Kansas Medical Kansas City KS UNITED STATES Core-007 (008)
Center

University of Kansas Medical Westwood KS UNITED STATES Core-008 (009)
Center

University of Kansas Medical Kansas City KS UNITED STATES Core-009 (010)
Center

University of Kansas Medical Kansas City KS UNITED STATES Core-010 (011)
Center

University of Kansas Medical Kansas City KS UNITED STATES Overall

Center

University of Kansas Medical Kansas City KS UNITED STATES Project-002 (013)
Center

University of Kansas Medical Kansas City KS UNITED STATES Project-003 (014)
Center

Tracking Number: GRANT12250478
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University of Kansas Medical
Center

Kansas City

KS

UNITED STATES

Project-004 (015)

Tracking Number: GRANT12250478

Page 16
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Human Subjects
Clinical Trial
Human Embryonic Stem Cells
Vertebrate Animals

Summary
Components Human Subjects Clinical Trial HESC Involved Vertebrate Animals
Overall Y N N Y
Admin-Core-001 (001) N N N
Core-001 (002) N N N
Core-002 (003) Y N N Y
Core-003 (004) Y N N N
Core-004 (005) Y N N Y
Core-005 (006) Y N N N
Core-006 (007) N N Y
Core-007 (008) N N Y
Core-008 (009) Y N N N
Core-009 (010) Y N N N
Core-010 (011) Y N N N
Project-001 (012) N N N
Project-002 (013) N N N
Project-003 (014) N N N
Project-004 (015) N N N
Page 17
Tracking Number: GRANT12250478 Funding Opportunity Number: PAR-13-386. Received Date:
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Senior/Key Personnel

Summary

Name

Organization

Role on Project

Components

Jensen, Roy A

University of Kansas Medical Center

PD/PI(Contact)

Overall

Al-Rajabi, Raed

University of Kansas Medical Center

Other:

PRMC Committee

Core-009 (010)

Anant, Shrikant University of Kansas Medical Center | Other: AD Prevention & Admin-Core-001 (001)
Control
Anant, Shrikant University of Kansas Medical Center | Other: PRMC Committee Core-009 (010)

August, Amanda

The Children's Mercy Hospital

Other:

PRMC Committee

Core-009 (010)

August, Keith

The Children's Mercy Hospital

Other:

PRMC Committee

Core-009 (010)

Baccaray, Stella

University of Kansas Medical Center

Other:

PRMC Committee

Core-009 (010)

Baltezor, Michael J University of Kansas Center for Other: Core Lead Core-006 (007)
Research, Inc.
Befort Cardador, Christie Ann University of Kansas Medical Center | Other: Project Lead Project-002 (013)

Behbod, Fariba

University of Kansas Medical Center

Other:

PRMC Committee

Core-009 (010)

Bivona, Cory

University of Kansas Medical Center

Other:

PRMC Committee

Core-009 (010)

Chalise, Prabhakar

University of Kansas Medical Center

Other:

Biostatistician

Core-004 (005)

Chapman, Julia A

University of Kansas Medical Center

Other:

PRMC Committee

Core-009 (010)

Christenson, Teresa

University of Kansas Medical Center

Other:

Core Lead

Admin-Core-001 (001)

Coster, James

University of Kansas Medical Center

Other:

PRMC Committee

Core-009 (010)

Coulter, James

University of Kansas Medical Center

Other:

PRMC Committee

Core-009 (010)

Diaz, Francisco J.

University of Kansas Medical Center

Other:

Biostatistician

Core-004 (005)

Diaz, Francisco J.

University of Kansas Medical Center

Other:

PRMC Committee

Core-009 (010)

Dixon, Dan A.

University of Kansas Medical Center

Other:

Project Lead

Project-003 (014)

Ellerbeck, Edward F

University of Kansas Medical Center

Other:

Project Lead

Project-002 (013)

Fabian, Carol J

University of Kansas Medical Center

Other:

AD Clinical Research

Admin-Core-001 (001)

Fridley, Brooke L.

University of Kansas Medical Center

Other:

Core Lead

Core-004 (005)

Gajewski, Byron J

University of Kansas Medical Center

Other:

Biostatistician

Core-004 (005)

Gamis, Alan

The Children's Mercy Hospital

Other:

Project Lead

Project-004 (015)

Ginn, Kevin Fate

The Children's Mercy Hospital

Other:

PRMC Committee

Core-009 (010)

Godwin, Andrew

University of Kansas Medical Center

Other:

Deputy Director

Admin-Core-001 (001)

Godwin, Andrew

University of Kansas Medical Center

Other:

Core Lead

Core-003 (004)

He, Jianghua

University of Kansas Medical Center

Other:

Biostatistician

Core-004 (005)

Tracking Number: GRANT12250478
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He, Jianghua University of Kansas Medical Center | Other: PRMC Committee Core-009 (010)
Hoelscher, Diana University of Kansas Medical Center | Other: PRMC Committee Core-009 (010)
Jensen, Roy A University of Kansas Medical Center | Other: Director Admin-Core-001 (001)
Jensen, Roy A University of Kansas Medical Center | Other: Core Lead Core-001 (002)
Jensen, Roy A University of Kansas Medical Center | Other: Core Lead Core-002 (003)
Jensen, Roy A University of Kansas Medical Center | Other: Core Lead Core-010 (011)
Jewell, William R University of Kansas Medical Center | Other: PRMC Committee Core-009 (010)

Khan, Qamar Jamal University of Kansas Medical Center | Other: Core Lead Core-009 (010)
Kimler, Bruce F University of Kansas Medical Center | Other: PRMC Committee Core-009 (010)
Klemp, Jennifer Rose University of Kansas Medical Center | Other: PRMC Committee Core-009 (010)
Klemp, Jennifer Rose University of Kansas Medical Center | Other: Project Lead Project-003 (014)
Koestler, Devin University of Kansas Medical Center | Other: Biostatistician Core-004 (005)
Larson, Melissa Anne University of Kansas Medical Center | Other: Manager Core-007 (008)

Lewis, Sharon University of Kansas Medical Center | Other: PRMC Committee Core-009 (010)

Li, Linheng Stowers Institute for Medical Research | Other: Project Lead Project-001 (012)
Lominska, Chris University of Kansas Medical Center | Other: PRMC Committee Core-009 (010)
Madan, Rashna University of Kansas Medical Center | Other: Co-Director Core-003 (004)
Mahnken, Jonathan David University of Kansas Medical Center | Other: Biostatistician Core-004 (005)
Maliski, Sally L University of Kansas Medical Center | Other: AD Health Admin-Core-001 (001)

Research Institute, Inc.

Communications

Mammen, Joshua M

University of Kansas Medical Center

Other

: PRMC Committee

Core-009 (010)

Mayo, Matthew Stuart

University of Kansas Medical Center

Other

: AD Shared Resources

Admin-Core-001 (001)

Mirza, Moben

University of Kansas Medical Center

Other:

PRMC Committee

Core-009 (010)

Neufeld, Kristi

University of Kansas

Other:

Project Lead

Project-001 (012)

Neupane, Prakash Chandra

University of Kansas Medical Center

Other:

PRMC Committee

Core-009 (010)

Ogle, Nikki University of Kansas Medical Center | Other: PRMC Committee Core-009 (010)
Phadnis, Milind University of Kansas Medical Center | Other: Biostatistician Core-004 (005)
Reed, Gregory A University of Kansas Medical Center | Other: Core Lead Core-005 (006)
Reene, Jeff University of Kansas Medical Center | Other: COO Admin-Core-001 (001)
Roy, Anuradha University of Kansas Other: HTC Manager Core-006 (007)

Ryan, Robin

The Children's Mercy Hospital

Other:

PRMC Committee

Core-009 (010)

Schoenen, Frank J.

University of Kansas

Other:

Mgr Med Chem

Core-006 (007)

Shune, Leyla

University of Kansas Medical Center

Other:

PRMC Committee

Core-009 (010)

Tracking Number: GRANT12250478
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Skikne, Barry University of Kansas Medical Center | Other: PRMC Committee Core-009 (010)
Sullivan, Debra Kay University of Kansas Medical Center | Other: PRMC committee Core-009 (010)
Vivian, Jay L University of Kansas Medical Center | Other: Core Lead Core-007 (008)
Wang, Fen University of Kansas Medical Center | Other: PRMC Committee Core-009 (010)

Ward, Jan University of Kansas Medical Center | Other: PRMC Committee Core-009 (010)

Weir, Scott James University of Kansas Medical Center | Other: AD Trans Research Admin-Core-001 (001)
Weir, Scott James University of Kansas Medical Center | Other: Project Lead Project-004 (015)
Welch, Danny University of Kansas Medical Center | Other: AD Basic Science Admin-Core-001 (001)
Wick, Jo Adrianne University of Kansas Medical Center | Other: Biostatistician Core-004 (005)
Williamson, Stephen University of Kansas Medical Center | Other: Core Lead Core-008 (009)
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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: Roy A. Jensen, MD

eRA COMMONS USER NAME (credential, e.g., agency login): jensenra

POSITION TITLE: Professor; Director of The University of Kansas Cancer Center

EDUCATION/TRAINING (Begin with baccalaureate or other initial professional education, such as nursing,
include postdoctoral training and residency training if applicable. Add/delete rows as necessary.)

Completion

INSTITUTION AND LOCATION (i@ﬁﬁﬁiﬁe) MMD/f(thY FIELD OF STUDY
Neosho Co. Community College, Chanute, KS AA. 1978 Biology/Chemistry
Pittsburg State University, Pittsburgh, KS B.S. 1980 Biology/Chemistry
Vanderbilt University, Nashville, TN M.D. 1984 Medicine
Vanderbilt University, Nashville, TN Residency 1987 Anatomic Pathology
Vanderbilt University, Nashville, TN Fellowship 1988 Surgical Pathology
National Cancer Institute, Bethesda, MD Fellowship 1991 Biotechnology Training

A. Personal Statement

I was appointed director of The University of Kansas Cancer Center and the Kansas Masonic Cancer
Research Institute (KMCRI) in 2004. | serve as Professor of Pathology and Laboratory Medicine, Professor of
Anatomy and Cell Biology, Professor of Cancer Biology, Professor of Biomedical Engineering, and Adjunct
Professor of Molecular Biosciences at the University of Kansas and was appointed the William R. Jewell
Kansas Masonic Distinguished Professor of Cancer Research in 2005. As director of the Cancer Center, |
oversee all aspects of the cancer program at the university including coordination, planning, analysis,
administration, budget development, space and resource allocation, program development, recruiting,
oversight of the clinical program, promotion of basic, clinical, transdisciplinary and translational research, and
all cancer-related fundraising activities. Prior to accepting this position, | was an investigator at the Vanderbilt-
Ingram Cancer Center, director of the Human Tissue Acquisition and Pathology Shared Resource, and was an
Associate Professor of Pathology, Cell Biology, and Cancer Biology at Vanderbilt University. For the last
twenty years, my research has focused on the molecular and cellular biology of breast cancer with a particular
interest in BRCAL and the characterization of premalignant breast disease.

My current research interests are centered on understanding the critical role of BRCAl
expression/function/dysfunction in normal and neoplastic breast epithelium. | am an active member of the
Cancer Prevention and Survivorship program and the Breast Disease Working Group and have established a
number of inter- and intra- programmatic collaborations focused on the role of BRCAL in breast epithelial stem
cells (Behbod, Anant, Harlan-Williams), BRCA1 miRNA regulatory mechanisms (Kumaraswamy), and
molecular mechanisms of natural products in cancer prevention (Anant).

| also take an active interest in mentoring scientists on all professional levels. | serve as the primary
mentor to graduate students and postdoctoral fellows in my laboratory and co-mentor for young investigators in
other departments, and have recently graduated two M.D/Ph.D students from my laboratory (Shane Stecklein
and Wenja Wang).

B. Positions and Honors

Positions and Employment:

1991-1996 Assistant Professor of Pathology, Vanderbilt U. Medical Center, Nashville, TN

1991-1996 Assistant Professor of Cell Biology, Vanderbilt U. Medical Center, Nashville, TN

1993-2002 Manager, Human Tissue Acquisition and Pathology Shared Resource,
Vanderbilt-ingram Cancer Center, Nashville, TN

1996-pres Associate Professor of Pathology, Vanderbilt U. Medical Center, Nashville, TN

1996-pres Associate Professor of Cell Biology, Vanderbilt U. Medical Center, Nashville, TN
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2004-pres Professor of Pathology, University of Kansas Medical Center, Kansas City, Kansas

2004-pres Professor of Anatomy and Cell Biology, University of Kansas Medical Center, Kansas City, KS

2004-pres Director, Kansas Masonic Cancer Research Institute, University of Kansas Cancer Center,
Kansas City, KS

Other Professional Experience:

1994 (July)  Member (ad hoc), Medical Biochemistry Study Section, National Institutes of Health,
1995 (August) Member, National Action Plan on Breast Cancer-Special Review Committee, NIH
1997-1999 Grant Review Panel, Susan G. Komen Breast Cancer Foundation, Dallas, TX

1997 Member, Molecular Genetics Study Section, Department of Defense, Breast Cancer Research
Program, Fort Detrick, MD

1997 Participant, National Cancer Institute, Breast Cancer Progress Review Group, Baltimore, MD

2000 Study Section Member (ad hoc), Reproductive Endocrinology Study Section, NIH

2002-2003 Panel Member (ad hoc), Department of Defense, Breast Cancer Research Integration Panel
2003-2006 Member, Breast Health Advisory Board, Susan G. Komen Breast Cancer Fdn. Dallas, TX
2003 (Oct) Member (ad hoc), Clinical Trials Study Section (H), NIH, Bethesda, MD

2007 (Sept) Member (ad hoc), SPORE Review Study Section, NCI, Bethesda, MD

2009 (Sept) Member (ad hoc), Cancer Genetics Study Section, NIH, Bethesda, MD

2009 (Oct) Member (ad hoc), Subcommittee A Cancer Centers Study Section, NIH, Bethesda, MD
2010 (Feb)  Member (ad hoc), SPORE Review Study Section, NCI, Bethesda, MD

2011 (Feb)  Member (ad hoc), SPORE Review Study Section, NCI, Bethesda, MD

2011 (Oct) Member (ad hoc), Subcommittee A Cancer Centers Study Section, NCI, Bethesda, MD
2014 (Oct) Member (ad hoc), Subcommittee A Cancer Centers Study Section, NCI, Bethesda, MD
2015- Member (regular), Subcommittee A Cancer Centers Study Section, NCI, Bethesda, MD

Honors, Awards and Professional Organizations:

1984 University of Arkansas, Midwest Student Medical Research Forum XV, First Place Award.
1984 John L. Shapiro Award for Excellence in Pathology, Vanderbilt University School of Medicine
2008 Gary J. Miller Memorial Award, American Association for Cancer Research.

2008 Outstanding Meritorious Alumnus, Pittsburg State University.

2009 Kansas Bioscience Big Thinker Award

2011 Ingram’s Magazine, 50 Kansans You Should Know

2012 KC Magazine, 100 People Who Make Life Better

2013- Best Doctors in America

2013 American Association of Cancer Institutes, Board of Directors

2015 Kansas City Business Journal, Power 100-Movers and Shakers in Kansas City

C. Contributions to Science
1. Characterization of BRCAL as a tumor suppressor. My laboratory in conjunction with the laboratory of

Dr. Jeffrey Holt published a number of seminal papers characterizing the BRCAL protein and provided the

first direct in vitro and in vivo evidence that BRCA1 functions as a tumor suppressor. In addition, our

laboratories demonstrated that abnormalities in BRCAL are not limited to cases involving germline mutation
of BRCAL, and that as many as 20 to 30% of sporadic breast cancers show decreased expression of

BRCAL. In retrospect, it is clear that this fraction of sporadic breast cancers corresponded to the molecular

subcategory of tumors now known as triple negative breast cancer. Our 1995 paper published in Nature

Genetics thus represents one of the first molecular characterizations of this critically important type of breast

cancer.

a) Thompson ME, Jensen RA, Obermiller PS, Page DL, Holt JT. Decreased expression of BRCAl
accelerates growth and is often present during sporadic breast cancer progression. Nat Genet.
1995;9(4):444-50. PMID: 7795653.

b) Holt JT, Thompson ME, Szabo C, Robinson-Benion C, Arteaga CL, King MC, Jensen RA. Growth
retardation and tumour inhibition by BRCAL. Nat Genet. 1996;12(3):298-302. PMID: 8589721.

c) Jensen RA, Thompson ME, Jetton TL, Szabo ClI, van der Meer R, Helou B, Tronick SR, Page DL, King
MC, Holt JT. BRCAL is secreted and exhibits properties of a granin. Nat Genet. 1996;12(3):303-8.
PMID: 8589722.

d) Hoshino A, Yee CJ, Campbell M, Woltjer RL, Townsend RL, van der Meer R, Shyr Y, Holt JT, Moses
HL, Jensen RA. Effects of BRCA1 transgene expression on murine mammary gland development and
mutagen-induced mammary neoplasia. Int J Biol Sci. 2007;3(5):281-91. PMCID: PMC1865089.

Page 50



Contact PD/PI: Jensen, Roy A

2. Characterization of BRCA1 as a multifunctional protein. Following the discovery that BRCA1l was

critically important in the homologous recombination DNA repair pathway, it is been determined that BRCA1
participates in a wide variety of critical cellular functions. My laboratory has made a number of discoveries
regarding new functions of BRCAL. In conjunction with the laboratory of Edison Liu we determined that the
growth arrest observed following expression of BRCAL is critically dependent upon the presence of the
retinoblastoma protein. We also demonstrated that BRCAL binds the retinoblastoma protein and that this is
critical for the growth arrest function of BRCAL.
In addition, my laboratory in conjunction with Jeffrey Holt's laboratory demonstrated that restoration of
BRCAL1 expression in BRCA1 defective tumor cells is capable of fully restoring the DNA repair capability
that is inherently absent in cells with mutated BRCA1. Subsequently it has been shown by a number of
investigators that BRCAL function can be restored following a second mutation in BRCAL1 and that this
mediates a restoration of DNA repair capability in tumors. This phenomenon has been most commonly
observed in ovarian cancer and our 2012 publication in PNAS demonstrated that HSP 90 inhibitors can
block expression of BRCAL and eliminate the tumor's ability to repair DNA. We also demonstrated that
BRCAL is an HSP 90 client protein. This finding suggests that platinum resistance in ovarian cancers can
be overcome by treatment with HSP 90 inhibitors. If this proves to be correct, this would represent a
critically important therapeutic advance.
Finally, recent work in our laboratory has demonstrated that BRCA1 is an important regulatory molecule that
controls the expression of numerous microRNAs. In our 2014 Oncogene paper we specifically
demonstrated that BRCA1 controls the expression of epidermal growth factor receptor through
transcriptional regulation of microRNA-146a. This work helps to explain the longstanding observation that
epidermal growth factor receptor is frequently overexpressed in triple negative breast cancers that lack
expression of BRCAL and suggests a molecular mechanism by which triple negative breast cancers might
be targeted.

a) Aprelikova ON, Fang BS, Meissner EG, Cotter S, Campbell M, Kuthiala A, Bessho M, Jensen RA, Liu
ET. BRCAl-associated growth arrest is RB-dependent. Proceedings of the National Academy of
Sciences of the United States of America. 1999;96(21):11866-71. PMCID: PMC18378.

b) Abbott DW, Thompson ME, Robinson-Benion C, Tomlinson G, Jensen RA, Holt JT. BRCAL expression
restores radiation resistance in BRCA1-defective cancer cells through enhancement of transcription-
coupled DNA repair. J Biol Chem. 1999;274(26):18808-12. PMID: 10373498.

c) Stecklein SR, Kumaraswamy E, Behbod F, Wang W, Chaguturu V, Harlan-Williams LM, Jensen RA.
BRCAL and HSP90 cooperate in homologous and non-homologous DNA double-strand-break repair
and G2/M checkpoint activation. Proceedings of the National Academy of Sciences of the United States
of America. 2012;109(34):13650-5. PMCID: PMC3427093.

d) Kumaraswamy E, Wendt KL, Augustine LA, Stecklein SR, Sibala EC, Li D, Gunewardena S, Jensen
RA. BRCA1 regulation of epidermal growth factor receptor (EGFR) expression in human breast cancer
cells involves microRNA-146a and is critical for its tumor suppressor function. Oncogene. 2015 Aug
13;34(33):4333-46. PMID: 25417703, PMCID: PMC4739738.

3. Pathology of Premalignant Breast Disease. In collaboration with David Page, William DuPont, Jean
Simpson, and Lowell Rogers, | was an integral member of the Vanderbilt Breast Pathology group, which
played a critical role in the characterization of premalignant breast disease and has essentially helped
define the breast cancer risk inherent in a wide variety of histologic lesions of the breast. This group has
provided seminal data regarding the relative risks for the subsequent development of invasive breast
carcinoma from ductal carcinoma in situ, lobular carcinoma in situ, atypical ductal hyperplasia, atypical
lobular hyperplasia, usual hyperplasia, intraductal papilloma's, sclerosing adenosis, papillary apocrine
change, fibroadenomas, and a wide variety of other histologic lesions of the breast. | have also was a key
participant in the NCI sponsored workshop on the characterization of mammary lesions in genetically
engineered mice and was one of them primary authors for the definitive paper which described the first
comprehensive assessment and classification for mouse mammary tumors in genetically engineered mice.
a) Jensen RA, Page DL, Dupont WD, Rogers LW. Invasive breast cancer risk in women with sclerosing

adenosis. Cancer. 1989;64(10):1977-83. PMID: 2804888.

b) Page DL, Dupont WD, Rogers LW, Jensen RA, Schuyler PA. Continued local recurrence of carcinoma
15-25 years after a diagnosis of low grade ductal carcinoma in situ of the breast treated only by biopsy.
Cancer. 1995;76(7):1197-200. PMID: 8630897.

¢) Cardiff RD, Anver MR, Gusterson BA, Hennighausen L, Jensen RA, Merino MJ, Rehm S, Russo J,
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Tavassoli FA, Wakefield LM, Ward JM, Green JE. The mammary pathology of genetically engineered
mice: the consensus report and recommendations from the Annapolis meeting. Oncogene.
2000;19(8):968-88. PMID: 10713680.

d) Page DL, Schuyler PA, Dupont WD, Jensen RA, Plummer WD, Jr., Simpson JF. Atypical lobular
hyperplasia as a unilateral predictor of breast cancer risk: a retrospective cohort study. Lancet.
2003;361(9352):125-9. PMID: 12531579.

4. Molecular Characterization of Breast Neoplasia. My laboratory has also been involved in the molecular
characterization of human and rodent mammary carcinoma and premalignant breast lesions. The PNAS
paper published in 1994 described one of the first techniques for microdissection of specific histologic
lesions in the mammary gland that would enable subsequent molecular characterization. In addition, my
laboratory in conjunction with Dr. Richard Caprioli's laboratory was the first to apply scanning mass
spectrometry for the proteomic analysis of pathologic lesions in human tissues. These technigues and
immunohistochemical analysis were then applied to characterize a wide variety of premalignant breast
lesions. A representative sample of the studies is shown below, but a complete listing is found in the URL at
the end of this section.

a) Jensen RA, Page DL, Holt JT. Identification of genes expressed in premalignant breast disease by
microscopy-directed cloning. Proceedings of the National Academy of Sciences of the United States of
America. 1994;91(20):9257-61. PMCID: PMC44791.

b) Heppner KJ, Matrisian LM, Jensen RA, Rodgers WH. Expression of most matrix metalloproteinase
family members in breast cancer represents a tumor-induced host response. Am J Pathol. 1996;
149(1):273-82. Epub 1996/07/01. PMCID: PMC1865221.

c) Chaurand P, Sanders ME, Jensen RA, Caprioli RM. Proteomics in diagnostic pathology: profiling and
imaging proteins directly in tissue sections. Am J Pathol. 2004;165(4):1057-68. PMID: 15466373.

d) Gobbi H, Arteaga CL, Jensen RA, Simpson JF, Dupont WD, Olson SJ, Schuyler PA, Plummer WD, Jr.,
Page DL. Loss of expression of transforming growth factor beta type Il receptor correlates with high
tumour grade in human breast in-situ and invasive carcinomas. Histopathology. 2000;36(2):168-77.
PMID: 10672063.

5. Characterization of Human S100 Protein. S100 was initially identified in extracts of central nervous
system tissues as a calcium binding protein with a classic EF hand structural motif similar to calmodulin. Its
function was not known at the time, but it appeared to be a useful marker of cells from the neural crest. My
work in the Watterson and Van Eldik laboratories provided the initial characterization of the S100 protein
family in human brain including the amino acid sequence of S1008, the major component of the S100
fraction. Subsequently, we developed and characterized the first monoclonal antibodies specific for S1003
and utilized these monoclonals in an immunohistochemical assay, which | developed to establish the initial
expression profile of S100p in a series of central and peripheral nervous system tumors. The three papers
listed below were foundational in terms of characterizing the expression of S100p in human tissues of
neural crest origin and in demonstrating the utility of S100 antibodies as a diagnostic agent.

a) Jensen R, Marshak DR, Anderson C, Lukas TJ, Watterson DM. Characterization of human brain S100
protein fraction: amino acid sequence of S100 beta. Journal of neurochemistry. 1985;45(3):700-5.
PMID: 4031854.

b) Van Eldik LJ, Ehrenfried B, Jensen RA. Production and characterization of monoclonal antibodies with
specificity for the S100 beta polypeptide of brain S100 fractions. Proceedings of the National Academy
of Sciences of the United States of America. 1984;81(19):6034-8. PMCID: PMC391853.

c) Van Eldik LJ, Jensen RA, Ehrenfried BA, Whetsell WO, Jr. Immunohistochemical localization of S100
beta in human nervous system tumors by using monoclonal antibodies with specificity for the S100 beta
polypeptide. J Histochem Cytochem. 1986;34(8):977-82. PMID: 37344109.

Complete List of Published Work in MyBibliography:
http://www.ncbi.nlm.nih.gov/sites/myncbi/roy.jensen.1/bibliograpahy/45795373/public/?sort=date&direction=as
cending

D. Research Support
Ongoing Support:
P30 CA168524 Jensen (PI) 07/01/2012 - 06/30/2017
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Cancer Center Support Grant (CCSG)

Major Goals: The University of Kansas Cancer Center is a growing matrix organization that aims to leverage
unique scientific assets to build a nationally significant cancer research and treatment center that will become
the leading academic institution in the world for transforming discoveries in the laboratory into new therapeutic
power one part one approaches.

P30 CA168524 — suppl. Jensen (Pl), Cupertino(Project Pl) 07/01/2015 - 06/30/2017

NIH

CCSG Suppl: E-Decidete: Mobile Cessation Support for Latino Smokers in Mexico

Major Goals: To develop a text-message system to supplement and support the 'Vive sin taboco...!Decidete!
tablet-based smoking cessation software in Mexico.

Completed Support (selected):

CCR13261859 Cheng (PI) 08/16/2013 - 08/15/2016

Susan Komen Foundation

Molecular Switching of DCIS to invasive carcinomas by CCR2 Chemokine Receptors

Major Goals: The objectives are to characterize the mechanisms through which CCL2/CCR2 signaling in
breast cancer cells regulate ductal carcinoma progression and determine an association between CCL2/CCR2
signaling in DCIS and development of IDC.

Role: Mentor

F30 DK094532 Venugopal (PI) 09/01/2011 - 08/31/2016

NIH

RNA Binding Proteins and Intestinal Stem Cells

Major Goals: To reveal a mechanism by which RBM3 increases a stem-like phenotype within a heterogenous
cell population and how RBM3 induced stem cell phenotype generates resistance to radiation.

Role: Mentor

P30 CA168524 — suppl. Jensen (PI) 07/01/2013 - 06/30/2015

NIH

CCSG Suppl: To support the Clinical Trial Reporting Program Admin. Suppl.

CTRP funds will be used to facilitate the transition of CTRP reporting into ongoing Cancer Center activities by
supporting additional data entry, quality assurance and technical enhancements pertaining to our clinical trials
management system.

R0O3 MH093215 Harlan-Williams (PI) 12/06/2010 - 11/30/2013

NIH

HTS Assay to Identify Small Molecule Activators of BRCAL Expression

Goals: Primary screen - BRCAL1 promoter-driven Firefly luciferase reporter construct stably expressed in
MCF7 cells Counterscreen - BRCAL1 promoter-driven Renilla luciferase reporter construct stably expressed in
MCF7 cells and Luciferase inhibitor screen performed by Doug Auld, PhD and colleagues at NCGC,
Secondary screen - Western blot analysis for BRCAL protein expression

Role: Co-investigator

BC100441 Stecklein (PI) 11/01/2010 — 11/30/2012
Department of Defense

Predoctoral Traineeship Award

Role of BRCAL in Regulating EMT and Cancer Stem Cell Fate in Basal-like Breast Cancer

Role: Mentor

BC060196 David (PI) 01/01/2007 - 12/31/2010
DOD-BCRP IDEA award

A Method for Identifying Targets of E3 Ubiquitin Ligases

Role: Co-investigator
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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: Raed Al-Rajabi, MD

eRA COMMONS USER NAME (credential, e.g., agency login):

POSITION TITLE: Assistant Professor of Internal Medicine

EDUCATION/TRAINING (Begin with baccalaureate or other initial professional education, such as nursing,
include postdoctoral training and residency training if applicable. Add/delete rows as necessary.)

DEGREE Completion
INSTITUTION AND LOCATION (if applicable) Date FIELD OF STUDY
MM/YYYY
University of Jordan, Amman, Jordan M.B.B.S. 06/1998 Medicine
Al Bashir Hospital, Amman, Jordan Internship 06/1999 Internal Medicine
Pediatrics, Jordan University Hospital, Amman, Resident 06/2000 Pediatrics
Jordan
Internal Medicine, Case Western Reserve Resident 06/2003 Internal Medicine
University (St. Vincent Charity/St. Luke’s
Medical Center) Program, Cleveland, OH
Case Western Reserve University (St. Vincent Chief Medical 06/2003 Internal Medicine
Charity/ St. Luke’s Medical Center) Program, Resident
Cleveland, OH
University of Texas Health Science Center, Fellowship 06/2013 Hematology/Oncology
San Antonio, TX

A. Personal Statement

| have been involved in clinical trials research since my oncology fellowship in 2013. | have been actively
involved in clinical trial development locally and nationally through the Southwest Oncology Group. | have also
been active in the early therapeutics and rare cancers Committees of the Southwest Oncology Group since

2014. | am the local Pl on several multi-institutional pharmaceutical trials conducted at KU.

| chair the GI

Cancer disease working groups and help in developing investigator initiated clinical trials.

B. Positions and Honors

Positions and Employment:

2003 — 2006 Internal Medicine Physician, Physician In-Home Services, PC, Flint, MI

2006 — 2009 Internal Medicine Residency Clinic Preceptor, The Family Ambulatory Clinic, Hurley Medical
Center, Flint, Ml

2006 — 2009 Core Internal Medicine Residency Faculty, Hurley Medical Center, Flint, Ml

2007 — 2008 Clinical Instructor, State University College of Human Medicine, Department of Internal Medicine,
Lansing, MI

2007 — 2009 Physician Advisor for Hospital Utilization Review, Hurley Medical Center, Flint, Ml

2008 — 2009 Advanced Medicine 4th Year Medical Student Clerkship Director, State University College of
Human Medicine, Department of Internal Medicine, Lansing, Ml

2008 — 2009 Assistant Professor of Medicine, Michigan State University College of Human Medicine,
Department of Internal Medicine, Lansing, Ml

2009 — 2010 Assistant Professor, Hospitalist, University of Texas Health Science Center, Division of Hospital
Medicine, San Antonio, TX

2013 — Pres. Assistant Professor of Medicine, University of Kansas Medical Center, Kansas City, KS

2014 — Pres. Medical Director Advanced Clinical Information System (ACIS), University of Kansas Medical

Center, Kansas City, KS
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Honors and Awards:
1993 — 1998 Full scholarship from The University of Jordan for Bachelor's Degree in Medicine

2003 St. Luke’s Medical Center Resident of The Year, KCMO

2003 St. Vincent Charity Hospital Aadel Askari Memorial Award

2007 Hurley Medical Center Golden Apple Award

2008 Hurley Medical Center Ronald E. Esterling Award for outstanding teaching skills and dedication

to Internal Medicine

Other Professional Activities:

2000 — 2009 The American Medical Association, Associate Member, National
2006 — 2009 Michigan State Medical Society, Regional

2006 — 2009 Genesee County Medical Society, Local

2011 — Pres. American Society of Hematology, National

2011 — Pres. American Society of Clinical Oncology, National

C. Contributions to Science:
As a practicing physician, I've been involved in oncological studies and co-authored several publications.

1. | was a co-investigator in a prospective trial looking at the risk factors of chemotherapy induced nausea
vomiting, assisting in the study protocol and enrolling patients.

a. Sarhill N, Al-Shahed A, Christie R, Naqvi S, Al-Rajabi R. Are there any risk factors for chemotherapy-
induced nausea, vomiting, early satiety, and retching? American Society of Clinical Oncology, May 18-
21, 2002

2. | was a co-Investigator in a retrospective clinical trial looking at a population in south southern Texas with
hepatocellular carcinoma. In this project, | assisted in building an ongoing database of patients with
hepatocellular carcinoma, who were treated at the cancer therapy and research Center San Antonio Texas.

a. Al-Rajabi R, Ketchum N, Dierschke N, Lu T, Pollock B, Mahalingam D. Comparative efficacy and
safety analysis of Sorafenieb in patients with advanced Hepatocellular Cancer (HCC) with varying liver
dysfunction: A South Texas institutional analysis. J Clin Oncol 31, 2013 (suppl; abstr e15171) (PMC#
not required; not NIH funded)

b. Al-Rajabi R, Patel S, Ketchum NS, Jaime NA, Lu TW, Pollock BH, Mahalingam D. Comparative
dosing and efficacy of sorafenib in hepatocellular cancer patients with varying liver dysfunction. J
Gastrointest Oncol. 2015 Jun;6(3):259-67. PMC4397242.

c. Hines RB, Al-Rajabi R. Reply to the letter to the editor ‘A randomized trial of intensive versus minimal
surveillance of patients with reseted Dukes B2-C colorectal carcinoma’ by Rosati et al. Ann Oncol. 2016
May;27(5):957-8. PMID: 26811349

Link to complete list of publications:
http://www-ncbi-nim-nih-gov.proxy.kumc.edu:2048/sites/myncbi/llgdkMeavmdAj/collections/49590694/public/

D. Research Support:

Ongoing Research Support:
N/A

Completed Research Support:
N/A
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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: Shrikant Anant, PhD

eRA COMMONS USER NAME (credential, e.g., agency login): SANANT3

POSITION TITLE: Professor of Molecular and Integrative Physiology
Associate Director of Prevention and Cancer Control, NCI-designated University of Kansas Cancer Center

EDUCATION/TRAINING (Begin with baccalaureate or other initial professional education, such as nursing,
include postdoctoral training and residency training if applicable. Add/delete rows as necessary.)

INSTITUTION AND LOCATION (if[;'sgigﬁe) COTAF,’JIG;:;?(’LB"’“E’ FIELD OF STUDY
University of Madras, India B.S. 1978-1981 Zoology
University of Madras, India M.S. 1981-1984 Medical Microbiology
Michigan State University, East Lansing, Ml M.S. 1984-1986 Microbiology
University of lllinois at Chicago, IL Ph.D. 1987-1993 Molecular Genetics

A. Personal Statement

| am the Associate Director of Cancer Prevention and Control for The University of Kansas Cancer Center at
The University of Kansas Medical Center (KUMC). | started at KUMC in July 2010. As the Associate Director, |
am in charge of overseeing the program and working with the program leaders Dan Dixon and Jennifer Klemp
(both from the CP program) in further developing and testing prevention interventions likely to be used by high
and moderate risk individuals and cancer survivors. | am also responsible with being the liaison between
Edward Ellerbeck and Christie Befort and the CCPH program and the senior leadership of the Cancer Center.
In this role, | meet with Ellerbeck and Befort on a regular basis to discuss the work being performed by the
program members. | have been actively working with Ellerbeck in identifying areas of research related to
screening studies in the Native American and rural population. | am discussing developing such programs with
Allen Greiner about his funded project related to colon cancer screening of native populations. There is a
mutual interest in developing a program related to cancer stem cell markers, which can be utilized in the rural
population. In addition to these roles and responsibilities, | am tasked with developing additional disease
sights. In this regard, | have started a program in colorectal cancer prevention and am in the process of
developing programs in bladder cancers. Moreover, | am a member of the Protocol Review and Monitoring
Committee (PRMC), a committee that establishes a mechanism of scientific review and oversight of that
research and gives authority to that mechanism. In this committee, | am tasked with ensuring scientific
excellence with the protocols, and establish their relative priority to the mission if the cancer center.

| received my Ph.D. in Molecular Genetics from the University of lllinois at Chicago in 1994. Prior to joining the
cancer center, | led the gastrointestinal cancers program at the University of Oklahoma Cancer Institute. | also
served as director of gastroenterology research at the University of Oklahoma Health Science Center. In this
capacity, | met with members of the state legislature and helped pass a bill for funding screening the Native
American population of the state. Among many achievements during my career, my research team and | have
discovered the protooncogene RBMS3. This is the first RNA binding protein to be identified to be a
protooncogene, which when overexpressed converts a normal cell to a cancer cell. Inhibiting the expression of
this protein in cancer cells using specific silencer RNA caused the cells to undergo mitotic catastrophe. In
addition, my team and | discovered the first tumor suppressor RNA-binding protein CELF2. The protein is
ubiquitously expressed but is significantly downregulated in cancers, thereby protecting the cells from mitotic
catastrophe. Another significant area of research in Anant’s group is in understanding the mechanisms by
which chemopreventive agents inhibit the growth and development of chemopreventive agents. | have been
instrumental in demonstrating that the natural chemopreventive agent curcumin, an active ingredient in the
spice turmeric, inhibits cyclooxygenase-2 and vascular endothelial growth factor expression by inhibiting the
translation of their mRNA. | was also the first to demonstrate that the compound not only affects gene
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transcription but also affects the translation of pro-oncogenic and anti-apoptotic encoding mRNAs. In addition
to this, | have purified a novel compound that | termed marmelin from the fruit of Aegle marmelos (stone
apple). An interesting observation with this compound is that it induces apoptosis through the death receptor
pathway without affecting NF-kB activity. The laboratory has also identified a novel stem cell marker in colon
and colon cancer cells. The laboratory at KUMC now focuses on various aspects of cancer biology at the
molecular level. Specific areas of interest at the KUMC lab include: regulation of gene expression at the levels
of mMRNA stability and translation, cancer stem cells, and mechanism of chemoprevention by dietary factors
and its novel derivatives. The cores that Anant’s group is extensively using since coming to the medical center
are the Flow Cytometry, the Biorepository and the Biotechnology Innovation & Optimization cores. The group
also uses members of the biostatistics and the imaging core for their studies, and the Drug Discovery &
Development Project Management and High Throughput Screening cores for development of novel
chemoprevention agents that target the colon cancer stem cells. Anant's group collaborates with Animesh
Dhar, Dan Dixon and Roy Jensen (from the CP program), Joshua Mammen and Scott Weir (from D3ET
program), and Sufi Thomas, Kristi Neufeld (CB). Manuscripts are currently under preparation for publication
with Animesh Dhar, Joshua Mammen, Sufi Thomas and Scott Weir. In addition, three manuscript in
collaboration with Roy Jensen are in preparation.

| have been a member of multiple study sections. | was the Chair of the Complementary and Alternative
Medicine Basic Science Panel of NIH from July 2008 to June 2009. In addition, | am a regular member of the
Chemo-Dietary Prevention Study Section (2010-2014). | was also a regular member from 2007-2010 in the
Veterans Administration Oncology Merit Review Panel, and Chair of the Gastroenterology Merit Review Panel
from 2013-2016. | have also served in the Molecular Oncogenesis and Cancer Etiology Study Sections in NIH
and as a member of the NCI committee reviewing SPORE grants in gastrointestinal, pancreatic, skin and
prostate cancers.

B. Positions and Honors.

Positions and Employment:

1993-1995 Post-Doctoral Research Fellow, Departments of Biochemistry and Molecular Biology and
Medicine, University of Chicago, Chicago, IL

1995-1998 Research Associate-Instructor, Department of Medicine, University of Chicago, Chicago, IL

1998-2006 Research Assistant Professor of Medicine (1998-2002), Assistant Professor of Medicine, and of
Molecular Biology and Pharmacology (2002-2006), Member, NCI-designated Siteman Cancer
Center (1998-2006), Washington University School of Medicine, St. Louis, MO

2006-2010 Professor (2010), Associate Professor of Medicine, and of Cell Biology with Tenure (2006-2010),
Director, Gastroenterology Research, Program Leader, Gl Cancer, OU Cancer Institute,
University of Oklahoma Health Sciences Center (OUHSC), Oklahoma City, OK OUHSC

2010-pres Tom and Teresa Walsh Professor of Cancer Prevention, Eminent Scholar, Kansas Bioscience
Authority, Tenured Professor, Department of Molecular and Integrative Physiology, Cancer
Biology, Medicine, and General Surgery University of Kansas Medical Center, Kansas City, KS

2010-2015 Associate Dean for Research, University of Kansas Medical Center, Kansas City, KS

2010-pres Associate Director of Prevention and Cancer Control, NCl-designated KU Cancer Center

Other Experience and Professional Memberships:

2000-2003 Member, PhD,MD/PhD,DVM Comm, American Gastroenterology Association (AGA)

2004-2007 Member, Task Force on Gastroenterology Research, AGA

2005-2010 VA Oncology A Merit Review Study Section

2005, 2007, 2008 NIH DIG F10 CSR Fellowship Section (Regular and Minority)

2005-2009 Ad-hoc Member, NIH Cancer Etiology (2005-2006), GMPB Study Section (2007-2009),
MONC Study Section (2008-2009)

2006-2011 Member, NCCAM Basic Sciences Special Emphasis Panel (Chair 2009-2011)

2006- Director of Gastroenterology Research, University of Oklahoma HSC.

2006 Ad-hoc Member, NIH IPOD Study Section

2007-2014 Member, NIH Chemo/Dietary Prevention (CDP) Study Section (Regular 2010-2014)

2009 Chair, Abstract Review Committee-Tumor Cell Biology, Gl Oncology Section, Digestive

Disease Week
2009-2011 Member, Fellowships in Digestive Diseases and Nutrition
2009 Oct Chair, Chemoprevention SEP Panel
2010- Member, NCI SPORE review panels (2012 Oct- Discussion Leader, G| SPORE)
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2011- Member, Fellowships Panel, Complementary and Alternative Medicine

2011 VA Gastroenterology Merit Review Study Section (Chair, 2014-2016)

2013 Jan Chair, NCCAM Program Projects Study Section

2014- Associate Editor, Molecular Carcinogenesis, European Journal of Clinical Investigation

Editorial Board Member, Gastroenterology, Amer J Physiol-Gl and Liver, Intl. Journal of
Cancer, Evidence Based Complementary and Alternative Medicine, Cancer Research

C. Contribution to Science

My laboratory is focused on various aspects of cancer biology at the molecular level. Specific research areas
include: (1) Novel Tumor in a Dish Method, (2) Novel therapeutic targeting for Bladder Cancers, (3) Regulation
of gene expression at the levels of mMRNA stability and translation, (4) Cancer Stem Cells, and (5)
Mechanism(s) of chemoprevention by dietary factors and its novel derivatives.

(1) Novel tumor in a dish method to study tumor metastasis: This is a new area of investigation, which has
resulted in the development of a novel in vitro method to grow patient derived tumors in a dish and study their
ability metastasize and induce angiogenesis. Here, primary cancer cells from patients are cultured in a
miniature lung organoid grown in a dish in the laboratory. Then the cancer cells are grown in a three-
dimensional culture that includes normal epithelial cells, fibroblasts and endothelial cells. The model creates an
in vivo-like tumor microenvironment that provides the necessary cell-cell contact, 3D-architecture, and the
influence of different cell types. The novel technology allows us to study how cancer stem cells behave in a
native environment. In addition, we look for selective killing of cancer cells in this system to demonstrate that
the newly developed compounds are highly specific and have good potency.

(Patent) Anant, S, Ramalingam, S, Ramamoorthy, P and Sittampalam, S. Patent 20130316392 titled “In Vitro
Tumor in a Dish Kit and Method” addendum filed: September 2015

(2) Novel therapeutic targeting for Bladder Cancers: This is another new area of investigation. Bladder
cancer is the fifth most common cancer diagnosis in the US, with a high recurrence rate. As a result, bladder
cancer is now considered the most expensive cancer to treat on a per patient lifetime basis
[www.cancer.gov/cancertopics/types/bladder]. It is a spectrum of two diseases, non-muscle invasive bladder
cancer (NMIBC) that is treatable with endoscopic resection and intravesical therapies, and the second, muscle
invasive bladder cancer (MIBC) that requires more aggressive intervention. We recently developed a novel
prodrug formulation of an old anti-fungal molecule 6-cyclohexyl-1-hydroxy-4-methylpyridin-2(1H)-one, also
known as Ciclopirox (CPX), because of low bioavailability of this compound. The prodrug overcomes
limitations with the formulation and/or delivery route of ciclopirox or other forms of ciclopirox, resulting in
increased systemic and urinary tract exposure. We have further determined that the drug is effective against
bladder cancers. Currently, we are in the final stages of preclinical studies required for getting FDA approval
for clinical trials in early 2016.

(Patent) Weir, S, and Anant, S. “Methods of Bladder Cancer Treatment with Ciclopirox, Ciclopirox Olamine, or
a Ciclopirox Prodrug” Application filed March 18, 2015.

(3) Regulation of Gene Expression: A major focus of the laboratory has been in the role of RNA binding
proteins in posttranscriptional control of gene expression at the posttranscriptional levels of mRNA stability and
translation. We discovered the first RNA binding protein tumor suppressor gene (CELF2/CUGBP2) and the first
RNA binding protein protooncogene (RBM3). Both proteins interact with AU-rich sequences in the
3'untranslated region of rapidly degraded RNAs. While CUGBP2 is a translation suppressor, RBM3 is a
translation enhancer. We are currently characterizing the mechanisms by which these proteins interact with the
MRNA to regulate its stability and translation, and on stem cells and its signaling pathways.

(Patent) Anant, S, Houchen, C, Sureban, S.M, Ramalingam, S, Subramaniam, D and Ramanujam R.P.
Patent number: 7956044 Compositions comprising inhibitors of RNA binding proteins and methods of
producing and using same, June 7, 2011

a) Mukhopadhyay D, Houchen CW, Kennedy S, Dieckgraefe BK, Anant S. Coupled mRNA stabilization and
translational silencing of cyclooxygenase-2 by a novel RNA binding protein, CUGBP2. Mol Cell. 2003 Jan;
11(1):113-26. PMID: 12535526

b) Murmu N, Jung J, Mukhopadhyay D, Houchen CW, Riehl TE, Stenson WF, Morrison AR, Arumugam T,
Dieckgraefe BK, Anant S. Dynamic antagonism between RNA-binding protein CUGBP2 and
cyclooxygenase-2-mediated prostaglandin E2 in radiation damage. Proc Natl Acad Sci U S A. 2004 Sep
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21;101(38):13873-8. PMC518846

c) Sureban SM, Murmu N, Rodriguez P, May R, Maheshwari R, Dieckgraefe BK, Houchen CW, Anant S.
Functional antagonism between RNA binding proteins HUR and CUGBP2 determines the fate of COX-2
MRNA translation. Gastroenterology. 2007 Mar;132(3):1055-65. PMID: 17383427

d) Sureban SM, Ramalingam S, Natarajan G, May R, Subramaniam D, Bishnupuri KS, Morrison AR,
Dieckgraefe BK, Brackett DJ, Postier RG, Houchen CW, Anant S. Translation regulatory factor RBM3 is a
proto-oncogene that prevents mitotic catastrophe. Oncogene. 2008 Jul 31;27(33):4544-56. PMC2677646

(4) Cancer Stem Cells (CSC): Stem cell research provides a foundation for therapeutic advancement in
oncology, and identification and characterization of CSCs is the top priority in this field. We have identified and
characterized the stem cell marker, DCLK1 as being expressed in rare, quiescent, label retaining cells within
tumors of colon, pancreatic and breast cancer tissues. Recently, our studies have been validated by articles in
Nature Genetics (PMID: 23202126), Gastroenterology (PMC3910427) and J Clin Invest (PMC3934168). These
studies also validated our previous claim that there is a significant potential for developing a therapy for various
cancers based on targeting DCLK1+ cancer stem cells. We have currently developed a novel Marmelin
derivative THB (further discussed below) that interacts with the kinase domain, and inhibits DCLK1 kinase
activity. Moreover, THB is able to inhibit the growth of colon and pancreatic cancer stem cells.

(Patent) Anant, S, Houchen, C, May, R, and Sureban, S.M. Patent number. 8198255 siRNA-Mediated
Inhibition Of Doublecortin And Ca2+/Calmodulin-Dependent Kinase-Like-1, June 12, 2012

(Patent) Anant, S, Houchen, C, Ramalingam, S., Ramanujam, RP, and Subramaniam, D. Patent number:
8936941. Compositions useful for cancer detection and treatment, a cancer stem cell model, and methods
of production and use thereof, January 20, 2015

a) May R, Riehl TE, Hunt C, Sureban SM, Anant S, Houchen CW. Identification of a novel putative
gastrointestinal stem cell and adenoma stem cell marker, doublecortin and CaM kinase-like-1, following
radiation injury and in adenomatous polyposis coli/multiple intestinal neoplasia mice. Stem Cells. 2008
Mar;26(3):630-7. PMID: 18055444,

b) Sureban, M.S., May, R., Ramalingam. S., Subramaniam, D., Natarajan, G., Anant, S., and Houchen, C.W.
Selective blockade of DCAMKL-1 results in tumor growth arrest by a Let-7a microRNA dependent
mechanism. Gastroenterology. 2009;137(4): 649-659. PMC2775069

c) May R, Sureban SM, Lightfoot SA, Hoskins AB, Brackett DJ, Postier RG, Ramanujam R, Rao CV, Wyche
JH, Anant S, Houchen CW. Identification of a novel putative pancreatic stem/progenitor cell marker
DCAMKL-1 in normal mouse pancreas. Am J Physiol Gastrointest Liver Physiol. 2010 Aug;299(2):G303-
10. PMC2928534

d) Sureban SM, May R, Lightfoot SA, Hoskins AB, Lerner M, Brackett DJ, Postier RG, Ramanujam R,
Mohammed A, Rao CV, Wyche JH, Anant S, Houchen CW. DCAMKL-1 regulates epithelial-mesenchymal
transition in human pancreatic cells through a miR-200a-dependent mechanism. Cancer Res. 2011 Mar
15;71(6):2328-38. PMC3072762

(5) Dietary Chemoprevention and Novel Therapeutics: Another major focus of the laboratory has been to
determine mechanisms by which progression of a normal cell to a cancer cell can be prevented. We are
particularly interested in determining mechanisms by which dietary phytochemicals such as curcumin and
marmelin regulate gene expression in colorectal, breast and pancreatic tumors. My lab has been instrumental
in the discovery of a novel compound marmelin. In addition, we have performed extensive studies on
Charantin (Bitter melon) and honokiol (Magnolia) and as well as three natural HSP90 inhibitors. We have also
developed analogs of these compounds and are determining their effect on cancer stem cells in vitro and in
animal models. More recently, we have focused our studies on honokiol because it is a natural compound that
can target DCLK1+ cancer stem cells. Moreover, we have now developed novel derivatives of marmelin and
honokiol and are performing preclinical studies with the aim of getting them to the clinic.

(Patent) Ramanujam, RP, and Anant, S. 20100009395. Luminescence Assay Utilizing A Genetically Modified
Cell Line. Patent Issued: January 14, 2010

(Patent) Anant, S, Subramaniam, D., Padhye, S. Marmelin Analogs And Methods of Use in Cancer
Treatment, Application filed June 2015

a) Subramaniam, D., May, R., Sureban, S.M., Lee, K.B., George R., Kuppusamy, P., Ramanujam, R.P.,
Hideg, K., Dieckgraefe, B.K., Houchen, C.W and Anant, S. Diphenyl difluroketone (EF24): A curcumin
derivative with potent in vitro and in vivo anti-cancer activity. Cancer Res. 2008;68(6): 1962-9. PMID:
18339878.
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b) Subramaniam, D., Giridharan, P., Murmu, N., Shankarnarayanan, N.P., May, R., Houchen, C.W.,
Ramanujam, R.P., Balakrishnan, A., Vishwakarma, R.A. and Anant, S. Activation of apoptosis by 1-
hydroxy-5, 7-dimethoxy-2-napthalene-carboxaldehyde, a novel compound from Aegle marmelos. Cancer
Res. 2008; 68(20):1-9. PMC2692325.

¢) Ponnurangam, S., Mammen, J.M.V., Ramalingam, S., He, Z., Zhang, Y., Umar, S., Subramaniam, D, and
Anant, S. Honokiol in combination with radiation targets Notch signaling to inhibit colon cancer stem cells.
Mol Cancer Ther. 2012 Apr;11(4):963-72. PMC3324630

d) Kaushik, G., Venugopal, A., Ramamoorthy, P., Standing, D., Subramaniam, D, Umar, S., Jensen, R.A.,
Anant, S. and Mammen, J.M.V. Honokiol inhibits Melanoma stem cells by targeting Notch Signaling. Mol
Carcinogenesis. 2015 Dec;54(12):1710-21. PMC4776032

Complete List of Published Work in MyBibliography: http://www.ncbi.nlm.nih.gov/pubmed/?term=anant+s

D. Research Support

Ongoing Research Support:

RO1CA182872 (Anant) 01/01/2014 - 12/31/2018

NIH

Novel dual Notch/PXR targeting for colon cancer Therapy

Major goals: to determine how the novel drug MRLTHB and combination with 5FU affects Notch signaling and
PXR expression in colon cancer growth.

RO1CA190291 (Anant) 08/01/2014 - 07/31/2019

NIH

Bitter Melon Component and colon cancer prevention

Major goals: to further develop Charantin, an active ingredient in bitter melon extracts as a dietary preventive
agent against colon cancers.

P30 CA168524 (Jensen) 07/11/2012 - 06/30/2017

NIH

Cancer Center Support Grant

Dr. Anant is the Associate Director of the Cancer Center, and in this capacity he has purview over two cancer
center programs- Cancer Prevention and Cancer Control and Population Health.

Completed Research Support:

F30DK094532 (Venugopal) 12/01/2011 - 05/31/2016

NIH

RNA binding proteins and intestinal stem cells

Major goals: to investigate the ability of the RNA binding protein RBM3 to induce a stem like phenotype within
colon cancer cells.

Role: Mentor.

RO1 CA109269 (Anant) 04/01/2004 - 03/31/2014

NIH

Dietary Prevention of Cancer

Major goals: to determine how curcumin regulates signaling and gene expression in driving a colon cancer cell
to apoptosis.

RO1 CA135559 (Anant) 01/02/2009 - 01/31/2014

NIH

Posttranscriptional control in tumorigenesis

Major goals: to determine the mechanism by which the newly discovered protooncogene regulates gene
expression in colon cancers.

RO1 CA151727 (Dhar) 09/26/2011 - 07/31/2014
NIH

Pancreatic Cancer: Crocetin as a Novel Therapeutic Approach

Major goals: to develop therapy using commercial crocetin in pancreatic cancer models.
Role: Co-investigator
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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: Margaret Amanda August, Pharm.D.

eRA COMMONS USER NAME (credential, e.g., agency login):

POSITION TITLE: Clinical Pharmacist, Pharmacy Team Leader

EDUCATION/TRAINING (Begin with baccalaureate or other initial professional education, such as nursing,
include postdoctoral training and residency training if applicable. Add/delete rows as necessary.)

DEGREE Completion
INSTITUTION AND LOCATION (if applicable) Date FIELD OF STUDY
MM/YYYY
Brenau University, Gainesville, Georgia n/a 1998 Pre-pharmacy
University of Georgia College of Pharmacy, Athens, GA Pharm.D. 2002 Pharmacy

A. Personal Statement

My training, expertise, and clinical experience give me the skills necessary to effectively serve as a protocol
review committee member. As a pharmacist, | have expertise in the areas of pharmacology, pharmacokinetics,
drug interactions, and drug administration which are integral and often complex components to any medication
related research protocols. | have > 10 years of clinical experience as a pharmacist caring for pediatric oncology
patients enrolled on cooperative group or other clinical trials. | have served as co-investigator on several
retrospective research projects with my involvement including project design, budgeting, data collection,
feasibility and research logistics and manuscript preparation. | serve as protocol pharmacist on three separate
Children’s Oncology Group protocol committees. As a result of these experiences, | am well suited to review
protocols from a medication and from a logistical /feasibility standpoint as well as identify barriers that may

impede study success.

B. Positions and Honors

Positions and Employment:

2002-2005 Pharmacist, Medical College of Georgia, August, GA
2005-2010 Hematology Oncology Clinical Pharmacist, Children’s Healthcare of Atlanta, Atlanta, GA
2010-current Hematology Oncology Clinical Pharmacist and Hematology Oncology Pharmacy Team Leader,

Children’s Mercy Hospital, Kansas City, MO

Other Experience and Professional Memberships:

2010- Member, American Society of Health-System Pharmacists
2005- Member, Children’s Oncology Group Pharmacy Committee
Honors:

2002 Rho Chi National Pharmaceutical Honor Society

C. Contribution to Science (I have previously published under name “Dalton A”):

1. Nausea and vomiting is a common and distressing side effect of chemotherapy. There are limited options
for pediatric patients experiencing refractory nausea and vomiting. Olanzapine is an antiemetic agent with
demonstrated efficacy in adult oncology patients and a track record of safe pediatric use. The positive
experience in adult cancer patients and the fact that many children experience chemotherapy-induced
nausea and vomiting despite antiemetic prophylaxis has prompted pediatric clinicians to prescribe
olanzapine despite lack of published descriptions. We published a multi-center retrospective chart review of
patients who were treated with olanzapine for the purpose of chemotherapy induced nausea and vomiting
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describing our experience including the indication, dose, control of vomiting and adverse effects possibly
associated with its use. This publication found that olanzapine may be an important option to improve CIV
control in children and provided evidence that prospective evaluation of olanzapine for CINV in children is
warranted. | served as co-investigator and site specific primary investigator.

a) Flank J, Thackray J, Nielson D, August A, Schechter T, Alexander S, Sung L, Dupuis LL. Olanzapine
for treatment and prevention of acute chemotherapy-induced vomiting in children: a retrospective,
multi-center review. Pediatr Blood Cancer. 2015;62(3):496-501. PMID: 25328089 (PMC# not
required; not NIH funded)

2. Pegaspargase (PEG-asparaginase) is a critical component of pediatric acute lymphoblastic leukemia
therapy. The traditional route of administration is intramuscular (IM) injection due to concerns for
hypersensitivity reactions after intravenous (IV) administration of native E. coli L-asparaginase when
compared with IM route of the same agent. The majority of clinical studies with pegaspargase in children
had utilized the IM route. We undertook a retrospective chart review to describe our experience with
administering pegaspargase by the IV route particularly in regards to clinically hypersensitivity reactions.
The findings suggested pegaspargase by the IV route to be well tolerated and did not result in a significant
incrase in the incidence of hypersensitivity reactions in children. Administration by the IV route reduces
patient pain and anxiety making this route appealing to patients and families.

a) August KJ, Miller WP, Dalton A, Shinnick S. Comparison of hypersensitivity reactions to PEG-
asparaginase in children after intravenous and intramuscular administration. J Pediatr Hematol
Oncol. 2013;35(7):e283-6. PMID: 23619117 (not NIH funded)

Complete List of Published Work in MyBibliography:
http://www.ncbi.nlm.nih.gov/sites/myncbi/1VgEsSgqn8ak7/bibliograpahy/50088302/public/?sort=date&direction

=ascending

D. Research Support

Ongoing Support:

No number (Pl: Gary Jones) 10/12/2014 — current

The Children’s Mercy Hospital

The Use of Propofol for the Management of Chemotherapy-Induced Nausea and Vomiting in an Academic
Pediatric Institution

The primary objective of this study is to describe the use and efficacy of propofol as an antiemetic among
pediatric hematology/oncology patients in the management of chemotherapy-induced nausea and vomiting.
Data collection complete, currently preparing manuscript for submission.

Role: Co-investigator

Completed Support:
N/A
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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: Keith August, MD

eRA COMMONS USER NAME (credential, e.g., agency login): KJAUGUST

POSITION TITLE: Assistant Professor of Pediatrics

EDUCATION/TRAINING (Begin with baccalaureate or other initial professional education, such as nursing,
include postdoctoral training and residency training if applicable. Add/delete rows as necessary.)

Completion
INSTITUTION AND LOCATION (ifDaEGIiiaEkl):_le) Date FIELD OF STUDY
PP MM/YYYY
University of Oklahoma, Norman OK B.Sc. 1998 Chemical Engineering
University of Oklahoma, Oklahoma City, OK M.D. 2002 Medicine
University of Louisville, Louisville, KY Residency 2005 Pediatrics
Emory University, Atlanta, GA M.S. 2008 Clinical Research
Emory University, Atlanta, GA Fellowship 2008 Hematology/Oncology

A. Personal Statement

| am a practicing pediatric hematologist/oncologist with a clinical and research focus in pediatric cancer. | have
received formal training in clinical research and clinical trial design. | am actively involved in clinical research and
serve as the institutional principal investigator for a number of early phase trials in pediatric oncology. | am
currently a member of the study committee for two COG trials, AALL1231 and ACCL1034. My institutional roles
at Children’s Mercy Hospital in Kansas City, Missouri include acting as the Director of both the Leukemia and
Lymphoma Program and the Experimental Therapeutics in Pediatric Cancer Program. Research interests
include pediatric clinical trials, the clinical pharmacology of leukemia therapy, late effects of ALL therapy including
obesity, and supportive care in children receiving treatment for hematologic malignancies.

B. Positions and Honors

Positions and Employment:

2006-2008 St. Baldrick’s Fellow Award

2008-2009 Instructor of Pediatrics, Emory University, Atlanta GA

2009-present Assistant Professor of Pediatrics, University of Missouri-Kansas City and Children’s Mercy
Hospital, Kansas City, MO

Other Professional Experience:

2010-2015  Associate Director of Experimental Therapeutics, Children’s Mercy Hospital, Kansas City, MO

2015-present Interim Director of Experimental Therapeutics, Children’s Mercy Hospital, Kansas City, MO

2011-present Director, Pediatric Leukemia and Lymphoma Program, Children’s Mercy Hospital, Kansas City

2011 Katherine B. Richardson Endowment Award -- $25,000 grant over two years for the study “Effects
of Intrathecal Methotrexate on Folate Metabolism in the Cerebrospinal Fluid of Children with Acute
Lymphoblastic Leukemia.”

2011 William Randolph Hearst Foundation Award — additional support awarded to the most outstanding
application for Katherine B. Richardson Endowment Award

Professional Memberships:

American Society of Pediatric Hematology-Oncology
American Society of Clinical Oncology

American Society of Hematology

Children’s Oncology Group
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C. Contributions to Science

1. Role of inflammatory biomarkers in prediction and diagnosis of acute graft-versus-host disease in
allogeneic hematopoietic stem cell transplant patients

During fellowship training, | led several projects evaluating easily detectable biomarkers of inflammation to
determine their role in the development of acute graft-versus-host disease (AGVHD) in the immediate post-
transplantation period. The results of these studies have broadened our understanding of the underlying immune
processes that contribute to AGVHD and have identified biomarkers with the potential to predict this clinical
syndrome prior to the onset of symptoms.

a) August KJ, Chiang KY, Bostick RM, Flanders WD, Waller EK, Langston A, Worthington-White D, Rowland
P, Moore KF, Khoury HJ, Horan JT. Biomarkers of Immune Activation to Screen for Severe, Acute GVHD.
Bone Marrow Transplantation. 2011; 46(4): 601-604. PMID: 20622904 (PMC# not required; not NIH funded)

b) Qayed M, Langston A, Chiang KY, August KJ, Hilinski JA, Cole CR, Rogatko A, Bostick RM, Horan JT.
Rifaximin for Preventing Acute Graft-Versus-Host Disease: Impact on Plasma Markers of Inflammation and
T-cell Activation. Journal of Pediatric Hematology and Oncology. 2013 May;35(4):e149-52. PMID: 23274384
(not NIH funded).

c) August KJ, Chiang KY, Qayed M, Dulson A, Worthington-White D, Cole CR, Horan JT. Relative Defects in
Mucosal Immunity Predict Acute Graft-Versus-Host Disease. Biology of Blood and Marrow Transplantation.
2014 20(7): 1056-1059. PMID: 24641826 (PMC# not required; not NIH funded).

2. Understand the side effects associated with cancer chemotherapy

| have been involved with several projects looking at the impact that chemotherapy has on children. This has
included looking at acute effects of therapy and potential late effects of treatment. Additional work is ongoing
including the evaluation of bleeding and thrombosis risk of children treated with asparaginase and the risk of
obesity as a long term side effect of leukemia therapy. This work has added helpful information to our knowledge
of what to expect in children treated with chemotherapy and has improved our ability to monitor for toxicity and
provided anticipatory guidance to patient and families.

a) Fulbright JM, Raman S, McClellan WS, August, KJ. Late Effects of Childhood Leukemia Therapy. Current
Hematologic Malignancy Reports. 2011 6(3):195-205. PMID: 21695425 (not NIH funded)

b) August KJ, Miller WP, Dalton A, Shinnick S. Comparison of Hypersensitivity Reactions to PEG-
Asparaginase in Children After Intravenous and Intramuscular Administration. Journal of Pediatric
Hematology and Oncology. 2013; 35(7):€283-286. PMID: 23619117 (not NIH funded)

c) Held K, Ryan R, Champion JM, August KJ, Radhi MA. Caregiver Survey Results Related to Handling of
Oral Chemotherapy for Pediatric Patients With Acute Lymphoblastic Leukemia. Journal of Pediatric
Hematology and Oncology. 2013 Aug;35(6):e249-53. PMID: 23274379 (not NIH funded)

d) Tabassum N, August K, Kalpatthi R, Hongying D, Carpenter SL, Wicklund B. “Thromboelastography Testing
in Children with ALL Treated with PEG-Asparaginase”, poster presentation, 2015 American Society of
Pediatric Hematology/Oncology Meeting, Phoenix, AZ (May 2015)

3. Study novel approaches to cancer therapy

As Associate Director of Experimental Therapeutics in Pediatric Cancer at Children’s Mercy Hospital, | have
served as the principal investigator of a number of clinical, early phase trials in pediatric cancer. Through a
number of multi-institutional clinical trial consortiums, | have participated in the development and execution of
several trials evaluating novel treatments in children with cancer.

a) August KJ, Dalton A, Katzenstein HM, George B, Olson TA, Wasileweski-Masker K, Rapkin LB. The Use
of Zoledronic Acid in Pediatric Cancer Patients. Pediatric Blood and Cancer. 2011; 56:610-614. PMID:
21298747 (not NIH funded)

b) August KJ, Narendran A, Neville KA. Pediatric Relapsed or Refractory Leukemia: New Pharmaco-
therapeutic Developments and Future Directions. Drugs. 2013; 73(5):439-461. PMID: 23568274 (not NIH
funded).

¢) Cunningham HD, Eldar K, August K, Vines CM. “Novel Single Chain Antibodies to Inhibit CCR7 Mediated-
Entry of Pediatric T-Cell Acute Lymphoblastic Leukemia Into the CNS”, poster presentation, 2014 European
Society of Medical Oncology, Madrid, Spain (September 2014)
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d) Cooper TM, Baker SD, Direnzo J, Trippett TM, Gore L, Narendran A, August KJ, Absalon MJ, Boklan J,
Pllard J, Magoon D, Sison EAR, Brown P. “Chemosensitization and Mobilization of AML/ALL/MDS With
Plerixafor (AMD3100), a CXCR4 Antagonist: A Phase | Study of Plerixafor + Cytarabine and Etoposide in
Pediatric Patients With Acute Leukemia and MDS”, poster presentation, 2013 American Society of
Hematology Meeting, New Orleans, LA (December 2013)

Complete List of Published Work in “my bibliography” can be found in this link:
http://www.ncbi.nlm.nih.gov/pubmed/?term=august+kj

D. Research Support

Ongoing Research Support:
None

Completed Research Support:

Baldrick’s Foundation 08/01/2013 - 07/31/2015

Televideo Lifestyle Health Coaching for Families of Children with Acute Lymphoblastic Leukemia

The purpose of this study is to develop and evaluate a program to educate and improve diet and physical activity
for children diagnosed with acute lymphoblastic leukemia in the maintenance phase of therapy.

Role: Co-Principal Investigator

Children’s Mercy Cancer Center (PI: August) 01/01/2013 - 12/31/2014
Thromboelastography Testing in Children with Acute Lymphoblastic Leukemia treated with PEG-Asparaginase
The purpose of this study is do evaluate thromboelastography testing as a marker for bleeding and/or thrombosis
risk after administration of PEG-asparaginase in children with acute lymphoblastic leukemia.

Katherine B. Richardson Foundation (PI: August) 07/01/2011 - 06/30/2014

Effects of Intrathecal Methotrexate on Folate Metabolism in the Cerebrospinal Fluid of Children with Acute
Lymphoblastic Leukemia

The purpose of this study is to measure folate metabolites in the cerebrospinal fluid of children treated with
intrathecal methotrexate as a biomarker of increased risk for neurotoxicity.
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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: Stella A. Baccaray, BSN, MSN

eRA COMMONS USER NAME (credential, e.g., agency login):

POSITION TITLE: Clinical Research Nurse

EDUCATION/TRAINING (Begin with baccalaureate or other initial professional education, such as nursing,
include postdoctoral training and residency training if applicable. Add/delete rows as necessary.)

DEGREE Completion Date
INSTITUTION AND LOCATION (if applicable) MM/YYYY FIELD OF STUDY
University of Akron, OH BSN 05/1990 Nursing
Albany Medical College, NY MSN 05/1996 Nursing

A. Personal Statement

In the role of Clinical Research Nurse, | work with multidisciplinary teams directing patient care in a clinical
research environment. | am involved in new or unique clinical research protocols, utilizing advanced
assessment skills to identify patient care problems, formulate patient care plans and continually revise plans to
adjust to changes according to the clinical research protocol. As a Clinical Research Nurse, | have
professional knowledge of a wide range of nursing concepts, principles, and practices to perform highly
specialized nursing assignments as well as knowledge of anatomy, physiology, pathology and pharmacology.

B. Positions and Honors

Positions and Employment:

1990 — 1991 ICU staff nurse, Ohio State University Hospitals, Columbus, OH

1991 — 1993 ICU staff nurse, Grant Medical Center, Columbus, OH

1997 — 1997 Staff nurse anesthetist, Mayfield Anesthesia Associates, Mayfield, OH

1997 — 1998 Staff nurse anesthetist, North Shore Anesthesia Associates, Manhasset, NY

1998 — 2000 Staff nurse anesthetist, Atlantic Anesthesia Associates, Oceanside, NY

2001 — 2006 Staff nurse anesthetist, Anesthesia Associates of Northern Ohio, Lorain, OH

2007 — 2011 Clinical research nurse, Cleveland Clinic, Cleveland, OH

2011 — Pres. Clinical research nurse, KU Cancer Center, Univ. of Kansas Medical Center, Westwood, KS

C. Contribution to Science

1. | have written 2 book chapters when working as a clinical research nurse in the Sleep Disorders Department
at Cleveland Clinic.

a) Baccaray, S, Andrews, N Folvary-Schaefer, N. (2011). Ahhh...the Comforts of Home. Book chapter
about portable monitoring and sleep apnea in A Case a Week: Sleep Disorders from the Cleveland
Clinic. Oxford University Press (PMC# not required; not NIH funded)

b) Baccaray, S, Foldvary-Schaefer, N. (2001). The Midnight Raider. Book chapter about sleep eating in
A Case a Week: Sleep Disorders from the Cleveland Clinic. Oxford University Press (not NIH funded)

2. | have coordinated 3 breast cancer clinical trials:

a) Neoadjuvant Chemotherapy plus Trastuzumab in Stage II/Ill Breast Cancer with Low HER2 Expression.
http://meetinglibrary.asco.org/content/150436-156
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b)

Background: Adjuvant trials have demonstrated that addition of trastuzumab (T) to chemotherapy
reduces risk of recurrence and death in women with HER2 overexpressed or gene amplified early
breast cancer (BC). Central testing of specimens from patients in NSABP B-31 demonstrated that ~
10% of patients without overexpression/gene amplification of HER2 had similar benefit from adjuvant T.
Aim of this study was to assess pathologic complete response (pCR) when T is added to neo-adjuvant
(NA) chemotherapy in women not exhibiting HER2 FISH amplification but had low level of protein (IHC)
expression (1+ or 2+).

Conclusions: Neo-adjuvant T/nab-paclitaxel followed by AC in HER2 negative, ER + BC resulted in
pPCR rates higher than expected for this population. Among patients with positive axillary nodes, a very
high (53%) complete response rate was noted in axilla.

Lapatinib in Women with Metastatic Breast Cancer Who Have Failed Prior Antihormone Therapy.

Introduction: A significant proportion of breast cancer (BC) patients show primary or acquired
resistance to endocrine therapy (ET). The cross-talk between estrogen receptor and other growth
factor receptor (GFR) families is suggested to play a crucial role in the development of endocrine
resistance and dual targeting of these pathways can potentially reverse endocrine resistance.
Lapatinib (Lap) is an oral, dual inhibitor of EGFR/HER2 and preclinical studies have demonstrated
combination of Lap and ET to be effective in setting of endocrine resistance. Aims: 1) To evaluate if
Lap can restore efficacy of aromatase inhibitor (Al) or fulvestrant(F) in metastatic BC, 2) Study
blood/tissue response biomarkers.

Conclusion: Addition of Lap restored sensitivity to ET (Al/Fulvestrant) in 25% of patients with HER 2
negative BC. Response was independent of HER 2 positive CTC and HER2/ECD levels. Genomic
profiling suggests a relationship between PIK3CA mutation and benefit from this approach. NGS of the
entire study cohort is in process and will be reported. HER2-negative breast cancers harboring PI3KCA
mutations may rely more on GFR/PI3K signaling than on estrogen for growth; thus, blocking GFR
signaling with lap might restore hormonal sensitivity. A randomized study of lap + ET in selected
patients with HER2 negative BC is warranted and biomarker results from this study may help identify
subgroups that should be targeted in a larger study.

Lapatinib and RAD-001 for HERZ2 Positive Metastatic Breast Cancer.

Background: A small molecule inhibitor of HER2, lapatinib is clinically active in women with advanced
HER2-positive breast cancer who have progressed on trastuzumab treatment. However, the
effectiveness of this class of agents is limited by either primary resistance or acquired resistance. Using
an unbiased genetic approach, Eichhorn et al performed a genome wide loss-of-function short hairpin
RNA screen to identify novel modulators of resistance to lapatinib. Tumor suppressor PTEN was
identified as a modulator of lapatinib sensitivity in vitro and in vivo. In addition, they show that two
dominant activating mutations in PI3K pathway which are prevalent in breast cancer, also confer
resistance to lapatinib. They also showed that PI3K-induced lapatinib resistance could be abrogated
through the use of NVP-BEZ235, a dual inhibitor of PI3BK/mTOR. This suggests that deregulation of the
PI3K pathway leads to lapatinib resistance, which can be effectively reversed by inhibition of
PISK/mTOR pathway.

In summary, the combination of Everolimus and lapatinib needs to be studied in women with metastatic
breast cancer who have progressed on at least one prior anti-HER2 therapy. If RAD-001 is able to
overcome resistance to anti-HER2 therapies, a very desirable response rate and prolongation in TTP
can be expected. Moreover, both lapatinib and Everolimus appear to be able to cross the blood brain
barrier, and this combination may prove to be effective in controlling CNS metastases in this population.
The investigators hypothesize that combining mTOR inhibitor Everolimus with lapatinib will be an
effective strategy for patients who have progressed on a prior anti-HER2 therapy, both systemically and
within the CNS.
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D.

Research Support

Ongoing Research Support:

The following are 3 ongoing clinical trials that | am responsible for coordinating, which includes patient
screening, treatment, and follow up phases.

1.

Randomized Open Label Phase Il Trial of Neoadjuvant Carboplatin plus Docetaxel or Carboplatin plus
Paclitaxel followed by Doxorubicin plus Cyclophosphamide in Stage I-lll Triple-negative Breast Cancer.

Primary Objective: To evaluate the pathological complete response rates with two neoadjuvant
chemotherapy regimens in patients with stage I-11l TNBC.

Femara (Letrozole) Plus Ribociclib (LEEO11) or Placebo as Neo-adjuvant Endocrine Therapy for Women
with ER-positive, HER2-negative Early Breast Cancer.

Primary Objective: To determine if ribociclib in combination with letrozole for 24 weeks as neoadjuvant
endocrine therapy increases the proportion of women with PEPI score of 0 at surgery compared to patients
treated with letrozole alone therefore allowing more patients excellent outcomes without chemotherapy.

Randomized Open-label Trial of Dose-dense, Fixed-dose Capecitabine Compared to Standard-dose
Capecitabine in Metastatic Breast Cancer and Advanced/Metastatic Gl Cancers.

Primary Objective: To compare the efficacy and tolerability of fixed-dose capecitabine on a 7-7 schedule
(1500 mg BID, 7 days on and 7 days off) to the FDA recommended dose and schedule (1250 mg/m? BID,
14 days on and 7 days off) in the specified patient population.

Completed Research Support:

None (not applicable).
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OMB No. 0925-0001/0002 (Rev. 10/15 Approved Through 10/31/2018)

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: Michael J Baltezor, PhD

eRA COMMONS USER NAME (credential, e.g., agency login): MBALTEZOR

POSITION TITLE: Director, Biotechnology Innovation and Optimization Center; Director, Lead Development
and Optimization Shared Resource; Deputy Director, Institute for Advancing Medical Innovation

EDUCATION/TRAINING

DEGREE Completion
(if Date FIELD OF STUDY
INSTITUTION AND LOCATION applicable) MM/YYYY
Missouri Western University BS 05/1972 Chemistry
University of Kansas MS 06/1975 Pharmaceutics
and Pharmaceutical
Chemistry
University of Kansas Ph.D. 06/1977 Pharmaceutics
and Pharmaceutical
Chemistry

A. Personal Statement

The Biotechnology Innovation and Optimization Center (BIOC) is uniquely positioned to optimize the
bioavailability and pharmacokinetics of new drug candidates prior to moving into animal or human proof of
concept. The expertise of the BIOC scientific team includes drug delivery / pharmaceutics, analytical and bio-
analytical chemistry and animal pharmacokinetics / pharmacodynamics. This team is able to move quickly to
evaluate solubility, stability and delivery of new drug candidates and assess the outcomes in animal studies.
The scientists in the BIOC have numerous years of experience in both academic and pharmaceutical industry
laboratories. This provides both the scientific and regulatory expertise for the testing and decisions which are
necessary to move drug candidates into animal or human proof of concept studies and to develop formulated
dosage forms for use in human clinical trials. The BIOC is a component of the Lead Development and
Optimization Center which is part of the KU Cancer Center Support Grant (CCSG). | serve as Director of the
LDOSR. Approximately 70% of our capacity is used for cancer related projects. The BIO Center has been
very active working with the physicians at Children’s Mercy Hospital to develop formulations designed
specifically for pediatric use. My own expertise started during my graduate studies which were focused on the
delivery of new oncology drugs that were both poorly soluble and unstable. This continued during my 30+
years of pharmaceutical development experience in the pharmaceutical, contract development and medical
products industries. All of my roles throughout my career have dealt with drug delivery, new product
formulations and leading teams of scientists.

B. Positions and Honors

Positions and Employment
1976-1977 Pharmaceutical Scientist, Sandoz (Dorsey Laboratories)
1978-1986 Manager/Director of Pharmaceutical Research, Sandoz (Dorsey Laboratories)
1986-1988 Manager of Product Development, Marion Laboratories
1988 Director of Analytical Chemistry, Marion Laboratories
1988-1989 Vice President of OTC Research, Sandoz Consumer Products
1989-1992 Director of Pharmaceutical Sciences, Marion Merrell Dow
1992-1995 Sr. Director of Pharmaceutical Chemistry, Marion Merrell Dow
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1995-1997 Sr. Director, Analytics, Hoechst Marion Roussel

1997-1998 Vice President and Global Head, Analytics, Hoechst Marion Roussel

1999 Vice President, Preclinical and Pharmaceutical Sciences, Quintiles
2000-2002 Chief Operating Officer, Global Pharmaceutical Sciences, Quintiles
2002-2003 Global Coordinator, Pharmaceutical Sciences, Quintiles

2002-2003  General Manager, Early Development Laboratory Services, Kansas City, Quintiles
2002-2005 Site Head, Kansas City, Quintiles

2003-2005 Senior Vice President & General Manager, EDLS North America, Quintiles
2005 President, Pharmaceutical Sciences, Aptuit

2006-2008 Chief Scientific Officer, Medi-Flex / Enturia

2008-2010 Vice President of R&D, Infection Prevention, Cardinal Health / CareFusion

2010-Present Deputy Director, Institute for Advancing Medical Innovation, University of Kansas
2010-Present Director, Biotechnology Innovation and Optimization Center, University of Kansas
2011-Present Director, Lead Development and Optimization Shared Resource

2014-Present Chief Scientific Officer, CritiTech, Inc.

Other Experience and Professional Memberships

Honors
1992 Distinguished Alumni Award from Missouri Western State University
2005 Missouri Western State University, Honorary Ph.D.

C. Contributions to Science

1. The majority of my career (34 years) was spent in the pharmaceutical industry (Sandoz Pharmaceuticals,
Marion Laboratories, Quintiles, MediFlex/Cardinal Health). The vast majority of my work was focused on
formulation, pre-formulation and analytical chemistry activities. | contributed to the development and
commercialization of over 35 products. During my time at Quintiles, | managed a large development group of
approximately 1200 people supporting hundreds of projects from over 500 different customers. The scope of
the projects ranged from early preclinical and preformulation projects through large Phase Ill clinical studies
and regulatory activities. The following 2 patents are included as very significant in that they were based on
the non-linear absorption kinetics and metabolism of diltiazem to design and formulate a once daily coated
beads in a capsule. These patents successfully withstood legal challenges on 5 separate occasions.
a) U.S. Patent No. 5,386,497, Diltiazem Formulation, D. Hendrickson, D. Dimmit, M. Williams, P. Skultety
and M. Baltezor (1994).
b) U.S. Patent No. 5,439,689, Diltiazem Formulations, D. Hendrickson, D. Dimmit, M. Williams, P. Skultety
and M. Baltezor (1995).

2. My 4 years of graduate studies at the University of Kansas were spent as a research associate on a NCI
grant under Professors Arnold Repta and Takeru Higuchi. My first project involved the resolution of ICRF159
to prepare the more soluble enantiomer ICRF187. This drug is currently prescribed as Zinecard as a
cardioprotective when co-administered with anthracyclines. My thesis work involved the complexation of
polycyclic aromatic compounds and the improvement of solubility and stability. References to this work is
provided below:

a) Utilization of an Enantiomer as a Solution to a Pharmaceutical Problem. Application to the
solubilization of 1,2-di(4-piperazine-2,6-dione)propane. A.J. Repta, M.J. Baltezor and P.C. Bansal, J.
Pharm. Sci.,65, 238 (1976). PMID: 1255455

b) Preparation and Evaluation of Bis-(3-Carboxy-4-Hydroxy-1-Naphthyl)Alkanones as Novel Complexing
Agents. Complexation with some Quaternary Polycyclic Aromatic Compounds, Ph.D. Dissertation,
University of Kansas, Lawrence, Kansas (1976).

3. For the past 5 years | have managed an experienced group of 8 scientists in the BIOC at the University of

Kansas. This group functions as a core laboratory to help other researchers move early stage compounds into

animal proof of concept and human proof of concept studies. The BIOC provides expert support for early

pharmacology, chemistry, formulation and animal pharmacokinetic studies. Many of our compounds are

intended for oncology indications. Our pre-formulation and drug delivery expertise is utilized by approximately
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50 different researchers at KU and other academic institutions each year. In addition to our work with early
stage compounds, we have been actively involved with the formulation and novel dosage forms for pediatric
drug delivery. We address both the unique needs for dose adjustability but also the selection of formulation
excipients that are suitable for use in young patients. Lastly, | am working with a startup company, CritiTech,
that is actively developing a KU technology for the use of nanoparticles administered to provide prolonged,
depot drug release based on the dissolution of poorly soluble drugs from small particles which provide
increased surface area. Following are 3 publications for reference.

a)

b)

Early Drug Discovery and Development Guidelines: For Academic Researchers, Collaborators, and
Start-up Companies. Hughes M, Inglese J, Kurtz A, Andalibi A, Patton L, Austin C, Baltezor M, Beckloff
M, Sittampalam S, Weingarten M, Weir S, Sittampalam GS, Gal-Edd N, Arkin M, Auld D, Austin C,
Bejcek B, Glicksman M, Inglese J, Lemmon V, Li Z, McGee J, McManus O, Minor L, Napper A, Riss T,
Trask OJ, Weidner J, editors. Assay Guidance Manual [Internet]. Bethesda (MD): Eli Lilly & Company
and the National Center for Advancing Translational Sciences; (2004-2012 May 01 [updated 2012 Oct
01]). PMID: 22553881, Not NIH funded.

A report from the pediatric formulations task force: perspectives on the state of child-friendly oral
dosage forms. Zajicek A, Fossler MJ, Barrett JS, Worthington JH, Ternik R, Charkoftaki G, Lum S,
Breitkreutz J, Baltezor M, Macheras P, Khan M, Agharkar S, MacLaren DD. AAPS J. (2013
Oct);15(4):1072-81. PMID: 23907486, PMCID: PMC3787237.

A phase | study of intraperitoneal nanoparticulate paclitaxel (Nanotax(®)) in patients with peritoneal
malignancies. Williamson SK, Johnson GA, Maulhardt HA, Moore KM, McMeekin DS, Schulz TK,
Reed GA, Roby KF, Mackay CB, Smith HJ, Weir SJ, Wick JA, Markman M, diZerega GS, Baltezor MJ,
Espinosa J, Decedue CJ. Cancer Chemother Pharmacol. 2015 May;75(5):1075-87.

doi: 10.1007/s00280-015-2737-4. Epub 2015 Apr 23. PMID:25898813, PMCID: PMC4506131.

Please also provide a URL to a full list of your published work as found in a publicly available digital database
such as PubMed or My Bibliography, which are maintained by the US National Library of Medicine.
http://www.ncbi.nlm.nih.gov/pubmed/?term=Baltezor

D. Research Support

Ongoing Support:

P30CA168524 Jensen (PI) 07/11/2012 — 06/30/2017

NCI

Cancer Center Support Grant (CCSG) for NCI-designated Cancer Centers

Major goals: The University of Kansas Cancer Center (KUCC) is a matrix organization that leverages
unique scientific assets to build a nationally significant cancer research and treatment center that will
become a leading academic institution in the world in transforming discoveries in the laboratory into new
therapeutic approaches.

Role: Key Personnel (Director — Lead Development and Optimization Shared Resource)

RO1CA182872 Anant (PI) 01/01/2014 — 12/31/2018

NCI

Novel dual Notch/PXR “Targeting for Colon Cancer Therapy

Major Goals: We have now developed a novel drug, THB, which targets Notch signaling and inhibits PXR.
The goal of the current project is to determine in vitro and in vivo proof of principle for this agent as an

oral therapeutic for colon cancer, the third leading cause of cancer related deaths in both men and women.
Role: Co-Investigator

Completed Support:

Grant #QW853791 — KU Lawrence Subaward 05/14/2012 - 05/13/2014

KU Medical Center /NCI thru SAIC-Frederick

Pharmacokinetic and metabolism studies of auranofin as a treatment for relapsed chronic lymphocytic
leukemia
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Major Goals: Investigate the pharmacokinetics of auranofin in mice from various formulation variants with
the goal of improving the oral bioavailability and reducing the variability of absorption.
Role: PI (University of Kansas)

U54RR031295 Barohn (PI) 07/01/2011 - 06/30/2012

NIH

Institutional Clinical and Translational Science Award (U54)

Major goals: Create a new academic home with training programs for clinical and translational
investigators, provide an enhanced coordinated translational research infrastructure and actively engage
the community in developing, testing and disseminating translational research.

Role: Key Personnel

N/A Baltezor (PI) 07/22/2009 —11/30/2011

Kansas Bioscience Authority Collaborative Cancer Research Initiative

Preclinical Development of CC-1065 Pro-drugs for Breast and Prostate Cancer Research

The overall goal of the proposed research program is to evaluate and advance novel CBl-indole2 analogs
and pro-drugs for the treatment of leukemia and solid tumor cancers as breast and prostate cancer.

Role: Co-investigator

Grant #KAN0067229 Baltezor (PI) 04/01/2010 — 10/30/2011
University of Kansas Medical Center, Department of Biochemistry and Molecular Biology

HSP90 Inhibition for PKD Therapy

The overall goal of the proposed research program is to complete bioanalytical evaluation of a plasma
assay for HSP90 drugs to be used for the treatment of Polycystic Kidney Disease.

Role: Collaborator

Grant #KAN0065449 Baltezor (PI) 07/01/10 — 12/31/11

Kansas Technology Enterprise Corporation

Biotechnology Innovation & Optimization Center; Center of Excellence Award

The overall goal of the proposed research program involves applied research and development in the
general area of drug delivery research.

Role: Principal Investigator
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BIOGRAPHICAL SKETCH

NAME: Christie A. Befort, PhD

eRA COMMONS USER NAME (credential, e.g., agency login): cbefort

POSITION TITLE: Associate Professor

EDUCATION/TRAINING (Begin with baccalaureate or other initial professional education, such as nursing,
include postdoctoral training and residency training if applicable. Add/delete rows as necessary.)

DEGREE Completion
(if Date FIELD OF STUDY

INSTITUTION AND LOCATION applicable) MM/YYYY
University of Texas at Austin, Austin, TX B.S. 05/97 Exercise Science
Arizona State University, Tempe, AZ M.A. 05/20 Counseling Psychology
Colorado State University, Ft. Collins, CO Ph.D. 08/04 Counseling Psychology
Palo Alto VA Health Care System, Palo Alto, CA Internship 08/04 Clinical Psychology
léglversny of Kansas Medical Center, Kansas City, Fellowship 05/06 Obesity & Public Health

A. Personal Statement

I am a behavioral scientist with clinical and research experience in lifestyle intervention among underserved
populations, particularly rural residents and minority groups. My research program focuses on cancer control
and survivorship through weight loss and physical activity. | have conducted several trials as PI with funding
from NCI, ACS, Komen, and PCORI with a focus on examining strategies for delivering weight loss
interventions tailored to survivorship and primary care needs in rural settings. | have built an implementation
research infrastructure in primary care for conducting pragmatic trials throughout are catchment area. Through
the MCA and KPPEPR, | have worked with numerous communities and healthcare systems and providers
throughout the Midwestern region. As a Co-Leader of Cancer Control and Population Health (CCPH) for the
KU Cancer Center, | lead efforts to enhance translating cancer control into practices and communities. | co-
lead our program’s Implementation Science Workgroup and bring investigators together across campuses and
programs with our consortium to facilitate new collaborations. In my own research, | collaborate closely with
investigators in Cancer Prevention and Survivorship. | have mentored a multidisciplinary group of numerous
graduate students, postdoctoral fellows, and junior faculty who have successfully obtained NIH funding. In my
role as CCPH Co-leader, | enjoy promoting team science, novel multi-disciplinary collaborations, and
pragmatic cancer control research.

B. Positions and Honors

Positions

2000-2003 College Instructor & Graduate Research Assistant, Colorado State University, Ft. Collins, CO

2001-2002 Psychology Extern, Hematology/Oncology Associates, Fort Collins, CO

2002-2003 Neuropsychological Technician, Rehabilitation Associates, Fort Collins, CO

2003-2004  Clinical Psychology Internship, Behavioral Medicine Track, VA Palo Alto Health System, Palo
Alto, CA

2004-2006 Postdoctoral Fellow, Department of Preventive Medicine, University of Kansas Medical Center
(KUMC), Kansas City, KS

2006-2007 Research Assistant Professor, Department of Preventive Medicine, KUMC, Kansas City, KS

2007-2012 Assistant Professor, Department of Preventive Medicine, KUMC, Kansas City, KS

2008-present Co-Director, Breast Cancer Survivorship Center, University of Kansas Cancer Center
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2012-present Associate Professor, Department of Preventive Medicine, KUMC, Kansas City, KS

2012-present Associate Professor (Courtesy Appointment), Clinical Psychology Department, University of
Kansas, Lawrence, KS

2015-present Co-Leader, Cancer Control and Population Health Program, KU Cancer Center, Kansas City,

KS
Honors and Professional Activities
1997 Suma Cum Laude, Graduate with Highest Honors, University of Texas
2004-2007 NIH K30 Research Fellow, University of Kansas Medical Center
2005 NIH NCMHD Loan Repayment Program Recipient and Health Disparities Scholar
2005 Fellow, NIH Summer Institute on Randomized Clinical Trials Involving Behavioral Interventions
2007 Junior Investigator Award, University of Kansas Cancer Center Research Symposium

2015-present NIH Study Section Member, Psychosocial Risk and Disease Prevention
2015-2016 President, Women in Medicine and Science, KUMC Chapter
2016 Scholarly Achievement Award, University of Kansas

C. Contributions to Science

1. Obesity treatment in rural primary care. Primary care remains an underutilized resource within the
healthcare system for treating obesity, especially in the rural setting where obesity prevalence is higher and
weight control programs and resources are lacking. We examined perceived barriers among rural primary care
physicians and identified a disconnect between physicians and their patients in perceptions of motivation to
lose weight. We are currently conducting an implementation trial comparing three existing models of care (fee-
for-service, patient centered medical home, and disease management) for treating obesity in rural primary care
practices throughout the rural Midwest.

a) Befort CA, Greiner KA, Hall S, Pulvers KM, Nollen NL, Charbonneau A, Kaur H, Ahluwalia JS. (2006).
Weight-related perceptions and expectations among patients and physicians: how well do physicians
judge patients’ motivation to lose weight? Journal of General Internal Medicine, 21(10), 1086-1090.
PMCID: PMC1831634.

b) Ely AC, Banitt A, Befort C, Hou Q, Rhode PC, Grund C, Greiner A, Jeffries S, Ellerbeck E. (2008).
Kansas primary care weighs in: a pilot randomized trial of a chronic care model program for obesity in
three rural Kansas primary care practices. Journal of Rural Health, 24(2), 125-132. Not NIH funded.

c) Pulvers KM, Kaur H, Nollen, NL, Greiner KA, Befort CA, Hall S, Born W, Fitzgibbon ML, Ahluwalia JS.
(2008). Comparison of body perceptions between obese primary care patients and physicians:
implications for practice. Patient Education and Counseling, 73(1), 73-81. PMCID: PMC3864616.

d) Befort, CA, VanWormer, J.J., DeSouza, C., Ellerbeck, E.F., Kimminau, K.S., Greiner, A., Gajewski, B.,
Huang, T., Perri, M.G., Fazzino, T.L., Christifano, D., Eiland, L., Drincic, A. (2016). Protocol for the
Rural Engagement in Primary Care for Optimizing Weight Reduction (RE-POWER) Trial: Comparing
three obesity treatment models in rural primary care. Contemporary Clinical Trials, 47, 304-314. PMID:
26898748, Not NIH funded.

2. Weight loss interventions for minority and rural populations. Effectively reaching and treating
populations with higher prevalence of obesity and associated chronic conditions remains a major public health
challenge. We have worked collaboratively in underserved community settings to develop and test evidence-
based tailored weight loss interventions. We demonstrated that motivational interviewing is no more effective
than health education in improving adherence to a weight loss intervention among African American women.
This study contributed to a growing literature on the appropriateness of motivational interviewing in different
settings and populations. We also identified unique weight control needs of rural women, and found that group
phone visits are more effective than individual phone visits for weight loss among rural women. This study
contributes to a growing literature on the benefits of group phone-based treatment particularly in the rural
setting.

a) Befort CA, Thomas JL, Daley CM, Rhode PC, Ahluwalia JS. (2008). Perceptions and beliefs about
body size, weight, and weight loss among obese African American women: a qualitative inquiry. Health
Education and Behavior, 35(3), 410-426. Not NIH funded.

b) Befort CA, Nollen N, Ellerbeck EF, Sullivan DK, Thomas JL, Ahluwalia JS. (2008). Motivational
interviewing fails to improve outcomes of a behavioral weight loss program for obese African American
women: a pilot randomized trial. Journal of Behavioral Medicine, 31(5), 367-377. Not NIH funded.
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c) Ely A, Befort C, Banitt A, Gibson C, Sullivan D. (2009). A qualitative assessment of weight control
among rural Kansas women. Journal of Nutrition, Education, and Behavior, 41(3), 207-211. PMCID:
PMC2703188.

d) Befort CA, Donnelly JE, Sullivan DK, Ellerbeck EF, Perri MG. (2010, April). Group versus individual
phone-based obesity treatment for rural women. Eating Behaviors, 11(1), 11-17. PMCID:
PMC2823259.

3. Weight control among breast cancer survivors. Obesity and physical inactivity are risk factors for breast
cancer recurrence. Much of the research on weight loss interventions for cancer survivors has been
conducted with patients treated at academic cancer centers. We developed and implemented the only trial to
date targeting weight loss and sustained weight loss maintenance among breast cancer survivors residing in
distant rural communities including some of the most isolated frontier areas. Successful recruitment was
accomplished through collaborations with local cancer centers throughout a 3 state region of the rural Midwest.
This work contributes to the literature on how to effectively engage, recruit, and treat cancer survivors entirely
from a distance with evidence-based weight loss interventions.

a) Befort CA, Austin H, Klemp JR. (2011, Oct). Weight control needs and experiences among rural breast
cancer survivors. Psycho-Oncology, 20(10), 1069-1075. PMCID: PMC3319375.

b) Befort CA, Klemp JR, Austin HL, Perri MG, Schmitz KH, Sullivan DK, Fabian CJ. (2012). Outcomes of a
weight loss intervention among rural breast cancer survivors. Breast Cancer Research and Treatment,
132(2), 631-639. PMCID: PMC3314288.

c) Befort, C., Bennett, L, Christifano, D., Klemp, J., & Krebill, H. (2015, April) Effective recruitment of rural
breast cancer survivors into a lifestyle intervention. Psycho-Oncology, 24(4), 487-490. PMCID:
PMC4272910.

d) Befort, C.A., Klemp, J.R.,Sullivan, D., Shireman, T., Diaz, F., Schmitz, K., Perri, M., Fabian, C. (in
press) Weight loss maintenance strategies among rural breast cancer survivors: The Rural Women
Connecting for Better Health Trial. Obesity

4. Factors associated with adherence and response to lifestyle intervention. Delivering the right type
and intensity of lifestyle interventions requires understanding factors that predict who will adhere and
successfully adopt new lifestyle behaviors. Much of my work as a co-investigator has focused on these types
of questions. For example, we have on-going trials examining brain activation around food motivation and
impulsivity as predictors of adherence and response to weight loss and exercise interventions, respectively.

a) Nollen N, Befort C, Pulvers K, James AS, Kaur H, Mayo MS, Hou Q, Ahluwalia JS. (2008).
Demographic and psychosocial factors associated with increased fruit and vegetable consumption
among smokers in public housing enrolled in a randomized trial. Health Psychology, 27(3), S252-259.
Accepted Prior to April 2008 .

b) Befort CA, Stewart EE, Smith BK, Gibson CA, Sullivan DK, Donnelly JE. (2008). Weight maintenance,
behaviors, and barriers among previous participants of a university-based weight control program.
International Journal of Obesity, 32(3), 519-526. Published March 2008.

¢) Hermann, S.D., Martin, L., Breslin, F., Honas J.J., Willis, E.A., Powel, J., Gibson, C., Befort, C.,
Lambourne, K., Burns, J., Smith, B., Sullivan, D., Washburn, RA., Yeh, H., Donnelly, J.E., Savage, C.
(2014). Neuroimaging studies of factors related to exercise adherence: Rationale and design of a 9
month trial. Contemporary Clinical Trials, 37(1), 58-68. PMCID: PMC3946871.

d) Szabo-Reed, A., Breslin, R., Lynch, T., Patrician, T., Martin, L., Lepping R., Powell, J., Yeh, H., Befort,
C., Sullivan, D., Gibson, C., Washburn, R., & Donnelly, J. (2015). Brain function predictors and
outcomes of weight loss and weight loss maintenance. Contemporary Clinical Trials, 40, 218-231.
PMCID: PMC4314339.

Complete List of Published Work in MyBibliography:
http://www.ncbi.nlm.nih.gov/sites/myncbi/christie.befort.1/bibliography/45725936/public/?sort=date&direction=a

scending

D. Research Support
Ongoing Support:

P30 AG035982 Watts (PI) 07/1/2016 — 06/30/2017
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KU Alzheimer’'s Disease Center Pilot Grants

Intervention to Reduce Sitting Time in Mild Cognitive Impairment (ReST-MCI)

Single arm pilot trial to develop and test a 12 week home and telephone based intervention results in reduced
total sitting time and shorter bouts of sitting in older adults with mild cognitive impairment.

Role: Co-Investigator

No Number Daley (PI) 07/1/2015 — 06/30/2018

SG Komen Breast Cancer Foundation

Continuing an American Indian Breast Cancer Disparities Training Program

Training program for American Indian students to obtain a Master of Public Health degree focusing on an
aspect of breast cancer disparities research.

Role: Co-Investigator

PCORI OTO-1402-09413 Befort (PI) 01/1/2015 — 12/31/2019
Patient-Centered Outcomes Research Institutes/

Midwestern Collaborative for Treating Obesity in Rural Primary Care

Multi-site cluster randomized trial in 36 rural primary care practices comparing three models of care delivery:
fee-for-service, patient centered medical home, and disease management.

R0O1 CA155014 Befort (PI) 08/1/2011 — 05/31/2017

NIH

Group Phone-Based Weight Control among Rural Breast Cancer Survivors

Behavioral RCT comparing impact of group phone-based lifestyle intervention to mail-only intervention on
weight loss maintenance, quality of life, and breast cancer biomarkers among rural breast cancer survivors.

R18 HL122720 Perri (PI) 08/1/2013 — 04/30/2018

NIH

Rural Lifestyle Eating and Activity Program

Randomized controlled "effectiveness" trial in obese adults (N=540) to evaluate the effects of extended-care
programs delivered via INDIVIDUAL or GROUP telephone counseling, compared to a health education control
(CTRL) condition, on long-term (22 month) changes in body weight.

Role: Co-Investigator/PI of subaward

Select Completed Support:

R0O1 DK085605 Savage, C (PI) 04/1/2010 — 01/31/2016

NIH

Neuroimaging Studies of Reward, Impulsivity, and Adherence to an Exercise Program

Prospective study to identify impulsivity characteristics and related brain activation as predictors of adherence
to a supervised exercise intervention among obese adults.

Role: Co-Investigator

UL1 TRO00001 Befort (P1) 03/1/2013 — 02/28/2014

NIH

Frontiers Heartland Institute for Clinical and Translational Research, Clinical and Translational Science Award
Reducing sedentary behavior to prevent weight regain among breast cancer survivors

Pilot RCT comparing standard weight loss maintenance intervention to the same intervention plus an additional
sedentary behavior change component with device-based real time feedback on weight and insulin changes
among breast cancer survivors.

No Number Befort/ Daley(Co-Pls) 06/1/2011 — 05/31/2013
University of Kansas Cancer Center Pilot Grants

Culturally Tailored Weight Loss Program for American Indians

Community-based participatory research project examining feasibility and preliminary impact of a weight
control intervention tailored for American Indians.

Role: Co-PI
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K12 HD052027 Klemp (Project PI) 10/1/2008 — 12/31/2012

NIH Thomas(Program PI)

Building Interdisciplinary Research Careers in Women’s Health Program (BIRCWH)

Breast Cancer Risk Biomarkers and Energy Balance in Post-Menopausal Breast Cancer Survivors

Pilot project to evaluate feasibility of a 6-month diet/exercise/behavioral intervention in overweight breast
cancer survivors and estimate impact on weight, breast cancer biomarkers and measure of overall health.
Role: Co-Investigator
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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: Fariba Behbod, Pharm.D., Ph.D.

eRA COMMONS USER NAME (credential, e.g., agency login): FBEHBOD

POSITION TITLE: Associate Professor

EDUCATION/TRAINING (Begin with baccalaureate or other initial professional education, such as nursing,
include postdoctoral training and residency training if applicable. Add/delete rows as necessary.)

DEGREE Completion
INSTITUTION AND LOCATION (if applicable) Date FIELD OF STUDY
MM/YYYY
University of Texas, Austin, TX B.S. 08/1987 Pharmacy
Memorial-Herman Hospital, Houston, TX Residency 08/1988 Pharmacy
University of Texas at Austin and San Antonio, Pharm. D. 08/1991 Clinical Pharmacology
Health Science Center, San Antonio, TX
University of Texas Houston and M.D. Anderson Ph.D. 12/2001 Integrative Biology &
Cancer Center, Houston, TX Pharmacology
Baylor College of Medicine, Houston, TX Post-doc. 08/2006 Mammary Gland Biology
and Tumorigenesis

A. Personal Statement

Research in our laboratory is focused on investigating the cellular and molecular factors in ductal
carcinoma in situ (DCIS) and their surrounding microenvironment that promote a transition to invasive ductal
carcinoma (IDC). DCIS progression is difficult to study due to the paucity of good models. We have
established 2 complementary models to investigate this critical problem. The first is the tandem DCIS/IDC
model, which uses samples from patients afflicted with both DCIS and IDC in the same breast and the second
model is the MIND (mouse-intraductal model). MIND is a novel animal model we developed that utilizes
intraductal (ID) injection of primary human DCIS cells and cell lines into the mammary ducts of
immunocompromised mice. This model represents the first in vivo DCIS progression model. The MIND models
are particularly innovative because 1) the models mimic the natural progression of human DCIS beginning
from in situ lesions inside the mammary ducts followed by invasion as they bypass the myoepithelial cells and
the basement membrane and, 2) the cells are derived from patient samples, so they mimic the heterogeneity of
human disease. We have assembled a team and infrastructure that gives us access to a large number of
patient biopsy and surgical samples. This infrastructure also facilitated the development of the DCIS MIND
model. Since the approval of our IRB protocol in mid-2009, we have received ~650 tissue samples from
patients, 127 of which have received a confirmed diagnosis of DCIS. Using these unique resources, we hope
to investigate the natural evolution of human DCIS and the molecular mechanisms that drive the progression of
some DCIS to invasion.

B. Positions and Honors

Positions and Employment:

1991-1997  Clinical Manager/Specialist, Department of Pharmacy, Hermann Hospital, Houston, TX

1991-2002  Adjunct Faculty, University of Houston College of Pharmacy, Houston, TX

1997-1998 Research Pharmacist, Organ Transplantation, U. of Texas Medical School, Houston, TX

1997-1998  Visiting Assistant Professor, College of Pharmacy, University of Houston, Houston, TX

2006-2008 Instructor, Baylor College of Medicine, Dept. of Molecular & Cellular Biology, Houston, TX

2008-2014  Assistant Professor, Department of Pathology and Laboratory Medicine, University of Kansas
Medical Center (KUMC), Kansas City, KS

2014-pres.  Associate Professor, Department of Pathology & Laboratory Medicine, KUMC, Kansas City, KS
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Other Experience and Professional Memberships:

2002- Associate Member, American Association for Cancer Research

1992-2008  Member, American College of Clinical Pharmacy

2008-2009  Member, KUMC Interdisciplinary Grad. Program In Biomedical Sciences, Admission Committee

2008- Full Member; The University of Kansas Cancer Center (KUCC)

2008- Co-Leader; KUCC Cancer Prevention Program, Stem Cell Biology and Biomarkers

2009- KUMC M.D./Ph.D. Admission Committee

2009- Full Member; Institute for Reproductive Health and Regenerative Medicine

2010- Scientific Review Panel Member; Ladies Auxiliary to the Veterans of Foreign Wars

2010- Scientific Review Panel Member; American Cancer Society Institutional Research Grant

2013- Scientific Review Panel Member; Protocol Review and Monitoring Committee; KUMC

2011 Scientific Review Panel Member; CDMRP Review Panel, Department of Defense

2012 Guest Editor, Journal of Mammary Gland Biology and Neoplasia, March 2012

2012 Scientific Review Panel Member; SRB/NIEHS/NIH

2012 Scientific Review Panel Member; NIH/NCI Career Development

2013 Scientific Review Panel Member; NIH/NCI/ZCA1 GRB-I

2014 Scientific Review Panel Member; NIH/NCI Career Development

2014 Scientific Review Panel Member; CDMRP Review Panel, Department of Defense

Honors and Awards (selected):

1999 John P. McGovern Award; Graduate Student Poster Presentation, First Place

2000 John P. McGovern Award, Graduate Student Poster Presentation, Second Place

1999-2001 Schissler Foundation Pre-doctoral Fellowship

2001 Cell and Regulatory Biology Student Achievement Award, 1stPlace

2003-2006 NCI/NIH NRSA,; Post-doctoral fellowship

2003 Edward A. Smuckler Memorial Pathobiology of Cancer Workshop, Keystone, CO

2007 Novartis Oncology Basic Science Scholar Award, San Antonio Breast Cancer Symposium, San
Antonio, TX

2014 Breast Cancer Research Foundation-American Association for Cancer Research Translational

Breast Cancer Research Award

C. Contribution to Science

1. My research vision to aid women diagnosed with DCIS is to: 1) improve the in vivo DCIS models by
mimicking DCIS inter- and intra-tumoral heterogeneity and natural progression, 2) identify the molecular and
cellular basis for the invasive phenotype in human DCIS. The ultimate goal of our studies is to find clinically
useful biomarkers that will help stratify those women that will or will not benefit from invasive surgical
procedures and/or adjuvant therapies and discover molecular targets for prevention of DCIS invasive
progression.

Improving models of human DCIS progression: To begin to address the complexities and challenges in
today’s treatment and diagnosis of DCIS, while a post-doctoral fellow at Baylor College of Medicine, | joined
the research efforts of Drs. Medina and Allred, both long-term collaborators of my mentor, Dr. Jeffrey M.
Rosen, and renowned scientists in the field of human breast premalignancy. | applied for an NIH sponsored
career development award (K99/R00) for which Drs. Allred, Medina and Rosen served as co-mentors. The
successful funding of our project led to the development of the first orthotopic DCIS model known as mouse-
intraductal (MIND). Using the DCIS cell line MIND models, which mimicked some of the diversity of human
noninvasive breast cancers, we demonstrated for the first time that subtypes of human DCIS contained distinct
subpopulations of tumor-initiating cells. Our manuscript in Breast Cancer Research in 2009 received the status
of, “highly accessed”. Since then, the MIND model has gained worldwide recognition. After my arrival to The
University of Kansas Medical Center (KUMC) in 2008, | aimed to establish the MIND model using primary
human cells. With the help of the clinicians at KUMC, we established procedures for obtaining primary DCIS
surgical and biopsy samples. This was a major accomplishment since establishing human protocols for
receiving tissue has always been challenging in DCIS research compared to invasive ductal carcinoma (IDC).
Being aware of this important clinical issue we worked with the patients and our radiologists to obtain one extra
adjacent biopsy core. This led to the first demonstration of reproducible growth of primary DCIS cells by our
MIND model. Since the approval of our IRB protocol in mid-2009, we have received >500 tissue samples from
patients. Using these unique resources, we are investigating the natural evolution of human DCIS and the
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molecular mechanisms that drive their progression to invasion. These studies using DCIS cell lines have led to
the identification of BCL9 and our current hypothesis that BCL9 may promote DCIS invasive progression by
activating the STAT3 and the canonical Wnt signaling. The following manuscripts introduced the MIND model
and demonstrated its utility in studying the molecular and cellular mechanism of human DCIS progression.

a) Behbod F, Kittrell FS, LaMarca H, Edwards D, Kerbawy S, Heestand JC, Young E, Mukhopadhyay P, Yeh
H, Allred DC, Hu M, Polyak K, Rosen JM, Medina D. An intra-ductal human-in-mouse (HIM) transplantation
model mimics the subtypes of ductal carcinoma in situ. Breast Cancer Research 2009; 11(5):R66.
PMC2790841.

b) Valdez KE, Fan F, Smith W, Allred DC, Medina D, Behbod F: Human primary ductal carcinoma in situ
(DCIS) subtype-specific pathology is preserved in a mouse intraductal (MIND) xenograft model. J
Pathology 2011 Dec;225(4):565-573. PMC3496769.

c) Hanan S. Elsarraj, Yan Hong, Kelli E. Valdez, Whitney Michaels, Marcus Hook, William Smith, Jeremy
Chien, Jason Herschkowitz, Melissa Troester, Moriah Beck, Marc Inciardi, Jason Gatewood, Lisa May,
Therese Cusick, Marilee McGinness, Lawrence Ricci, Fang Fan, Ossama Tawfik, Jeffrey R Marks, Jennifer
Knapp, Hung-Wen Yeh, Patricia Thomas, Carrasco, Timothy A. Fields, Andrew K. Godwin , Fariba
Behbod. Expression profiling of in vivo ductal carcinoma in situ progression models identified B cell
lymphoma-9 as a molecular driver of breast cancer invasion. Breast Cancer Research. 2015 September
17;17:128. PMC4574212.

d) Frances Kittrell, Kelli Valdez, Hanan Elsarraj, Yan Hong, Daniel Medina, Fariba Behbod. Mouse Mammary
Intraductal (MIND) method for transplantation of patient derived primary DCIS cells and cell lines.
Bioprotocol. 2016 Mar 5;6(5). PMC4950990

2. Other accomplishments include the identification and characterization of mammary gland normal and cancer
stem cells. For these studies, | was awarded two post-doctoral fellowships, a Department of Defense (DOD)
and a National Research Service Award (NRSA). | accepted the NRSA. Before | began my studies, a previous
post-doctoral fellow had shown that similar to the bone marrow, the mammary gland contained a distinct
population of Hoechst-effluxing side population cells, referred to as mammary gland side population cells (MG-
SPs). To better characterize MG-SPs, | performed limiting dilution transplantation studies as well as microarray
gene profiling. These studies indicated that MG-SPs compared to the MG-NSPs did not possess a higher
mammary regenerative potential. However, microarray gene profiling suggested that MG-SPs were a lineage-
deficient mammary gland subpopulation expressing key genes involved in cell cycle regulation, development,
and angiogenesis. Our studies also indicated that MG-SPs were a mixed population of epithelial and
endothelial cells enriched in the expression of a unique surface marker known as endothelial cell selective
adhesion molecule (ESAM). Further studies revealed that ESAM positive cells resided at the base of the
mammary epithelial cells and ESAM provided a surface adhesion molecule through which mammary epithelial
and endothelial cells communicated. The following manuscripts demonstrate our contribution to the field of
mammary gland stem cell biology and cancer stem cells:

a) Behbod F, Xian W, Shaw CA, Hilsenbeck SG, Tsimelzon A, Rosen JM. Transcriptional profiling of
mammary gland side population cells. Stem Cells 2006 Apr; 24(4): 1065-74. PMID: 16282442.

b) Woodward WA, Chen MS, Behbod F, Alfaro MP, Buchholz TA, Rosen JM. WNT/betacatenin mediates
radiation resistance of mouse mammary progenitor cells. Proc Natl Acad Sci USA. 2007 Jan 9;104(2):618-
23. PMC1766434.

c) Zhang M, Behbod F, Atkinson RL, Landis MD, Kittrell F, Edwards D, Medina D, Tsimelzon A, Hilsenbeck
S, Green JE, Michalowska AM, Rosen JM. Identification of Tumor-initiating Cells in a p53 Null Mouse
Model of Breast Cancer. Cancer Research. 2008 June 15;68(12):4674-82. PMC2459340.

d) Behbod F, Vivanco MD. Side population. Methods Mol Biol. 2015;1293:73-81. PMID: 26040682 (PMC# not
required; not NIH funded).

3. In further pursuit of identifying mammary gland stem and progenitor cells, we also utilized single-cell cloning
of a cell line generated in the laboratory of Dr. Medina known as COMMA-D (CD). The CD cells line exhibits
normal in vivo morphogenesis; however, due to their immortalized nature, the mammary structures eventually
become hyperplastic and form tumors. By single cell cloning of cells derived from each SP and NSP, a total of
nine clones were identified, four of which possessed in vivo mammary outgrowth potential. Two of the clones
formed mammary lobuloalveolar structures that contained both ducts and alveoli and were termed multi-potent.
Two of the clones generated either ductal-only or alveolar-only structures and were referred to as ductal-limited

Page 80



Contact PD/PI: Jensen, Roy A

or alveolar-limited, respectively. We also showed that the ductal-limited and alveolar-limited progenitor clones
maintained their faith over several transplant generations. The CD derived progenitor clones have provided
valuable resources for the scientific community interested in studying the cellular and molecular mechanisms
of self-renewal and differentiation in the distinct ductal and alveolar progenitors. For example, Bussard KM and
colleagues demonstrated that the CD derived progenitor cells contain label-retaining cells that asymmetrically
divide and retain their template DNA. The following manuscripts demonstrate our contribution to the field of
mammary gland stem cell biology by the generation of distinct CD derived progenitor and multipotent clones:

a) Bussard KM, Boulanger CA, Kittrell FS, Behbod F, Medina D, and Smith GH. Immortalized, pre-malignant
epithelial cell populations contain long-lived, label-retaining cells that asymmetrically divide and retain their
template DNA. Breast Cancer Research 2010, Oct 21;12(5):R86. PMC3096979.

b) Kittrell FS, Carletti MZ, Kerbawy S, Heestand J, Xian W, Zhang M, LaMarca HL, Sonnenberg A, Rosen JM,
Medina D, Behbod F. Prospective isolation and characterization of committed and multipotent progenitors
from immortalized mouse mammary epithelial cells with morphogenic potential. Breast Cancer research,
April 2011, 13:R41. PMC3219204.

4. We utilized the progenitors clones derived from the CD cell line to study the differential expression of
microRNAs in the distinct mammary stem/progenitor cells. These studies led to the identification of microRNA-
146b and demonstrated that microRNA-146b played a critical role in the maintenance of pregnancy-derived
mammary luminal alveolar progenitors through the regulation of STAT3. | also served as the guest editor for
an issue of the Journal of Mammary Gland Biology and Neoplasia focused on the role of non-coding RNAs in
mammary gland development and breast cancer. The following manuscripts demonstrate our contribution to
the field of non-coding RNAs in mammary gland biology and breast cancer:

a) Elsarraj HS, Stecklein SR, Valdez K, Behbod F. Emerging Functions of microRNA-146a/b in Development
and Breast Cancer: MicroRNA-146a/b in Development and Breast Cancer. J Mammary Gland Biol
Neoplasia. 2012 Mar;17(1):79-87. PMID: 22350993 (not NIH funded).

b) Behbod F, Rosen JM. (Editorial): Mammary Gland Development and Breast Cancer; Connecting the dots
by non-coding RNAs. J Mammary Gland Biology and Neoplasia. 2012 Mar;17(1):1-2. PMID: 22402939 (not
NIH funded).

¢) Hanan S. Elsarraj, Yan Hong, Kelli Valdez, Martha Carletti, Sally M. Salah, Monica Raimo, Daniela
Taverna, Philippe Prochasson, Uddalak Bharadwaj, David J. Tweardy, Lane K. Christenson, and Fariba
Behbod. A novel role of MicroRNA146b in the maintenance of mammary alveolar progenitor cells. Journal
of Cell Science. 2013 Jun 1;126(Pt 11):2446-58. PMC3679487.

Complete list of Published Work in My Bibliography:
http://www.ncbi.nim.nih.gov/sites/myncbi/1HYEd6RnXpJAm/bibliography/40506900/public/?sort=date&directio

n=ascending

D. Research Support

Ongoing Research Support:

P30 GM11076102 (PI: Hanzlik) 08/01/2014 - 06/30/2019
NIH/National Institute of General Medical Sciences

Project: Center of Biomedical Research Excellence in Protein Structure and Function

R01CA172764 (multi-Pl: Cheng/Behbod) 09/01/2013 - 09/01/2018
NIH/NCI

Progression of DCIS to invasive breast cancer through CCR2 chemokine signaling

Major Goals: To elucidate the role of CCR2/CCL2 signaling in DCIS progression to invasive breast cancer.

Completed Research Support:

R21CA187890 (Behbod) 08/26/2014 - 08/25/2016

NIH/NCI

Elucidating cellular heterogeneity among cancer stem cells by Raman Spectroscopy

Major Goals: To utilize Raman spectroscopy combined with flow cytometry in order to perform intracellular
molecular profiling of cancer stem cells.
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No number (Behbod) 08/01/2014 - 07/30/2016

Breast Cancer Research Foundation - AACR Translational Breast Cancer Research

Essential Role of BCL9 in Promotion of Human DCIS to Invasive Ductal Carcinoma

Major Goals: 1) Evaluate BCL9 as a biomarker for DCIS with high risk of progression; 2) Evaluate the role of
BCL9 in DCIS progression to invasion in animal models of disease; 3) Assess effects of pharmacologic
inhibition of BCL9/B-catenin interaction on DCIS progression to IDC.

No Number (Pilot Project PI: Behbod) 07/01/2015 — 06/30/2016
Subproject: Crystal Structure determination of STAT3/BCL9 Complex

Major Goals: to characterize binding interactions between BCL9 and STAT3 by x-ray crystallography and then
use fragment screening to identify chemical compounds to interfere with this binding. The long-term goal is to
find therapeutic strategies for prevention of breast cancer non-invasive to invasive progression.

Role: Pilot Project Principal Investigator

R21CA185460 (Behbod) 05/01/2014 - 04/30/2016

NIH/NCI

Essential Role of BCL9 in Promotion of Human DCIS to Invasive Ductal Carcinoma

Major Goals: To evaluate the role of nuclear vs. cytoplasmic BCL9 in promotion of DCIS invasive progression
and in the formation of a DCIS pro-invasive stromal microenvironment by recruitment of macrophages.

K22CA160587 (Valdez) 07/01/2012 — 06/31/2015

NIH/NCI

Stem cells and their aberrant self-renewal pathways in DCIS malignant progression

Major Goals: To identify hormonal regulation of cancer stem cells in human ductal carcinoma in situ and to
identify population of cancer stem cells that promotes DCIS invasive regulation under the influence of estrogen
and progesterone.

Role: Mentor

BC103299 (Behbod) 03/15/2011 - 04/14/2013
Department of Defense

Raman Tweezer Spectroscopy for the identification of mouse mammary tumor initiating cells

To evaluate the use of intracellular molecular profiling by Laser Raman Tweezer Spectroscopy in order to
identify and characterize mouse mammary tumor initiating cells.

R0O0 CA127462 (Behbod) 06/01/2007 - 05/31/2013

NIH/NCI

Role of Cancer Stem Cells in Malignant Progression of Human DCIS

Major Goals: to test whether premalignant cell lines, SUM225, MCF10ATDCIS.com, and subtypes of human
DCIS contain distinct cancer stem cell subpopulations which exhibit unique cancer stem cell properties.
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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: Cory Robert Bivona, Pharm.D.

eRA COMMONS USER NAME (credential, e.g., agency login): cbivona

POSITION TITLE: Clinical Investigational Pharmacist

EDUCATION/TRAINING (Begin with baccalaureate or other initial professional education, such as nursing,
include postdoctoral training and residency training if applicable. Add/delete rows as necessary.)

Completion
INSTITUTION AND LOCATION (ingGli'zgtl):_le) Date FIELD OF STUDY
PP MM/YYYY
University of Oklahoma, Norman, OK Pharm.D. 06/2010 Pharmacy
University of Kansas Hospital, Kansas City, KS Residency 06/2012 Pharmacy
Board of Pharmaceutical Sciences 11/2013 Board Certified
Oncology Pharmacist

A. Personal Statement

| have specific training in oncology, hematology, BMT and investigational medicine all of which in both the
inpatient and outpatient environment. | have been involved in teaching of students, resident pharmacists and
medical staff in training. This involves not only didactic teaching, but precepting and facilitation in retrospective
research. In my current role in investigational drug services | work with physician groups on protocol writing and
implementation. | also serve as a liaison with the community sites as a pharmacy resource for all cancer studies.

B. Positions and Honors

Positions and Employment:

2012 — 2015 Inpatient/Outpatient Clinical Pharmacist, Hematology/Oncology/Blood & Marrow Transplantation,
University of Kansas Hospital, Kansas City, KS

2013 — pres. Adjunct Clinical Assistant Professor, University of Kansas, School of Pharmacy, Lawrence, KS

2015 — pres. Cancer Care Investigation Pharmacist, University of Kansas Cancer Center, Kansas City, KS

Other Professional Activities:

2013 — pres. Protocol Review and Monitoring Committee, KUMC, Kansas City, KS

2014 —pres. PGY-1 Residency Advisory Steering Council - Scholarly & Research Subcommittee Chair
2015 —pres. Research Abstract Reviewers Workgroup Hematology/Oncology Pharmacy Association
2015 — pres. BCOP Field Testing Workgroup Subcommittee Hematology/Oncology Pharmacy Association

C. Contribution to Science

Published work in the area of cancer therapies:

a) Bray WM, Bivona C, Rockey M, et al. Outcomes for newly diagnosed patients with acute myeloid
leukemia dosed on actual or adjusted body weight. Cancer Chemother Pharmacol. 2015;76(4): 691-7.
PMC4725583

b) Borders, EB, Bivona C, Medina PJ. Mammalian target of rapamycin: biological function and target for
novel anticancer agents. Am J Health Syst Pharm. 2010;67(24):2095-106. PMID: 21116000 (PMC# not
required; not NIH funded)
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D. Research Support

Ongoing Research Support:
None

Completed Research Support:
None
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NAME: Prabhakar Chalise, PhD

eRA COMMONS USER NAME: PCHALISE

POSITION TITLE: Research Assistant Professor of Biostatistics

EDUCATION/TRAINING

Completion
INSTITUTION AND LOCATION DEGREE Date FIELD OF STUDY
Tribhuvan University, Kathmandu, Nepal MSc 12/98 Statistics, Mathematics
University of Arkansas, Fayetteville, AR MS 08/05 Statistics
Florida State University, Tallahassee, FL PhD 12/09 Biostatistics
Mayo Clinic, Rochester, MN Postdoctoral 10/11 Statistical Genetics

A. Personal Statement

High-throughput ‘omic data, such as, gene expression, DNA methylation, DNA copy number, has played
instrumental role in furthering our understanding of the molecular basis in states of human health and disease.
As cells with similar morphological characteristics can exhibit entirely different molecular profiles and because
of the potential that these discrepancies might further our understanding of patient-level variability in clinical
outcomes, there is significant interest in the use of high-throughput ‘omic data for the identification of novel
molecular subtypes of a disease. To this end, my primary research interest is in the development and
application of integrative statistical methods using the multilevel ‘omics data to identify the subtypes of cancer.

| joined University of Kansas Medical Center in 2011 as a research assistant professor. | have had very good
experience in working in cancer research. | have collaborated in several internally and externally funded
projects including NIH funded projects. Through these studies and other ongoing collaborations, | have had
extensive experience in working with multiple types of epigenomic, genomic and proteomic data including the
data generated by both microarray and sequencing technology. Most of these studies are focused on
analyzing and developing new integrative approaches for the disease risk association studies using both
molecular data such as SNP, mRNA expression, DNA methylation and clinical data.

My role in the Cancer Center Support Grant (CCSG) is to support the researchers with the various aspects of
statistical analysis needs. Examples of my contributions are writing the statistical analysis plan for research
proposals, designing the experiments, analyzing the collected data and interpretation of the results in the
context of study and preparation of manuscript out of the research findings.

B. Positions and Honors

Positions and Employment

1999-2003 Assistant Professor and Researcher, Tribhuvan University, Nepal

2003-2005 Graduate Teaching Assistant, University of Arkansas, Fayetteville, AR

2005-2009 Graduate Teaching and Research Assistant, Florida State University, FL

2009-2011 Post Doctoral Research Fellow, Mayo Clinic, Rochester, MN

2011- Research Assistant Professor, University of Kansas Medical Center, Kansas City, KS
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Other Experience and Professional Memberships

1998- Member, Statistical Association of Nepal

2005- Member, American Statistical Association

2009- Member, International Biometric Society, ENAR

2009- Member, International Genetic Epidemiology Society

2014- Member, University of Kansas Cancer Center

Honors

1997 Best First Year Student, Tribhuvan University, Nepal

2002 Best Lecturer, Pashupati Multiple Campus, Tribhuvan University, Nepal

C. Contribution to Science

1. Integrative analysis approach of several genotypic and phenotypic data sets: The recent development
of high throughput genomic technologies has generated several types of genomic datasets on same set of
patient samples e.g. MRNA gene expression, DNA methylation, DNA copy number etc. The interaction of
biological processes manifesting in different data types measured by such genomic assays can have important
implications for disease development and progression. Therefore, it is very important to take into account the
multiple datasets together in order to optimize strength of biological information across multiple assays relevant
to the disease of interest. | am actively involved in both the methods development and application aspects of
such integrative data analyses which have helped in understanding the integrative framework of disease-
biomarker association.

a) Chalise P and Fridley B. Comparison of performances of various penalty functions on Sparse
Canonical Correlation Analysis. Computational Statistics and Data Analysis, 56: 245-254, 2012.
PMCID: PMC3185379

b) Chalise P, Fridley B, Batzler Anthony and Liewei Wang. Simultaneous analysis of multiple data types
in pharmacogenomic studies using weighted sparse canonical correlation analysis. OMICS: A Journal
of Integrative Biology, 16(7-8):363-373, July/August 2012. PMCID: PMC3394856

c) Koestler DC, Chalise P, Cicek MS, Cunningham JM, Armasu S, Larson MC, Chien J, Block M, Kalli KL,
Sellers TA, Fridley BL and Goode EL. Integrative genomic analysis identifies epigenetic marks that
mediate genetic risk for epithelial ovarian cancer. BMC Medical Genomics 7(1)8, 2014. PMCID:
PMC3916313

d) Chalise P, Koestler DC, Bimali M, Yu Q and Fridley BL. Integrative Clustering methods for High-
Dimensional Molecular Data. Translational Cancer Research,3(3), 202-216, 2014. PMCID:
PMC4166480

2. Association analysis of Copy number variation and survival of Ovarian Cancer: Copy number variants
(CNVs) occur commonly in the genome and have been implicated in risk of complex diseases including
prostate cancer, neuroblastoma, and schizophrenia. A few studies have shown the association of the CNVs
with the survival of the patients. My collaborative work on the association of CNVs with the ovarian cancer
survival has helped in understanding strength of such association further. Also, we have been able to propose
improvements on the analysis approach.

a) Breheny P, Chalise P, Batzler A, Wang L and Fridley B. Genetic Association studies of copy number
variation: should assignment of copy number states precede testing? PLoS ONE 7(4): e34262.
doi:10.1371/journal.pone.0034262, 2012. PMCID: PMC3320903

b) Fridley BL*, Chalise P*, Tsai Y-Y, Sun Z, Vierkant RA, Larson MC, Cunningham JM, Iversen ES,
Fenstermacher D, Barnholtz-Sloan J, Asmann Y, Risch HA, Schildkraut JM, Phelan CM, Sutphen R,
Sellers TA and Goode EL. Germline copy number variation and ovarian cancer survival. Frontiers in
Cancer Genetics, 3:142. doi:10.3389/fgene.2012.00142, 2012. PMCID: PMC3413872

*Signifies shared first-authorship
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3. Assessment of time scales in Cox proportional hazards Model: The Cox proportional hazards model is
widely used for analyzing associations between risk factors and occurrences of events. One of the essential
requirements of defining Cox proportional hazards model is the choice of a unique and well-defined time scale.
Two time scales are generally used in epidemiological studies: time-on-study and chronological age. The
former is the most frequently used time scale both in clinical studies and longitudinal observation studies.
However, there is no general consensus on which time scale is the most appropriate for a given question or
study. My work on this topic has helped in understanding the role of time scales in modeling the survival data
and has helped in deciding what time scale to choose in the context of the study.

a) Chalise P, Chicken E and McGee D. Baseline Age Effect on Parameter Estimates in Cox Model.
Journal of Statistical Computation and Simulation, 82(12):1767-1774, 2012.Not NIH funded

b) Chalise P, Chicken E and McGee D. Performance and Prediction for Varying Survival Time Scales.
Communications in Statistics —Simulation and Computation, 42(3): 636-649, 2013. Not NIH funded

c) Chalise P, Chicken E and McGee D. Time scales in epidemiological analysis: an empirical analysis.
International Journal of Statistics and Probability, 5(3): 91-101, 2016. Not NIH funded

4. Study design and analysis for some collaborative projects including diet and nutrition: One of my
very important areas of research is in the design of study and the association analyses of the outcomes. There
are numerous projects | am working on to this end. Results of such on-going projects have been shared with
other researchers in national and international conferences.

a) Hamilton-Reeves J, Bechtel M, Hand Lauren, Schleper A, Yankee T M, Chalise P, Lee E K, Mirza M,
Whyre H, Griffin J and Holzbeierlein J. Effects of immunonutrition for cystectomy on immune response
and infection rates: a pilot randomized controlled clinical trial. European Urology. 69, 389-392, 2016.
PMCID:PMC4793712

b) Cappendijk SLT, Carrier N., Miller GF, Chalise P, Pirvan DF, Santos AA, Hallquist M, James JR. In
vivo nicotine exposure in the zebra finch; a promising innovative animal model to use in
neurodegenerative disorders related research. Pharmacology, Biochemistry and Behavior, 96: 152-159,
2010. PMID:20471408

c) Chicken, E., Chalise P., and Loper, D. Conduit prevalence in the Woodville Karst Plain. ASCE 327:
303-312, doi:10.1061/41003(327)29, 2008. Not NIH funded

d) Upadyayula S, Ramaswamy M, Chalise P, Daniels J and Freudenberg N. The Association of Ethnic
Pride with Health and Social Outcomes among Young Black and Latino Men after Release from Jail.
Youth and Society doi: 10.1177/0044118X15576736, 2015. Not NIH funded

Complete List of Published Work
My bibliography page on NCBI:

http://www.ncbi.nlm.nih.gov/sites/myncbi/1Rqgf3 xLoJck2/bibliography/48693604/public/?sort=date&direction=a
scending

D. Research Support

Ongoing Support:

RO1 HDO76450 Chennathukuzhi (PI) 08/12/2013 - 04/30/2018

NIH

The Role of REST in the Pathogenesis of Uterine Fibroids

The goal of this project is to understand the molecular pathogenesis of uterine fibroids so that safe and
efficacious therapies could be developed to treat this disease in the future. The project in vitro and in vivo
experimental models to elucidate the role of REST and its target genes in the development of uterine fibroids.
Role: Co-Investigator

P30CA168524 Jensen (PI) 07/11/2012-06/30/2017
NIH/NCI
Cancer Center Support Grant
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The University of Kansas Cancer Center Grant is a growing matrix organization that aims to leverage unique
scientific assets to build a nationally significant cancer research and treatment center that will become the
leading academic institution in the world for transforming discoveries in the laboratory into new therapeutic
approaches.

Role: Statistician

Completed Support:

UL1TRO00001/TR0O00119/TR000120 Barohn (P1) 06/01/2011 - 02/29/2016

NIH

Heartland Institute for Clinical and Translational Research

Create a new academic home with training programs for clinical and translational investigators, provide an
enhanced coordinated translational research infrastructure and actively engage the community in developing,
testing and disseminating translational research.

Role: Co-Investigator

R21 CA182715 Fridley (PI) 12/01/2013 - 11/30/2015

NIH/NCI

Bayesian Integrative Clustering for Determining Molecular Based Cancer Subtypes

To develop and apply a novel statistical model for determining molecular subtypes and to validate an ovarian
cancer profile in two independent studies

Role: Co-Investigator

R21 CA140879 Fridley (PI) 08/01/2009 — 07/31/2011

NIH/NCI

Integrative Genomic Models for Pharmacogenomic Studies

The goal of this research is to combine various sources information collected into Bayesian models to aid in
the understanding of the complex relationship between the genome and drug response.

Role: Co-Investigator
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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: Julia A. Chapman, MD

eRA COMMONS USER NAME (credential, e.g., agency login): jchapman2

POSITION TITLE: Associate Professor, Director of Gynecologic Oncology

EDUCATION/TRAINING (Begin with baccalaureate or other initial professional education, such as nursing,
include postdoctoral training and residency training if applicable. Add/delete rows as necessary.)

INSTITUTION AND LOCATION (ifg'sgizgﬁe) COTA?\}I’?:;%B"’“ FIELD OF STUDY
University of California, Los Angeles, CA B.S. 1980
University of California, Irvine, CA M.D. 1985 Medicine
University of California, Irvine, CA Residency 1989 Ob/Gyn
Union Memorial Hospital, Baltimore, MD Training 1990 Pelvic Surgery
University of California, Irvine, CA Fellow 1994 Gynecologic Oncology

A. Personal Statement
I have the clinical expertise, training, and motivation to carry out the proposed research project for the Cancer
Program at the University of Kansas. | have over 20 years of both clinical experience in the treatment of
women with gynecologic malignancies, as well as in the initiation and maintenance of GOG trials here at the
University of Kansas Medical Center. While my role has been predominately clinical, | had maintained the
division as the sole provider for over 7 years and have been a constant motivator to ensure the success of the
division, despite the flux in personnel. This has included not only attracting 2 new Gynecologic Oncologists,
one in 2015 and another to arrive August 2016, both of whom have a strong interest and will be able to focus
on research, but also have the ability to now focus on Investigator Initiated trials. Furthermore, we have been
able to continue with our Disease Working Group and involvement in NRG/GOG, promote the Phase 1 clinical
trials in our patient population, and have now expanded our clinical focus into the Clinical Research Center. All
of these efforts have increased our focus and promotion of clinical research in our patient population.
Furthermore, our division has maintained an active relationship with Dr. A. Godwin and his Laboratory over the
past 5 years; we are currently involved with both Tumor Tissue Banking (Biomarkers HSC 5929), as well as
BioDepository/Tampon Trial.
1. 1IT-2016-AJ-GYN-HIPEC-Ovarian: Heated Intraperitoneal Chemotherapy (HIPEC) in primary ovarian
cancer patients. First IIT; Awaiting draft protocol.
2. Awaiting final draft on HIPEC Chemotherapy in Recurrent Ovarian Cancer, Jewell, A. and Chapman, J.
3. BioDepository/Tampon Trial
B. Positions and Honors
Positions and Employment:
1994 — 2002 Assistant Professor, Dept. of Gynecologic Oncology, University of Kansas Medical Center
(KUMC), Kansas City, KS
2002 — pres  Associate Professor, Dept. of Gynecologic Oncology, KUMC, Kansas City, KS
2003 — pres  Director of Gynecologic Oncology, KUMC, Kansas City, KS
2012 — pres Medical Director, Gynecologic Oncology, KUMC, Kansas City, KS

Professional Memberships:

1995 — pres Member, Society of Gynecologic Oncologists
1995 — pres  Member, Gynecologic Oncology Group

1999 — pres Member, American Society of Clinical Oncology
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Honors:

1985 James H. McClure Award, University of California Irvine
1999 Resident Teacher of the Year, CREOG

2000 Outstanding professor of the Year, ACOG District VI

C. Contribution to Science:

1. One of my earliest publications concerned the impact of integrative medicine into the care of women with
cancer, showing that alternative therapies had no negative impact in the care of my patients. Although this was
only a small trial, it helped address a major issue that patients with cancer have-that of integrating lifestyle
changes and nutritional therapies into their care.
a) Drisko JA, Chapman J, Hunter VJ. The use of antioxidant therapies during chemotherapy. Gynecol
Oncol 2003 Mar;88(3). PMID: 12672707
b) MaY, Chapman J, Levine M, Polireddy K, Drisko J, Chen Q. High-dose parenteral ascorbate enhanced
chemosensitivity of ovarian cancer and reduced toxicity of chemotherapy. Sci Transl Med 2014 Feb
5;6 (222). PMID: 24500406 (PMC# not required; not NIH funded)

2. After being on Medical Leave for 9-1/2 months, with collaboration with Surgical Oncology, we initiated and
completed an approximately 20 patient experience of HIPEC in patients with recurrent colon as well as in
women with recurrent ovarian cancer. Due to the smaller size and short follow-up, we are currently evaluating
our outcomes. However, based upon this initial experience, with one of my new colleagues, we are in the
process of initiating a clinical trial using HIPEC therapy in the upfront setting. This will be our first IIT.

3. Maintained over the past 4-5 years a collaborative involvement with Dr. Andrew Godwin and Dr. Ossama
Tawfik (pathology) in developing and expanding a tumor biorepository. This collaborative involvement also
extended into the maternal-fetal division with completion of a blood/tissue collection evaluation of miRNA.

a) Abstract — Small Nucleolar RNA U14 Promote Cell Cycle Progression in Ovarian Cancer. Dong Y,
Mason C, Weiner C, Chapman J, Reynolds E, Johnson, G. Oral presentation at the Society of
Reproductive Investigation’s 63 Annual Scientific Meeting. March 19, 2016

D. Research Support

Ongoing Research Support:

Active clinical trials:

GOG 0252 A Phase Il Clinical Trial of Bevacizumab with IV versus IP Chemotherapy in Ovarian, Fallopian
Tube and Primary Peritoneal Carcinoma NCI-Supplied Agent(s): Bevacizumab (NSC #704865, IND #7921)

GOG 0262 A Randomized Phase Il Trial Of Every-3-Weeks Paclitaxel Versus Dose Dense Weekly Paclitaxel
In Combination With Carboplatin With Or Without Concurrent And Consolidation Bevacizumab (Nsc #704865,
Ind #113912) In The Treatment Of Primary Stage lii Or Iv Epithelial Ovarian,Peritoneal Or Fallopian Tube
Cancer

GOG 3001 (through Amgen) A Phase 3 Randomized, Double-blind, Placebo-controlled, Multicenter Study of
AMG 386 With Paclitaxel and Carboplatin as First-line Treatment of Subjects With FIGO Stage IlI-IV Epithelial
Ovarian, Primary Peritoneal or Fallopian Tube Cancers

GOG 3003 A Randomized, Double-Blind, Placebo-Controlled Phase li Study Of Vix 2337 In Combination With
Pegylated Liposomal Doxorubicin (PId) In Patients With Recurrent Or Persistent Epithelial Ovarian, Fallopian
Tube Or Primary Peritoneal Cancer

GOG 0225 Can Diet and Physical Activity Modulate Ovarian, Fallopian Tube and Primary Peritoneal Cancer
Progression-Free Survival?
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GOG 0261 A Randomized Phase Il Trial of Paclitaxel Plus Carboplatin Versus Ifosfamide Plus Paclitaxel in
Chemotherapy- Naive Patients with Newly Diagnosed Stage I-1V, Persistent or Recurrent Carcinosarcoma
(Mixed Mesodermal Tumors) of the Uterus, Fallopian Tube, Peritoneum or Ovary

GOG 3005 Veliparib With Carboplatin & Paclitaxel & as Continuation Maintenance Therapy in Subjects With
Newly Diagnosed Stage Il or IV, High Grade Serous, Epithelial Ovarian, Fallopian Tube, or Primary Peritoneal
Cancer

IMGN853-0401 First-in-Human Study to Evaluate IMGN853 in Adults With Ovarian Cancer and Other FOLR1-
Positive Solid Tumors

NRG-GY004 Olaparib or Cediranib Maleate and Olaparib Compared With Standard Platinum-Based Chemo in
Treating Patients With Recurrent Platinum-Sensitive Ovarian, Fallopian Tube, or Primary Peritoneal Cancer

GOG 0209 — Randomized Phase Ill Trial of Doxorubicin/Cisplatin/Paclitaxel and G-CSF versus Carboplatin/
Paclitaxel in patients with Stafe Il and IV or Recurrent Endometrial Cancer

GOG 0219 A Phase lll, Randomized Trial Of Weekly Cisplatin And Radiation Versus Cisplatin And
Tirapazamine (Ind #46525) And Radiation In Stage Ib2, lia, lib, liib And lva Cervical Carcinoma Limited To The
Pelvis

GOG 0240 A Randomized Phase Il Trial Of Cisplatin Plus Paclitaxel With And Without Nci-Supplied
Bevacizumab (Nsc #704865, Ind #7921) Versus The Non-Platinum Doublet, Topotecan Plus Paclitaxel, With
And Without Nci-Supplied Bevacizumab, In Stage Ivb, Recurrent Or Persistent Carcinoma Of The Cervix.

GPG 0086P A Three Arm Randomized Phase Il Study of Paclitaxel/Carboplatin/Bevacizumab (NSC#704865,
IND#7921), Paclitaxel/Carboplatin/Temsirolimus(NSC#683864, IND#61010) and Ixabepilone (NSC#710428,
IND#59699)/Carboplatin/Bevacizumab as Initial Therapy for Measurable Stage Ill OR IVA, Stage IVB, or
Recurrent Endometrial Cancer

GOG 0249 A Phase lll Trial Of Pelvic Radiation Therapy Versus Vaginal Cuff Brachytherapy Followed By
Paclitaxel/Carboplatin Chemotherapy In Patients With High Risk, Early Stage Endometrial Carcinoma

GOG 0274 — Outback A Phase Il Trial Of Adjuvant Chemotherapy As Primary Treatment For Locally
Advanced Cervical Cancer Compared To Chemoradiation Alone: The Outback Trial

GOG 0270 GROningen INternational Study on Sentinel Nodes in Vulvar Cancer (GROINSS-V)Il: An
Observational Study

RTOG 1203 A Randomized Phase lll Study Of Standard Vs. IMRT Pelvic Radiation For Post-Operative
Treatment Of Endometrial And Cervical Cancer (TIME-C)

GOG 0263 Randomized Phase Il Clinical Trial Of Adjuvant Radiation Versus Chemoradiation In Intermediate
Risk, Stage I/lia Cervical Cancer Treated With Initial Radical Hysterectomy And Pelvic Lymphadenectomy

GOG 0265 Vaccine Therapy in Treating Patients With Persistent or Recurrent Cervical Cancer

TREG-001-00-V2-1209 A Registry of Caris Target Now Test Results (Biomarker Expression Patterns) for
Evaluation of Correlation With Clinical Outcomes for Cancer

Recently Completed Research Support: None
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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: Teresa J. Christenson

eRA COMMONS USER NAME (credential, e.g., agency login):

POSITION TITLE: Associate Director for Administration

EDUCATION/TRAINING (Begin with baccalaureate or other initial professional education, such as nursing,
include postdoctoral training and residency training if applicable. Add/delete rows as necessary.)

DEGREE Completion

(if Date FIELD OF STUDY
INSTITUTION AND LOCATION applicable) MM/YYYY

University of Nebraska, Lincoln BS 05/1988 Actuarial Science

A. Personal Statement

As the Associate Director for Administration since 2006, my role involves providing administrative support
to efficiently meet KUCC'’s goals. My responsibilities include cancer grant support services, cancer grant
administration, human resource functions, communications strategies, fiscal management of the Cancer
Center and its shared resources, facilities management, planning and evaluation processes, general
administrative functions and Information Technology services.

| have 22 years of management experience in business development, product development, and project
management in the financial services industry.

B. Positions and Honors

Positions and Employment

1988-1996 Associate Actuary, ING Groep NV, Des Moines, 1A
1996-1999 Vice President and Actuary, Product Development, ING Group NV, West Chester, PA
1999-2004 Vice President, Software Quality Assurance and Testing, West Chester, PA

2005 Management Analyst, School of Medicine, University of Kansas Medical Center, Kansas City,
KS

2006 Director of Finance, The University of Kansas Cancer Center, University of Kansas Medical
Center, Kansas City, KS

2006 Associate Director of Administration, The University of Kansas Cancer Center, University of

Kansas Medical Center, Kansas City, KS

Other Experience and Professional Memberships

1988 Member, Society of Actuaries
1990 Associate, Society of Actuaries

C. Contribution to Science

N/A
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D. Research Support

Ongoing Support:

P30 CA168524 Jensen (PI) 07/01/2012 - 06/30/2017

Cancer Center Support Grant (CCSG)

Major Goals: The University of Kansas Cancer Center is a growing matrix organization that aims to
leverage unique scientific assets to build a nationally significant cancer research and treatment center that
will become the leading academic institution in the world for transforming discoveries in the laboratory into
new therapeutic power one part one approaches.

Role: Associate Director for Administration

Completed Support:

N/A
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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: James Coster, MD

eRA COMMONS USER NAME (credential, e.g., agency login):

POSITION TITLE: Assistant Professor, Department of Radiation Oncology

EDUCATION/TRAINING (Begin with baccalaureate or other initial professional education, such as nursing,
include postdoctoral training and residency training if applicable. Add/delete rows as necessary.)

Completion
INSTITUTION AND LOCATION (ifzﬁglizgge) Date FIELD OF STUDY
MM/YYYY
University of lllinois, Urbana-Champaign, IL BS 07/1984 | Biology
University of Illinois, Champaign/Chicago MD 06/1988 | Medicine
Mayo Graduate School of Medicine, Rochester, MN Residency 06/1993 | Radiation oncology
Mayo Graduate School of Medicine, Rochester, MN Fellowship 06/1992 Radiation oncology

A. Personal Statement

| have served on the Protocol Review and Monitoring Committee at the University of Kansas for three years. |
have been actively involved in clinical cancer research for the past 28 years, initially as a trainee and fellow at
the Mayo Clinic-Rochester, MN, then as a member of Radiation Oncology Associates of Kansas City and U.S.
Oncology. During that time | was a principal investigator for both phase Il and phase Il trials and remained an
active member of several national cooperative research groups. | have published a number of abstracts,
journal articles and text book chapters highlighting aspects of that research over the past three decades.

The Radiation Oncology Department at the University of Kansas has been one of the most active and
productive in the United States in clinical trial participation in recent years, particularly in the RTOG/NRG
arena, generating a large number of publications each year.

B. Positions and Honors

Positions and Employment:

1992 — 1993 Instructor, Mayo Graduate School of Medicine, Rochester, MN

1993 — 2005 Medical Director, Johnson County Radiation Therapy

2005 - 2011 Executive Board, Kansas City Cancer Centers

2011 — pres. Assistant Professor, Radiation Oncology, University of Kansas Medical Center, Kansas City, KS

Other Professional Activities:
1993 — 2010 Cancer Committee, Overland Park Regional Medical Center, St. Joseph Health Center,
Shawnee Mission Medical Center

Honors and Awards:
1987 — 1988 Simon Kramer clinical research scholarship via Thomas Jefferson University

C. Contribution to Science

1. It has long been recognized that radiation therapy negatively impacts dentition but whether or not this is due
to direct effects, indirect effects or a combination thereof has been unclear. Animal models have not been
useful in clarifying these issues. In an extensive collaboration with experts at the University of Missouri-Kansas
City School of Dentistry, via careful subsection analysis of more than 1800 teeth which were in, adjacent to or
beyond radiation portals, we were able to construct curves defining the relationship between radiation dose
and dental breakdown clarifying the relative impact of indirect effects (loss salivary flow) and direct effects.
These data represent the first human data analyzing this issue.
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a) Walker MP, Wichman B, Cheng AL, Coster J, “Impact of Radiotherapy Dose on Dentition Breakdown
in Head and neck Cancer Patients”, Pract Radiat Oncol. 2011;1: 142-148. PMC3156461

2. Since the advent of megavoltage radiation therapy units, postoperative radiation therapy has been a
component of standard management for patients with metastatic squamous cell carcinoma of unknown origin
arising within the head/neck. Whether or not favorable subsets of patients might be able to avoid postoperative
radiotherapy without compromising tumor control was unclear until my colleagues and | analyzed a large series
of patients at the Mayo Clinic-Rochester among whom postoperative radiation therapy had been withheld. A
surgery-only approach was a unique institutional policy at the Mayo Clinic. In analyzing and comparing
patterns of recurrence stratified by risk profile, we were able to identify risk thresholds below which radiation
therapy could be safely withheld. This was a practice-changing analysis.

a) Coster JR, Foote RL, et al, “Cervical Nodal Metastasis of Squamous Cell Carcinoma of Unknown
Origin: Indications for Witholding Radiation Therapy”, Int J Radiat Oncol Biol Phys. 1992;23: 743-749.
PMID: 1618667

3. During the first several years of my career | was involved in both laboratory and human research on the
combined effects of hyperthermia and external beam radiation therapy on both normal tissues and tumor cells.
| was involved in the earliest detailed work involving in vivo combined hyperthermia and radiation therapy at
Thomas Jefferson University in collaboration with Dr. Leslie Tupchong as parameters and toxicity criteria were
being defined which hopefully lead to standard of care for application of hyperthermia in humans. | later carried
this work forward to the Mayo Clinic-Rochester where | performed animal studies to define toxicity parameters
for application of intraoperative hyperthermia.

As part of a national phase Il trial, we recently demonstrated the efficacy of adding docetaxel to traditional
adjuvant treatment for men with locally aggressive prostate cancer status post prostatectomy.

a) Kumar P, VanVeldhuizen P, Thompson, M, Shen X, Coster J, et al, “Preliminary updated results of a
phase I/l trial using trimodality therapy in patients with post-prostatectomy high-risk pathologic (p) T2-
3NOMO prostate cancer”, J Clin Onc. 2014;32, e16084 (not NIH funded).

4. In an effort to streamline a nationwide network of oncology practices in the United States with over 1200
practicing oncologists, | chaired and authored the pathway algorithms for breast cancer radiotherapy. This was
a key component of the first nationwide pathway program in the United States. This pathway program was
ultimately a critical part of the Value Pathways and Quality Initiatives program adopted by McKesson Health.

D. Research Support

Ongoing Research Support:
N/A

Completed Research Support:
N/A
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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: James W. Coulter, BSN

eRA COMMONS USER NAME (credential, e.g., agency login):

POSITION TITLE: Midwest Cancer Alliance Clinical Trials Director

EDUCATION/TRAINING (Begin with baccalaureate or other initial professional education, such as nursing,
include postdoctoral training and residency training if applicable. Add/delete rows as necessary.)

Completion
INSTITUTION AND LOCATION (ifDaEGIiiaEkﬁe) Date FIELD OF STUDY
PP MM/YYYY
University of Missouri at Kansas City, MO B.Sc. 05/1972 Biology
Rockhurst University, Kansas City, MO BSN 12/1994 Nursing

A. Personal Statement

| have the education and experience to manage and support clinical trial activities at the University of Kansas
Cancer Center and the Midwest Cancer Alliance. | have worked as a research nurse on Phase | clinical trials
and as a research nurse and monitor/manager of Phase Il - Ill oncology clinical trials. | am familiar with the
regulatory requirements, human subject protections and nursing support necessary to manage enrollments,
eligibility, treatment decisions and assessments needed for successful clinical trials.

B. Positions and Honors

Positions and Employment:

1995 — 1996 Staff Nurse, Research Medical Center, Kansas City, MO

1996 — 2009 Health Law Analyst, Shughart, Thompson & Kilroy, Kansas City, MO

1997 — 2010 Phase | Research Nurse (PRN), Quintiles, Overland Park, KS

2009 — 2010 Research Nurse Manager, KU Cancer Center, University of Kansas Medical Center, Kansas
City, KS

2010 — Pres. Clinical Trials Director, Midwest Cancer Alliance, KU Cancer Center, University of Kansas
Medical Center, Kansas City, KS

C. Contributions to Science
Not applicable.

D. Research Support

Ongoing Research Support:
None

Completed Research Support:
None
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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: Francisco J. Diaz, PhD

eRA COMMONS USER NAME (credential, e.g., agency login): fidiaz

POSITION TITLE: Associate Professor

EDUCATION/TRAINING (Begin with baccalaureate or other initial professional education, such as nursing,
include postdoctoral training and residency training if applicable. Add/delete rows as necessary.)

Completion
INSTITUTION AND LOCATION (if[;lEGliigkl):_le) Date FIELD OF STUDY
P MM/YYYY
National University of Colombia, Medellin, Colombia B.S. 1993 Mathematics
National University of Colombia, Medellin, Colombia. M.S. 1996 Statistics
University of Kentucky, Lexington, USA Ph.D. 2002 Statistics

A. Personal Statement

| am an experienced biostatistician who has participated in a substantial humber of collaborative research
projects concerning physiologic, medical and pharmacological issues, and the author or co-author of more than
90 articles published in prestigious medical or pharmacological journals. Thus, my extensive methodological
expertise, and my experience in the application of statistical methods to a wide range of medical and
pharmacological research will guarantee appropriate data analysis and effective contribution to study design
and sample size computation.

As a biostatistician of the BISR of the University of Kansas Medical Center, | will provide collaborative support
on study design/trial design, data quality control, statistical analysis, interpretation of results, data coordination,
power and sample size of studies conducted by University of Kansas Cancer Center Members. This includes
but is not limited to phase |, phase Il and phase I/l clinical trials and animal studies. In the Protocol Review
and Monitoring Committee (PRMC) | will statistically review human subject cancer or cancer-related protocols
to help establish their relative priority to the institutional mission, by assessing the appropriateness of their
statistical plans and sample sizes.

B. Positions and Honors
Positions and Employment:

1992-1993  Teaching assistant in statistics, Department of Mathematics, National University of Colombia,
Medellin, Colombia.

1994 Instructor in statistics, Department of Mathematics, National University of Colombia, Medellin,
Colombia.
1995 Teaching assistant in statistics, Department of Mathematics, National University of Colombia,

Medellin, Colombia.
1996-2002  Associate Instructor in statistics, Department of Mathematics, National University of
Colombia, Medellin, Colombia.
1998 Teaching assistant in statistics, Department of Statistics, University of Kentucky, Lexington, KY.
1999-2001 Statistician, Mental Health Research Center, University of Kentucky, Lexington, KY.
2002-2009  Statistics consultant, Mental Health Research Center, University of Kentucky, Lexington, KY.
2003-2006 Assistant professor, Department of Statistics, Universidad Nacional de Colombia, Medellin,
Colombia.
2003-2006 Director of Undergraduate and Graduate Studies, Department of Statistics, National
University of Colombia, Medellin, Colombia.
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2007-2009  Associate Professor, Department of Statistics, National University of Colombia, Medellin,

Colombia.

2009-present Associate Professor, Department of Biostatistics, University of Kansas Medical Center, Kansas
City, KS.

Honors:

1996 “Meritorious M.S. Thesis”. Award given by the School of Sciences of the Universidad Nacional
de Colombia to my M.S. thesis.

1999 “Graduate School Fellowship”. Awarded by the Graduate School of the University of Kentucky,
Lexington, USA.

2000 “Graduate School Fellowship”. Awarded by the Graduate School of the University of Kentucky.

2000-2001  "Raymond W. Rishel Prize for Best Student in Applied Probability". Awarded by the Department
of Statistics of the University of Kentucky.

2005-present Editorial Board, Colombian Journal of Statistics (Revista Colombiana de Estadistica).

2006-2008  “Significantly Superior Faculty”. Distinction awarded by the Faculty of Sciences of the National
University of Colombia at Medellin, Colombia.

2007 Juror of the “Third National Award for Rheumatology Research”. | was part of the committee
that awarded the prize for the best research poster presented to the “XI Colombian Meeting on
Rheumatology”, Medellin, Colombia.

2010-present Biostatistical Reviewer for the Clinical & Integrative Cardiovascular Science (CICS) Study
Section of the National Institutes of Health (NIH) (in years 2010, 2011, 2013, 2014).

2011-2013  Editorial Advisory Board, Current Pharmacogenomics and Personalized Medicine.

2014 Biostatistical Reviewer for the NASA Crew Health, Teamwork, Behavior and Sleep Panel.
Washington D.C.(two times: March 3-4, and August 27, 2014).
2015 Reviewer for the National Institute of Arthritis and Musculoskeletal and Skin Diseases (NIAMS)

Study Section of the National Institutes of Health (NIH). Washington DC., October 27-28, 2015.

C. Contributions to Science

1. As a result of my collaborative work in the High Throughput Screening (HTS) laboratory of the
University of Kansas, | developed statistical methods for testing toxic and dose-response effects of
chemical compounds using cell based assays. This work was motivated by the need of statistical methods
for selecting effective compounds from big libraries of chemicals in order to support both drug repurposing and
combinatorial chemistry research, and ultimately to expedite the finding of pharmacological cures. Part of this
work (Diaz et al. 2013) was featured in the August, 2013 issue of Global Medical Discovery. These methods
are published in:

a) Diaz, F.J., McDonald, P.R., Roy, A., Taylor, B., Price, A., Hall, J., Blagg, B.S.J., Chaguturu, R. (2013)
Compound ranking based on a new mathematical measure of effectiveness using time course data
from cell-based assays. Combinatorial Chemistry & High Throughput Screening, 16:168-179.
PMC3655799.

b) Diaz, F.J., McDonald, P.R., Pinter, A., Chaguturu, R. (2015) Measuring and statistically testing the size
of the effect of a chemical compound on a continuous in-vitro pharmacological response through a new
statistical model of response detection limit. Journal of Biopharmaceutical Statistics, 25: 757-780.
PMID: 24905187, PMC in process.

2. My methodological research has been published in highly regarded statistical journals including
Statistics in Medicine, Journal of Biopharmaceutical Statistics, and Journal of Computational and Graphical
Statistics, as well as in prestigious pharmacological journals including Clinical Pharmacokinetics, Therapeutic
Drug Monitoring, Pharmacopsychiatry, and Combinatorial Chemistry & High Throughput Screening. In
particular, | have developed applications of random effects linear models to drug dose individualization and
personalized medicine. My research demonstrates that these models may provide more accurate predictions
of blood drug levels than the models traditionally used in therapeutic drug monitoring. | believe that random
effects linear models will revolutionize the mathematical theory and practical applications of pharmacology and
personalized medicine. Examples of publications:
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a) Diaz, F.J., Berg, M.J., Krebill, R., Welty, T., Gidal, B.E., Alloway, R., Privitera, M. (2013). Random-
effects linear modeling and sample size tables for two special cross-over designs of average
bioequivalence studies: the 4-period, 2-sequence, 2-formulation and 6-period, 3-sequence, 3-
formulation designs. Clinical Pharmacokinetics, 52:1033-1043. PMID: 24085600 (PMC# not required,;
not NIH funded)

b) Diaz, F.J., Yeh, H-W., de Leon, J. (2012). Role of statistical random-effects linear models in
personalized medicine. Current Pharmacogenomics and Personalized Medicine, 10, 22-32. PMCID:
PMC3580802.

c) Diaz, F.J., Cogollo, M., Spina, E., Santoro, V., Rendon, D.M., de Leon, J. (2012). Drug Dosage
Individualization Based on a Random-Effects Linear Model. Journal of Biopharmaceutical Statistics, 22,
463-484. PMID: 22416835 (not NIH funded)

d) Diaz, F.J. (2016) Measuring the individual benefit of a medical or behavioral treatment using
generalized linear mixed effects models. Statistics in Medicine, 2016 Jun 20. D0i:10.1002/sim.7005.
PMID: 27323698 (not NIH funded)

3. | have authored or co-authored a significant number of articles investigating the pharmacokinetics
and side effects of psychotropic drugs. As a first author, my collaborative research has made substantial
contributions to the literature on clozapine and valproic acid metabolism. Also, | conducted the statistical
analyses of eight studies investigating different aspects of the metabolic syndrome in psychiatric patients,
including studies of the effects of antipsychotics on lipid levels; all these studies have been successfully
published in prestigious journals. My participation in pharmacological research has allowed me to develop
collaborations with worldwide experts in psychopharmacology at the University of Messina, Italy, Lausanne
University, Switzerland, and the University of Kentucky at Lexington. Some examples from this work are:

a) Diaz, F.J., Eap, C.B., Ansermot, N., Crettol, S., Spina, E., de Leon, J. (2014) Can valproic acid be an
inducer of clozapine metabolism? Pharmacopsychiatry, 47, 89-96. PMC4229130.

b) Diaz, F.J., Perez-Iglesias, R. Mata, |. Martinez-Garcia, O. Vazquez-Barquero, J.L., de Leon, J.,
Crespo-Facorro, B. (2011). Using structural equations to test for a direct effect of some antipsychotics
on triglyceride levels in drug-naive first-episode psychosis patients. Schizophrenia Research, 131, 82-
89. PMID: 21726981 (not NIH funded)

c) Diaz, F.J., Santoro, V., Spina, E., Cogollo, M., Rivera, T.E., Botts, S., de Leon, J. (2008). Estimating
the size of the effects of co-medications on plasma clozapine concentrations using a model that
controls for clozapine doses and confounding variables. Pharmacopsychiatry, 41, 81-91. PMID:
1848454 (not NIH funded)

d) Diaz, F. J., de Leon, J. (2002). Excessive Antipsychotic Dosing in 2 U.S. State Hospitals. Journal of
Clinical Psychiatry, 63, 998-1002. PMID: 12444813.

4. A substantial part of my collaborative research career has been dedicated to the study of addictions,
including legal and illegal substance abuse, and their relationship with the occurrence and symptoms
of psychiatric illnesses. In particular, | have conducted the statistical analyses of more than 20 published
studies investigating different aspects of smoking behavior and nicotine addiction in mentally ill patients and/or
the general population, including the psychometric problems involved in measuring nicotine addiction. One of
the most important articles in this area is a meta-analysis demonstrating that the association between
schizophrenia and smoking is consistent all over the world (Schizophrenia Research 2005;76:135-157); this
article has already been cited 401 times in the medical literature according to the Web of Science Core
Collections. All this research demonstrates the need of understanding the socio-biological vulnerability of
mentally ill people for developing addictions, and the need of developing anti-addiction therapies specific for
this population. Examples of publications:

a) Diaz, F.J., James, D., Botts, S., Maw, L., Susce, M.T., de Leon, J. (2009). Tobacco Smoking Behaviors
in Bipolar Disorder: A Comparison of the General Population, Schizophrenia and Major Depression.
Bipolar Disorders, 11, 154-165. PMID: 19267698 (not NIH funded)

b) Diaz, F.J., Velasquez, D.M., Susce, M.T., de Leon, J. (2008). The association between schizophrenia
and smoking: Unexplained by either the illness or the prodromal period. Schizophrenia Research, 104,
214-219. PMID: 18650069 (not NIH funded)
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c) Diaz, F. J., Jané, M., Salto, E., Pardell, H., Salleras, LI., Pinet, C., de Leon, J. (2005). A Brief Measure
of High Nicotine Dependence for Busy Clinicians and Large Epidemiological Surveys. Australian and
New Zealand Journal of Psychiatry, 39, 161-168. PMID: 15701065.

d) de Leon, J., Diaz, F.J. (2012) Genetics of schizophrenia and smoking: An approach to studying their
comorbidity based on epidemiological findings. Human Genetics 131, 877-901. PMC3536540.

The following URL has a full list of my published work:

http://www.ncbi.nlm.nih.gov/sites/myncbi/francisco.diaz.1/bibliography/47794695/public/?sort=date&direction=a
scending

D. Research Support

Ongoing Research Support:

P30CA168524 Jensen (PI) 07/11/2012 - 06/30/2017
NIH/NCI

Cancer Center Support Grant

The University of Kansas Cancer Center is a growing matrix organization that aims to leverage unique
scientific assets to build a nationally significant cancer research and treatment center that will become the
leading academic institution in the world for transforming discoveries in the laboratory into new therapeutic
approaches.

Role: Co-investigator

RO1HD069043 Nothnick (PI) 03/06/2012 - 01/31/2017

NIH

The Role of miR-451 in Endometriosis Pathophysiology and Treatment

Major Goals: To demonstrate that miR-451plays a functional role in endometriosis growth, evaluate if miR-451
add-back can be used as a treatment for the disease, and determine if miR-451 serum levels are correlated
with presence and severity of endometriosis.

Role: Co-Investigator

RO1CA174735 Iwakuma (PI) 05/01/2014 - 04/30/2019
The role of MDM2-MTBP axis in Cancer Metastasis

Major Goals: To determine the roles of MTBP and its functional association with MDM2 in cancer metastasis
Role: Co-Investigator

R21DC015038 Chertoff (PI) 06/01/2016 - 06/01/2018
Developing a Biomarker for Auditory Nerve Survival

Develop a diagnostic test of auditory nerve survival that allows identifying and quantifying the limited nerve
population in patients with hearing loss. This could lead to identifying the targets for genetic and stem cell
treatment to cure hearing loss, predicting which patients will be good hearing aid users, predicting candidacy
for a cochlear implant (which requires auditory nerve survival), and diagnosing the patient with “Hidden
Hearing Loss” so that counseling regarding noise hazards can be implemented.

Role: Co-investigator.

DOD. TriService Nursing Research Program Pierce (PI) 01/01/2015 - 12/31/2016
Reducing cellular damage in traumatic brain injury using ubiquinol

Major Goals: The goal of this study is to determine if administering ubiquinol (reduced form of Coenzyme Q10)
before and after traumatic brain injury (TBI) in rats would reduce cellular damage. Specifically, we plan to
determine if ubiquinol attenuates brain (cortex) apoptosis, decreases mitochondrial brain damage, and alters
varius brain neurochemicals and biomarkers.

Role: Co-Investigator
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Recently Completed Support:

RO1CA155014 Befort (PI) 08/01/2011 - 05/31/2016
NIH

Group Phone-Based Weight Control among Rural Breast Cancer Survivors

Determine cost-effective phone-based strategy for producing significant long-term weight control in rural BrCa
survivors. Examine impact of weight loss and weight regain on BrCa risk biomarkers.

Role: Statistician

UL1TRO00001/TR000119/TR000120 Barohn (PI) 06/01/2011 - 02/29/2016

NIH

Institutional Clinical and Translational Science Award

Create a new academic home with training programs for clinical and translational investigators, provide an
enhanced coordinated translational research infrastructure and actively engage the community in developing,
testing and disseminating translational research.

Role: Co-Investigator

N11-C02 Pierce (PI) 08/01/2011 - 07/31/2014
DOD. TriService Nursing Research Program

Coenzyme Q10: A New Treatment for Hemorrhagic Shock

This study is to examine Coenzyme Q10 as a potential therapy to reduce cellular and microcirculation damage
following hemorrhagic shock. Production of reactive oxygen species, apoptosis, leukocyte adherence, and
mast cell degranulation following hemorrhagic shock with or without administration of Coenzyme Q10 will be
measured.

Role: Statistician

SUB#007808 Privitera, Berg (PIs) 04/01/2012 - 03/31/2014
Food and Drug Administration

Single-Dose Bioequivalence Study of Generics of Lamotrigine.

A comparison of lamotrigine brand product with two generics with single doses in a cross-over trial.

Role: Statistician, Principal Investigator at the Data Analysis and Management Center (KUMC)

PO#4500063997 Privitera, Berg (PI) 04/01/2012 - 03/31/2014
Food and Drug Administration

Chronic-Dose Bioequivalence Study of Generics of Lamotrigine

A comparison of two generics of lamotrigine in a cross-over trial using chronic doses.

Role: Statistician, Principal Investigator at the Data Analysis and Management Center (KUMC)

R33DC011096 Chertoff (PI) 06/15/2010 - 05/31/2015

NIH

Diagnosing Outer Hair Cell Health Along the Cochlear Partition

The aim of the R21 phase is to determine if the cochlear microphonic (CM), in response to a low-frequency
tone embedded in high-pass noise, can be used to quantify the location of missing outer hair cells along the
cochlear patrtition.

Role: Statistician
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OMB No. 0925-0001 and 0925-0002 (Rev. 10/15 Approved Through 10/31/2018)

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: Dan Alan Dixon, PhD

eRA COMMONS USER NAME (credential, e.g., agency login): DIXONOO

POSITION TITLE: Co-Leader Cancer Prevention & Survivorship Program

EDUCATION/TRAINING (Begin with baccalaureate or other initial professional education, such as nursing,
include postdoctoral training and residency training if applicable. Add/delete rows as necessary.)

DEGREE Completion
INSTITUTION AND LOCATION (if Date FIELD OF STUDY
applicable) MM/YYYY
Augustana Unversity, Sioux Falls, SD B.A. 05/1987 Biology & Chemistry
. . Molecular Biology &
Northwestern University, Evanston, IL Ph.D. 01/1994 Biochemistry
University of Utah, Salt Lake City, UT Postdoctoral 09/1998 Molecular Biology

A. Personal Statement

| am a basic cancer researcher with specific training in protein/nucleic acid interactions and expertise in cancer
biology and inflammation research primarily in the area of colorectal tumorigenesis. My research area is
focused on understanding post-transcriptional regulation in cancer. Our efforts have focused on the oncogenic
and tumor-suppressive effects of specific RNA-binding proteins and microRNAs and have established the
critical role these post-transcriptional factors play in regulating oncogenic gene expression during
tumorigenesis. Our current work has extended into demonstrating that RNA-binding proteins and microRNAs
can serve as risk and response biomarkers, along with being effective new cancer prevention targets for
controlling oncogenic gene expression through post-transcriptional mechanisms.

My leadership roles as the Associate Director of the NIH/COBRE-funded Center for Colon Cancer
Research (University of South Carolina) and Co-Leader of the NCI-designated University of Kansas Cancer
Center Cancer Prevention and Survivorship (CPS) Program have allowed me to develop and lead working
groups in gastrointestinal cancer prevention, utilizing member strengths in molecular biomarker identification
and development of novel therapeutics. As a result of these experiences, | am aware of the importance of
developing collaborative projects among program members with the goal of producing peer-reviewed
publications and competitive proposal applications. Together with Dr. Jennifer Klemp, we will lead the CPS
program, which is responsible for (a) interrogation of precancerous biology for the purpose of identifying
targets and potential agents/interventions for prevention of cancer, and development of risk and response
biomarkers for prevention interventions, and (b) performance of early phase prevention and survivorship
translational trials that will facilitate discovery and benefit the KUCC translational efforts as a whole. We are
also responsible for identifying developing fields and making recommendations to the CPS program members.
As a means to promote intra- and inter-programmatic collaborations, we are responsible for coordinating
working group sessions, seminars, retreats and programmatic funding. | will be responsible for coordinating
and facilitating activities within Theme | (Pre-Cancerous Biology and Risk Biomarkers) with Dr. Fariba Behbod
in the CPS Program.

B. Positions and Honors

Positions and Employment

1987-1991  Graduate Research Assistant, Dept. of Mol. Biology and Biochemistry, Northwestern Univ.
1991-1993  Graduate Research Assistant, Department of Microbiology, University of California, Davis
1994-1998  Postdoctoral Fellow, Program in Human Molecular Biology and Genetics, University of Utah
1998-2001 Instructor, Department of Oncological Sciences, University of Utah

2001-2003  Research Assistant Professor, Dept. of Surgery, Vanderbilt University Medical Center
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2004-2010  Assistant Professor, Dept. of Biological Sciences, University of South Carolina

2010-2012  Associate Professor, Dept. of Biological Sciences, University of South Carolina

2010-2012 Associate Director, Center for Colon Cancer Research, University of South Carolina

2012- Associate Professor, Department of Cancer Biology, University of Kansas Medical Center
2013- Co-Leader, Cancer Prevention and Survivorship Program, University of Kansas Cancer Center

Professional Memberships

1986 Member, Beta Beta Beta Biological Society, Augustana University

1987 Member, Blue Key National Honor Fraternity, Augustana University

1999-present Member, American Heart Assoc. Council on Arteriosclerosis, Thrombosis, and Vascular Biology
2002-present Member, American Gastroenterological Association

2002-present Member, American Association for Cancer Research

Study Sections and Other Professional Activities (selected)

NIH NCI Subcommittee J - Career Development Panel, regular member (2016-2018)
Small Business (SBIR) Special Emphasis Panel in Digestive Sciences (2015)
Molecular Genetics B (MGB) Study Section, ad hoc member (2014)
NIEHS Committee Member on Promotions, ad hoc member (2011)
NIAID Special Emphasis Panel, Program Project Grant Reviewer (2009)

DOD USAMRMC Peer Reviewed Cancer Research Program Programmatic Panel (2014-2017)
Chairman, Peer Reviewed Cancer Research Program Colorectal Cancer Study Section (2013)
CDMRP Discovery Award Colorectal Cancer Peer Review Panel (D-CC-2) (2011)
CDMRP Colorectal Cancer Peer Review Panel (PRCRP CC) (2010)

AGA AGA Institute Research Awards Panel member (2014-2017)
Chair, DDW Tumor & Cell Biology Abstract Review Committee (2014-2016)
AGA Institute Councillor for the Gastrointestinal Oncology (GIONC) Section (2014-2017)
Digestive Disease Week, Abstract Reviewer (2008-present)

AACR AACR Colon Cancer Research Fellowships Scientific Review Committee (2015-2017)
Abstract Review Committee, Frontiers in Cancer Prevention Conference (2014)
Scientific Program Committee Co-Chair, Frontiers in Cancer Prevention Conference (2013)

AHA Basic Cell, Genetics and Epigenetics Peer Review Group-2, standing member (2012-present)
Basic Cell & Molecular Biology Peer Review Group-1, standing member (2002-2005)

2014-present Editorial Board, Cancer Research (American Association of Cancer Research)
2016-present Editorial Board, npj Precision Oncology (Nature Publishing Group)

2016 Co-Editor, Gastroenterology Clinics issue on Gastrointestinal Neoplasia (Elsevier)
2012-present Editorial Board, Frontiers in Gastrointestinal Cancers (Frontiers in Science)
2010-present Associate Editor, Frontiers in Pharmacotherapy of Inflammation (Frontiers in Science)

2015-present Fight Colorectal Cancer Medical Advisory Board Member

2012-present Fight Colorectal Cancer National Research Advocates Training Scientific Advisor
2012-2014  Faculty Leadership Academy, University of Kansas Medical Center

2007-2010  American Cancer Society Greater Midlands Leadership Council Member
2002-2004  Leadership Development in Biomedical Research Trainee, Vanderbilt University

Honors and Awards

1987 Outstanding Biology Student Award, Augustana College

1987 Magna Cum Laude, Augustana College

1991 Sigma Xi Award in Biochemistry, Northwestern University

2000 American Heart Association Young Investigator Award

2006 American Gastroenterological Association Annual Meeting Basic Science Plenary speaker

2012 Keynote speaker, 2" World Congress on Cancer Science & Therapy, OMICS Group

2014 Chief Guest, 2™ International Conference on Herbal and Synthetic Drug Studies (HSDS-2014),
ISTRA, Pune, India.

2015 Andrew Giusti Memorial Award for Research Advocacy (Fight Colorectal Cancer Foundation)

Page 103



Contact PD/PI: Jensen, Roy A

C. Contribution to Science

1. Biochemistry of Genetic Recombination: My early research investigated the mechanisms of
homologous recombination in the main pathway of genetic recombination in E. coli, the RecA/RecBCD
pathway, and focused on determining the biochemical role of the RecBCD enzyme in the recombination
process through its DNA nuclease and helicase activities. This seminal work demonstrated homologous
DNA pairing through the concerted actions of RecBCD, SSB (single-stranded DNA binding protein), and
RecA proteins and this exchange of genetic information was stimulated at recombination hotspots, known
as y sites. Further analysis identified that y is a regulatory DNA sequence that acts to attenuate the
destructive nuclease activity of RecBCD enzyme allowing it to maintain its recombination-promoting DNA
helicase activity through a mechanism of functional subunit inactivation of the RecBCD holoenzyme. My
efforts have resulted in a new paradigm for the molecular behavior of recombination hotspots and have
contributed to understanding the process of homologous recombination.

a) Dixon, D.A. and Kowalczykowski, S.C. (1991). Homologous Pairing In Vitro Stimulated by the
Recombination Hotspot, Chi. Cell 66: 361-371.

b) Dixon, D.A. and Kowalczykowski, S.C. (1993). The Recombination Hotspot, Chi, is a Regulatory
Sequence that Acts by Attenuating the Nuclease Activity of the Escherichia coli RecBCD Enzyme.
Cell 73: 87-96.

c) Dixon, D.A., Churchill, J.J. and Kowalczykowski, S.C. (1994). Reversible Inactivation of the
Escherichia coli RecBCD Enzyme by the Recombination Hotspot, Chi, is Due to Functional
Inactivation or Loss of the RecD Subunit. Proc. Natl. Acad. Sci. USA 91: 2980-2984. PMCID:
PMC43498

d) Dixon, D.A. and Kowalczykowski, S.C. (1995). Role of the Escherichia coli Recombination
Hotspot, y, In RecABCD-Dependent Homologous Pairing. J. Biol. Chem. 27: 16360-16370.

2. Regulation of COX-2 Expression: As a postdoctoral fellow, | initiated a project examining the regulation
of the inducible isoform of cyclooxygenase COX-2. Prior to my efforts, it was known that elevated
prostaglandins were a contributing factor in chronic inflammation and various cancers. | identified that the
COX-2 mRNA is targeted for rapid degradation and translational suppression through contains AU-rich
sequence elements (AREs). My work has shown this 3'UTR mRNA element to be the target of post-
transcriptional regulation that dictates the fate of the COX-2 transcript. These publications established the
fundamental role post-transcriptional regulation has in controlling COX-2 expression in physiological and
pathological states.

a) Dixon, D.A., Tolley, N.D., King, P.H., Nabors, L.B., Mcintyre, T.M., Zimmerman, G.A., and Prescott,
S.M. (2001) Altered Expression of the mRNA Stability Factor HUR Promotes Cyclooxygenase-2
Expression in Colon Cancer Cells. J. Clin. Invest. 108:1657-1665. PMCID: PMC200983

b) Dixon, D.A., Balch G.C., Kedersha N., Anderson, P., Zimmerman, G.A., Beauchamp, R.D., and
Prescott, S.M. (2003) Regulation of Cyclooxygenase-2 Expression by the Translational Silencer
TIA-1. J. Exp. Med. 198: 475-481. PMCID: PMC2194089

c) Dixon, D.A., Tolley, N.D., Bemis-Standoli, K., Martinez, M.L., Weyrich, A.S, Morrow, J.D., Prescott,
S.M., Zimmerman, G.A. (2006) Expression of COX-2 in Platelet-Monocyte Interactions Occurs via
Combinatorial Regulation Involving Adhesion and Cytokine Signaling. J. Clin. Invest. 116:2727—
2738. PMCID: PMC1570372

d) Aguado, A., Rodriguez, C., Martinez-Revelles, S., Avendafio, M.S., Zhenyukh, O., Orriols, M.,
Martinez-Gonzélez, J., Alonso, M.J., Briones, A.M., *Dixon, D.A., *Salaices, M. (2015) HuR
mediates the synergistic effects of angiotensin Il and interleukin 13 on vascular COX-2 expression
and cell migration. Br. J. Pharmacol. 172:3028-3042. *Co-corresponding authors. PMCID:
PMC4459021.

3. Post-Transcriptional Regulation in Cancer: Various cancers exhibit enhanced expression of
inflammatory mediators, angiogenic growth factors and oncogenes resulting from defective post-
transcriptional regulation. Efforts from my laboratory and collaborations have identified the mechanisms
allowing for pathogenic mRNA stabilization. These publications (and those above) show that oncogenic
signaling directly influences the enhanced expression of the RNA-stability factor HUR and loss of the RNA-
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decay factor TTP. My efforts have established that these RNA-binding proteins can serve as novel tumor-
promoting and tumor-suppressing factors, along with developing a new paradigm for understanding altered
gene expression during tumor development.

a)

b)

c)

d)

Young, L.E., Sanduja, S., Bemis-Standoli, K., Pena, E.A., Price, R.L., Dixon, D.A. (2009) The
MRNA Binding Proteins HuUR and Tristetraprolin Regulate Cyclooxygenase 2 Expression During
Colon Carcinogenesis. Gastroenterology 136:1669-1679. PMCID: PMC3742387

Sanduja, S., Kaza, V., Dixon, D.A. (2009) The mRNA Decay Factor Tristetraprolin (TTP) Induces
Senescence in Human Papillomavirus-Transformed Cervical Cancer Cells by Targeting E6-AP
Ubiquitin Ligase. Aging, 1:803-817. PMCID: PMC2815738

Rounbehler, R.J., Fallahi, M., Yang, C., Steeves, M.A., Li, W., Doherty, J.R., Schaub, F.X,,
Sanduja, S., Dixon, D.A., Blackshear, P.J. and Cleveland, J.L. (2012) Tristetraprolin is a Tumor
Suppressor that Impairs Myc-Induced Lymphoma and Abolishes the Malignant State. Cell, 150:563-
574. PMCID: PMC3422762

Blanco, F.F, Preet, R., Aguado, A., Vyas, A. Padhye, S., Weir, S.J., Anant, S., Meisner-Kober, N.,
Brody, J.R. and Dixon, D.A. (2016) Impact of HuR inhibition by the small molecule MS-444 on
colorectal cancer cell tumorigenesis. Oncotarget, in press.

4. RNA-Binding Proteins and MicroRNAs in Cancer: My work demonstrating loss of rapid mRNA decay to
be a contributing factor during colorectal tumorigenesis has advanced toward understanding the dynamics
between RNA-binding proteins and microRNAs. | have shown that targeting of AU-rich mRNA elements is
a competition between these trans-acting factors, where tumor cells alter the balance to promote RNA
stabilization. | uncovered a novel growth-inhibitory property of TGF-f, where TGF-p facilitates delivery of
MRNAs to cytoplasmic centers of RNA decay (P-bodies) though the tristetraprolin (TTP) protein.
Additionally, a genetic approach was taken to identify single nucleotide polymorphisms (SNPs) in COX-2
and RNA-binding proteins as a means to understand their expression in cancer. My current efforts are now
determining the role of RNA-binding proteins in promoting extracellular vesicle release from tumors and
their feasibility as tumor-specific biomarkers, along with identifying novel compounds that can selectively
inhibit this process.

a)

b)

d)

Young, L.E., Moore, A.E., Sokol, L., Meisner-Kober, N. and Dixon, D.A. (2012) The mRNA Stability
Factor HuR Inhibits MicroRNA-16 Targeting of Cyclooxygenase-2. Mol. Cancer Res. 10:167-180.
PMCID: PMC3262080 *Selected as top cited research article in Mol. Cancer Res. (AACR
Journals).

Moore, A.E., Young, L.E. and Dixon, D.A. (2012) A Common Single-Nucleotide Polymorphism in
Cyclooxygenase-2 Disrupts MicroRNA-Mediated Regulation. Oncogene, 31:1592-1598. PMCID:
PMC3454533

Upadhyay, R., Sanduja, S., Kaza, V. and Dixon, D.A. (2013) Genetic Polymorphisms in RNA
Binding Proteins Contribute to Breast Cancer Survival. Int. J. Cancer, 132:E128-E138. PMCID:
PMC3508313

Blanco, F.F., Sanduja, S., Deane, N.G., Blackshear, P.J. and Dixon, D.A. (2014) TGF-B regulates
P-body formation through induction of the mRNA decay factor tristetraprolin (TTP). Mol. Cell. Biol.
34:180-195. PMCID: PMC3911289

Complete List of Published Work in My Bibliography:
http://www.ncbi.nlm.nih.gov/sites/myncbi/INg5uubggnpQOz/bibliograpahy/44033258/public/?sort=date&

direction=ascending

D. Research Support

Ongoing Support:

RO1 CA191785 Xu and Aubé (MPIs) 06/01/2015 - 05/31/2020

NIH/NCI

Molecular cancer therapy targeting HUR-ARE interaction
The major goal of this proposal is to obtain small molecule inhibitors as chemical probes that potently bind to
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HuR and modulate its functions, and ultimately select 1-2 most drug-like lead compounds for further
development as a new class of molecular cancer therapy that inhibit cancer with HUR overexpression.
Role: Co-Investigator

R21 CA185831 Chen (PI) 07/01/2016 - 06/30/2018

NIH/NCI

New HuR inhibitor against pancreatic cancer EMT and CSCs

To study a new inhibitor of HUR on its activity and mechanism in inhibiting pancreatic cancer EMT and cancer
stem cells.

Role: Co-Investigator

P30 CA168524 Jensen (PI) 07/01/2012 - 06/30/2017

NIH/NCI

Cancer Center Support Grant

The University of Kansas Cancer Center (KUCC) is a matrix organization that leverages unique scientific
assets to build a nationally significant cancer research and treatment center that will become a leading
academic institution in the world in transforming discoveries in the laboratory into new therapeutic approaches.
Role: Co-Leader of the Cancer Prevention Program.

R0O1 CA212600 Brody (P1) 09/01/2016 - 08/31/2021

NIH/NCI

Targeting HuR to improve a synthetic lethal therapy for pancreatic cancer

The goal of this proposal is to determine the role of HUR in promoting a resistance mechanism for pancreatic
adenocarcinoma exposed to PARP inhibitors.

Role: Co-Investigator (Scored in the 8" percentile)

No Grant Number Dixon (PI) 07/01/2016-06/30/2017
AACR-Bayer Innovation and Discovery Grant
Targeting HUR in Colorectal Cancer

Completed Support:

RO1 CA134609 Dixon (PI) 09/21/2009 - 07/31/2015

NIH/NCI

Post-Transcriptional Regulation in Colorectal Cancer

The studies in this grant assess the role of post-transcriptional gene regulation and RNA-binding proteins in the
etiology of colorectal cancer.

P30 GM103495 Timmerman (PI) 09/01/2010 - 05/31/2015

National Institutes of Health COBRE

Center for Cancer Experimental Therapeutics

The goal of this project is the establishment of the Center for Cancer Experimental Therapeutics (CCET) in the
State of Kansas. High Throughput Screening and Medicinal Chemistry Core facilities will be further developed
to identify novel bioactive compounds that will be useful basic biomedical research tools, and potential
therapeutic agents.

Role: Pilot Project PI
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OMB No. 0925-0001/0002 (Rev. 10/15 Approved Through 10/31/2018)

BIOGRAPHICAL SKETCH

NAME: Edward F. Ellerbeck, MD, MPH

eRA COMMONS USER NAME (credential, e.g., agency login): EELLERBECK

POSITION TITLE: Professor of Medicine; Chair, Dept. of Preventive Medicine and Public Health

EDUCATION/TRAINING (Begin with baccalaureate or other initial professional education, such as nursing,
include postdoctoral training and residency training if applicable. Add/delete rows as necessary.)

DEGREE Completion
(if Date FIELD OF STUDY
INSTITUTION AND LOCATION applicable) MM/YYYY
University of Missouri at KC; Kansas City, MO BA 12/79 Biology
University of Missouri at KC; Kansas City, MO MD 05/82 Medicine
Johns Hopkins University; Baltimore, MD MPH 05/87 Epidemiology

A. Personal Statement

I am chair of the Department of Preventive Medicine & Public Health and Professor of Internal Medicine at the
University of Kansas Medical Center. | have over 20 years of experience in measuring and improving the
guality of medical care. | developed, implemented and tested a ‘chronic care model’ for smoking cessation,
demonstrating that smokers are willing to make repeated cessation attempts over a 2-year period of follow-up.
I have conducted direct observation of smoking cessation interventions in physician offices and serve as
Medical Director of “U Kan Quit” at KUMC hospital. | have provided direction in the design, implementation,
analysis, and safety monitoring of multiple NIH-funded smoking cessation trials. | have a strong record of
community and provider engagement. | pioneered NIH-funded research within our KPEPR practice-based
research network (Kansas Physicians Engaged in Prevention Research). | lead the Cancer Control and
Population Health program within our cancer center, a program that, over the past 5 years, has engaged more
than 10,000 participants from under-represented communities into cancer research studies. | have mentored
nine faculty on grants that subsequently led to independent NIH funding. In 2012, | received the KUMC
Excellence in Mentoring Junior Faculty Award and in 2013 received the Chancellor’s Distinguished Teaching
Award. In this grant, | will continue my role as co-leader of the CCPH program, working with Dr. Befort to
advance cancer control research in the area, with a particular emphasis on tobacco control and implementation
research in rural communities.

B. Positions and Honors
Positions and Employment

1982-1985
1985-1986
1986-1987
1987-1989
1989-1990
1990-1992
1992-1995
1995-1997
1997-2009

2000-2009

Resident (Internal Medicine), UMKC Affiliated Hospitals, Kansas City, MO

Chief Resident (Internal Medicine), UMKC Affiliated Hospitals, Kansas City, MO

Assistant Professor of Medicine, University of Missouri at KC, Kansas City, MO

Resident (Preventive Medicine), Johns Hopkins University, Baltimore, MD

Research Assaociate, Center for Immunization Research, Johns Hopkins University, Baltimore, MD
Research Fellow, (General Internal Medicine), Johns Hopkins University, Baltimore, MD
Medical Officer, Health Care Financing Administration, Office of Peer Review, Baltimore, MD
Medical Officer, Health Care Financing Administration, Health Standards and Quality, KCMO
Associate Professor, Preventive Medicine; Internal Medicine, University of Kansas Medical
Center, Kansas City, KS

Associate Professor, School of Nursing, University of Kansas Medical Center, Kansas City, KS

2005-present Chair, Department of Preventive Medicine, University of Kansas Medical Center
2008-present Sosland Family Endowed Chair in Preventive Medicine and Public Health
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2009-present Professor, Departments of Preventive Medicine and Public Health and Internal Medicine,

University of Kansas Medical Center, Kansas City, KS

Professional Activities

2008 — Deputy Editor, Journal of General Internal Medicine

2010 — Board of Directors, Association for Prevention Teaching and Research, treasurer 2012-14
2012 — Board of Directors, American Journal of Preventive Medicine, president 2014 - present
2014 — NIH Dissemination and Implementation Research in Health Study Section, member
Honors

2012 KUMC Excellence in Mentoring Junior Faculty Award

2013 Chancellor’'s Distinguished Teaching Award

C. Contributions to Science (mentees indicated with *)

1. Addressing smoking as a chronic illness. Smoking has many characteristics in common with other
chronic diseases, but characteristically has been treated with short term interventions. We developed and
tested a program based on the chronic care model that provided repeated offers of smoking cessation over
two years. We showed that patients were willing to make repeated quit attempts over time and moreover
that the impact of treatment did not diminish over time, even in the absence of multiple prior quit attempts.
We procured a diversity supplement for Dr. Cupertino to work on this project, experience that she used to
get her K award.

a)

b)

c)

d)

Cupertino AP*, Mahnken JD, Richter K, Cox LS, Casey G, Resnicow K, Ellerbeck EF. Long-term
engagement in smoking cessation counseling among rural smokers. J Health Care Poor Underserved.
2007 Nov; 18(4 Suppl):39-51.

Ellerbeck EF, Mahnken JD, Cupertino AP, Cox LS, Greiner KA, Mussulman LM, Nazir N, Shireman TI,
Resnicow K, Ahluwalia JS. Impact of varying levels of disease management on smoking cessation: a
randomized trial. Ann Intern Med. 2009; 150(7):437-46. PMCID: PMC2825176

Cupertino AP*, Wick JA, Richter KP, Mussulman L, Nazir N, Ellerbeck EF. The impact of repeated cycles of
pharmacotherapy on smoking cessation: a longitudinal cohort study. Arch Intern Med. 2009 Nov 9;
169(20)1928-30. PMCID: PMC2826277

Hui AS*, Nazir N, Faseru B, Ellerbeck EF. Ongoing self-engagement in quit attempts and cessation
outcomes among rural smokers who were unable to quit after 2 years of repeated interventions. Journal of
Rural Health. 2013 Winter; 29(1):106-12. PMCID: PMC3539219

2. Improving smoking cessation for hospitalized patients. | worked with the Health Care Financing
Administration (CMS) and the Kansas Foundation for Medical Care, to measure quality of care in hospitals
and implement quality improvement activities. As | became more involved with smoking cessation
interventions, we used some of the lessons learned from those activities to design and test better ways to
deliver consistent tobacco treatment for hospitalized patients. We identified increased uptake of telephone
counseling with ‘warm handoffs’ for smoking cessation, and the critical role of insurance on uptake of
smoking cessation therapy after hospital discharge.

a)

b)

d)

Tague C*, Richter KP, Cox LS, Keighley J, Hutcheson T, Fitzgerald SA, Ellerbeck EF. Impact of
Telephone-Based Care Coordination on Use of Cessation Medications Post-Hospital Discharge: A
Randomized Controlled Trial. Nicotine Tob Res. 2016 May 18. pii: ntw138. [Epub ahead of print] PMID:
27194545, Not NIH funded.

Faseru B, Yeh HW, Ellerbeck EF, Befort C, Richter KP. Prevalence and predictors of tobacco
treatment in an academic medical center. JT Comm J Qual Patient Saf. 2009 Nov; 35(11):551-7.
PMCID: PMC2796192

Faseru B, Turner M, Casey G, Ruder C, Befort CA, Ellerbeck EF, Richter KP. Evaluation of a hospital-
based tobacco treatment services: Outcomes and lessons learned. Journal of Hospital Medicine. 2011
Apr;6(4):211-218. Epub 2010 Nov 24. PMCID: PMC3081657

Richter KP, Faseru B, Mussulman LM, Ellerbeck EF, Shireman TI, Hunt JJ, Carlini BH, Ayars CL,
Cook DJ, Preacher KJ. Using “warm handoffs” to link hospitalized smokers with tobacco treatment
after discharge: Study protocol of a randomized controlled trial. Trials. 2012 Aug 1;13(1):127. (Epub
ahead of print). PMCID: PMC3495904
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3. E-health to improve delivery of preventive services. As we have worked on improving the quality of
primary care treatment, it has become more and more obvious that e-health is going to play a critical role in
the future of chronic care treatment. We showed that a smoking cessation decision support tool led to high
uptake of cessation pharmacotherapy, that racial and ethnic minority girls responded positively to an e-
health intervention to increase fruit and vegetables and reduce sugar-sweetened beverages when this
intervention was linked to ‘music download rewards’, that an e-health intervention focused on
implementation intentions could increase delivery of CRC services, and that office-based telemedicine for
smoking cessation in rural communities was comparable to telephone counseling.

a) Cupertino AP*, Richter K, Cox LS, Garrett S, Ramirez R, Mujica F, Ellerbeck EF. Feasibility of a
Spanish/English computerized decision aid to facilitate smoking cessation efforts in underserved
communities. J Health Care Poor Underserved. 2010; 21(2):504-17. PMID 20453353. Not NIH Funded

b) Greiner KA, Daley CM, Epp A, James A, Yeh HW, Geana M, Born W, Engelman KK, Shellhorn J,
Hester CM, LeMaster J, Buckles DC, Ellerbeck EF. Implementation intentions and colorectal screening:
a randomized trial in safety-net clinics. Am J Prev Med. 2014 Dec; 47(6):703-14. doi:
10.1016/j.amepre.2014.08.005. Epub 2014 Nov 18. PMID: 25455115; PMCID: PMC4311575.

c) Nollen NL*, Mayo MS, Carlson SE, Rapoff MA, Goggin KJ, Ellerbeck EF. Mobile technology for obesity
prevention: arandomized pilot study in racial- and ethnic-minority girls. Am J Prev Med. 2014 Apr;
46(4):404-8. PMCID: PMC3962588

d) Richter KP, Shireman TI, Ellerbeck EF, Cupertino AP, Catley D, Cox LS, Preacher KJ, Spaulding R,
Mussulman LM, Nazir N, Hunt JJ, Lambart L. Comparative and cost effectiveness of telemedicine
versus telephone counseling for smoking cessation. Journal of medical Internet research. 2015;
7(5):e113. PMID: 25956257, PMCID: PMC4468596

4. Communicating with smokers. During the conduct of our smoking cessation studies we have identified a
number of critical issues that can inform efforts to smoking cessation interventions. We showed that
‘novelty’ was positively associated with using a new pharmacotherapy agent and that improving self-efficacy
was more important than improving motivation to promote cessation. We showed that health education
outperformed motivational interviewing for unmotivated smokers (again highlighting the role of self-efficacy)
and in an invited editorial to Addiction, pointed out how treatment defaults may inadvertently reduce the
number of smokers receiving evidence-based treatment.

a) Cupertino AP*, Richter KP, Cox LS, Nazir N, Greiner KA, Ahluwalia JS, Ellerbeck EF. Smoking
cessation pharmacotherapy preferences in rural primary care. Nicotine & Tobacco Research.
2008;10(2):301. PMCID: PMC2821185

b) Cupertino AP*, Berg CJ, Gajewski B, Hui SA, Richter K, Catley D, Ellerbeck E. Change in self-efficacy,
autonomous and controlled motivation predicting smoking. Journal of Health Psychology. 2012
Jul;17(5):640-52. Epub 2011 Nov 10 PMCID: PMC3549683

c) Catley D, Goggin K, Harris KJ, Richter KP, Williams K, Patten C, Resnicow K, Ellerbeck EF, Bradley-
Ewing A, Lee HS, Moreno JL, Grobe JE. A Randomized Trial of Motivational Interviewing: Cessation
Induction Among Smokers With Low Desire to Quit. Am J Prev Med. 2016 May;50(5):573-83. doi:
10.1016/j.amepre.2015.10.013. Epub 2015 Dec 23. PMID: 26711164; PPMCID: PMC4841713.

d) Richter KP, Ellerbeck EF. It's time to change the default for tobacco treatment. Addiction. 2014 Oct
16.(Epub ahead of print) doi: 10.1111/add.12734 Not NIH funded.

5. Advancing cancer control in underserved communities. In 1999, | directed the first, multi-practice
study in what was to become the KPEPR practice-based research network (Kansas Physicians and
Patients Engaged in Prevention Research). This began with observational studies of smoking cessation
and other cancer control activities that led to four peer-reviewed publications describing variations in
delivery of smoking cessation, cancer screening, and nutrition and exercise counseling. Our team showed
the impact of office systems on delivery of mammography services and smoking cessation in rural primary
care practices. We have also conducted qualitative research, speaking directly with patients about the
impact of local culture and their relationship with their physician as it relates to smoking cessation.

a) Ellerbeck EF, Ahluwalia JS, Jolicoeur DG, Gladden J, Mosier MC. Direct observation of smoking
cessation activities in primary care practice. J Fam Pract. 2001; 50(8):688-93.
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b) Engelman* KK, Ellerbeck EF, Perpich D, Nazir N, McCarter K, Ahluwalia JS. Office systems and their
influence on mammography use in rural and urban primary care. J Rural Health. 2004 Winter;
20(1):36-42.

c) Hutcheson* TD, Greiner KA, Ellerbeck EF, Jeffries SK, Mussulman LM, Casey GN. Understanding
smoking cessation in rural communities. J Rural Health 2008 Spring; 24(2):116-24. PMID 18397444
Published 4 APR 2008 — prior to NIH policy of 7 APR 2008

d) Befort CA, VanWormer JJ, DeSouza C, Ellerbeck EF, Kimminau KS, Greiner A, Gajewski B, Huang T,
Perri MG, Fazzino TL, Christifano D, Eiland L, Drincic A. Protocol for the Rural Engagement in Primary
Care for Optimizing Weight Reduction (RE-POWER) Trial: Comparing three obesity treatment models
in rural primary care. Contemporary clinical trials. 2016; 47:304-14. PMID: 26898748, Not NIH funded.

Complete List of Published Work in MyBibliography:
http://www.ncbi.nlm.nih.gov/sites/myncbi/1TSBO kul68QX/bibliography/43229940/public/?sort=date&direction=

ascending

D. Research Support

Ongoing Support:

CER-1306002901 Ellerbeck (PI) 03/24/2014 - 06/29/2017
Patient-Centered Outcomes Research Institute

Smoking Cessation versus Long-term Nicotine Replacement Among High-risk Smokers

Compare the benefits of traditional smoking cessation versus guided maintenance with nicotine replacement
for smokers with COPD.

R0O1 DA035796 Cox (PI) 06/01/2014 - 03/31/2019
National Institutes of Health

Advancing Tobacco Use Treatment for African American Smokers

This study will evaluate the efficacy of varenicline treatment to improve quit rates in African American daily
smokers of all smoking levels, with the goal of reducing tobacco-related disparities.

Role: Co-Investigator

UL1TR0O00001/TR000119/TR000120 Barohn (PI) 06/01/2011 — 02/29/2017

NIH

Institutional Clinical and Translational Science Award (U54)

The major goals are to create a new academic home with training programs for clinical and translational
investigators, provide an enhanced coordinated translational research infrastructure and actively engage the
community in developing, testing and disseminating translational research.

Role: Director of Research Training Core

P30 CA168524 Jensen (PI) 07/01/2012 - 06/30/2017

NIH

Cancer Center Support Grant

The University of Kansas Cancer Center is a growing matrix organization that aims to leverage unique
scientific assets to build a nationally significant cancer research and treatment center that will become the
leading academic institution in the world for transforming discoveries in the laboratory into new therapeutic
approaches.

Role: Co-director CCPH

P30 CA1685424-04S1 Jensen (PI) 07/01/2015 — 06/30/2017

NIH

Cancer Center Support Grant Suppl: E-Decidete: Mobile Cessation Support for Latino Smokers in Mexico
Our major goal is to develop a text-message system to supplement and support the “vive sin
taboco...!Decidete!’ tablet-based smoking cessation software in Mexico.

Role: Co-Investigator - Supplement
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AD-1310-08709 Nollen (P1) 10/01/2014 — 09/30/2017
Patient-Centered Outcomes Research Institute

Informing Tobacco-Treatment Guidelines for African American Non-Daily Smokers

The long-term objective of our research is to inform evidence-based guidelines for treating tobacco
dependence among non-daily smokers. The objective of this study is to see if NRT is an effective treatment
option for AA non-daily smokers

Role: Co-Investigator

OB-1402-09413 Befort (PI) 01/01/2015 — 12/31/2019
Patient-Centered Outcomes Research Institute

Midwestern Collaborative for Treating Obesity in Rural Primary Care

Obesity rates are higher among rural residents, and it may be especially difficult to treat for rural primary care
providers (PCPs) who often serve as front-line providers for a wider range of presenting concerns.

Role: Co-Investigator

RO1 HL131512 Richter (PI) 02/01/2016 — 01/31/2021

NHLBI

Changing the Default for Tobacco Treatment

This study will examine the impact of opt-in versus opt-out approaches for offering smoking cessation services
to smokers during hospitalization and after discharge.

Role: Co-Investigator

Completed Support:

R41 MD010318 Ellerbeck (PI) 08/01/2015 - 07/31/2016
NIH/Agile Health

Kick Butts: Mobile Engagement and Cessation Support for Latino Smokers

Kick Butts is a unique and innovative offering that provides high touch smoking cessation support through low
cost technology channels.

Role: PI of subaward with Agile Health

RO1 CA101963 Ellerbeck (PI) 07/09/2003 - 01/31/2015

National Cancer Institute

Disease Management for Smokers in Rural Primary Care/Centralized Disease Management for Rural
Hospitalized Smokers

This grant examines new modalities for enhancing the reach and effectiveness of smoking cessation efforts in
rural health delivery systems, including primary care physicians’ offices and rural hospitals.

R0O3 HD081730 Gibbs (PI) 08/01/2014 — 07/31/2016

NIH

Adaptation and Validation of a Nutrition Literacy Assessment Instrument

The goal of this research is to produce a valid and reliable tool for measuring nutrition literacy in a chronic
disease population and identify the associations between nutrition literacy and diet quality in this population.
Role: Co-Investigator

U01 HL105232 Richter (PI) 09/20/2010 - 05/31/2014

NIH

Increasing Post-discharge Follow Up among Hospitalized Smokers

Our objective in this application is to determine the relative effectiveness, and cost-effectiveness, of warm
handoff versus fax referral in linking hospitalized smokers with quitline services at discharge. Outcomes
include enrollment in quitline services, cessation outcomes, and cost-effectiveness.

Role: Co-Investigator
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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: Carol J. Fabian, MD

eRA COMMONS USER NAME (credential, e.g., agency login): cfabian

POSITION TITLE: Professor of Medicine

EDUCATION/TRAINING (Begin with baccalaureate or other initial professional education, such as nursing,
include postdoctoral training and residency training if applicable. Add/delete rows as necessary.)

INSTITUTION AND LOCATION (ifgﬁsiigﬁe) Corgg't‘ztion FIELD OF STUDY
University of Kansas, Lawrence, KS B.A. 6/1968 Psychology
University of Kansas, Lawrence, KS M.D. 6/1972 Medicine
Wesley Medical Center, Wichita, KS Residency 6/1975 Internal Medicine

A. Personal Statement

I will serve as the Associate Director for Clinical Research for the Cancer Center. My primary goal is to
increase the quantity and quality of clinical investigator initiated research and increase accrual on high priority
clinical interventional trials. In this capacity | will work closely with the co-leaders of programs where clinical
research is conducted (D3ET, CPS, CCPH), the head of the Protocol Review Monitoring Committee (PRMC),
the head of the Clinical Trial Office, disease working group co-leaders, investigators, leaders of the shared
resources, and the Cancer Center Director and Deputy Director to assure that investigators have the
necessary support, resources, and training to successfully conduct clinical and translational research. This
includes support and resources for clinical interventional trials for cancer treatment as well as prevention and
survivorship. | will chair the monthly clinical and translational research group meetings, attend each disease
working group meeting at least once yearly, attend program meetings where clinical research is conducted at
least once yearly, serve on the IIT steering committee, and meet with other special groups as appropriate
including community physician faculty, and members of the MCA. | will work with the Center Director to
suggest appropriate disease working group leaders as needed and with working group and program leaders to
suggest needed resources.

My qualifications include a 38 year history as a clinical/translational researcher in breast clinical oncology
treatment, prevention, and survivorship. | have been the PI of multiple clinical and translational trials in cancer
treatment and breast cancer prevention and survivorship, most of which received funding through peer
reviewed mechanisms and am currently the contact Pl for a large multi-Pl, multi-institutional Komen Promise
Grant. | co-chair the SWOG Survivorship Committee, where our emphasis is promoting investigations towards
reducing morbidity associated with obesity, physical inactivity and cancer treatment by young investigators. |
have served on Study Sections dealing with biomarkers and energy balance, advisory committees for key large
trials in Breast Cancer Prevention, and Guideline Committees for various aspects of prevention and treatment.
| have previously co-led the Cancer Prevention and Survivorship Program from its’ inception until April of 2016
and am familiar with issues affecting program leaders. My long tenure at the University of Kansas in clinical,
research, and administrative capacities ensures familiarity with a large number of faculty from diverse
background, as well as issues important to the immediate community, and catchment area.

B. Positions and Honors

Positions and Employment:

1976-1980  Special Assistant to the Group Chairman; Southwest Oncology Group, Kansas City, KS

1977-1981  Assistant Professor of Medicine; Division of Clinical Oncology, University of Kansas Medical
Center, Kansas City, KS

1981-1987 Associate Professor of Medicine; Division of Clinical Oncology, KU Medical Center

1987-pres Professor of Medicine; Division of Clinical Oncology, KU Medical Center
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1999-2005
2005-2007
2004-2011
2007-pres

2007- pres
2009- pres
2011- pres
2011-pres
2011-2012
2012-pres
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Medical Director, University of Kansas Cancer Center

Director, Breast Cancer Prevention Center, University of Kansas Medical Center
Leader, Breast Research Program, Kansas Masonic Cancer Research Institute

Leader, Cancer Risk Assessment, Prevention and Control Program

Kansas Masonic Cancer Research Endowed Chair

Leader, Cancer Prevention and Survivorship Program, University of Kansas Cancer Center

(co-leader with Dan Dixon starting 2012)

Director, Breast Cancer Prevention and Survivorship Research Center
Co-Chair Southwest Oncology Group Cancer Survivorship Committee

Morris Family Endowed Chair in Cancer Prevention
University Distinguished Professor

Chair ASCO Prevention Committee

Chair ASCO Prevention Workforce Pipeline Workgroup

C. Contribution to Science My 5 most important contributions to Science over the last 38 years are as
follows:

1. Served as PI, or on the steering Committee of Several Phase Il Co-operative Group Trials

a)

b)

d)

Fabian CJ, Mansfield CM, Dahlberg S, Jones SE, Miller TP, Van Slyck E, Grozea PN, Morrison FS,
Coltman CA Jr, and Fisher RI. Low-dose involved field radiation after chemotherapy in advanced
Hodgkin disease: A Southwest Oncology Group Randomized Study. Ann Intern Med 120:903-912,
1994. PMID: 8172436 Demonstrated that low dose involved field radiation consolidation
following chemotherapy in Stage Ill and IV Hodgkin’s Disease reduces relapse.

Goss PE, Ingle JN, Alés-Martinez JE, Cheung AM, Chlebowski RT, Wactawski-Wende J, McTiernan A,
Robbins J, Johnson KC, Martin LW, Winquist E, Sarto GE, Garber JE, Fabian CJ, Pujol P, Maunsell E,
Farmer P, Gelmon KA, Tu D, Richardson H; NCIC CTG MAP.3 Study Investigators. Exemestane for
breast-cancer prevention in postmenopausal women. N Engl J Med. 2011; 364:2381-91. PMID:
21639806, Not NIH funded. Exemestane reduced breast cancer incidence by 65% compared to
placebo.

Powles TJ, Diem SJ, Fabian CJ, Neven P, Wickerham DL, Cox DA, Muram D, Agnusdei D, Dowsett
SA, Amewou-Atisso M, Cummings SR. Breast cancer incidence in postmenopausal women with
osteoporosis or low bone mass using arzoxifene. Breast Cancer Res Treat. 2012; 134:299-306. PMID:
22484799, Not NIH funded. Demonstrated reduced breast cancer incidence with a SERM.

Moore HC, Unger JM, Phillips KA, Boyle F, Hitre E, Porter D, Francis PA, Goldstein LJ, Gomez HL,
Vallejos CS, Partridge AH, Dakhil SR, Garcia AA, Gralow J, Lombard JM, Forbes JF, Martino S, Barlow
WE, Fabian CJ, Minasian L, Meyskens FL Jr, Gelber RD, Hortobagyi GN, Albain KS; POEMS/S0230
Investigators. Goserelin for ovarian protection during breast-cancer adjuvant chemotherapy N Engl J
Med. 2015; 372:923-32. PMID: 25738668, PMCID: PMC4405231. Demonstrated better ovarian
function protection and reduced recurrence of ER negative cancer with a GNRH agonist/
antagonist

2. Developed Random Peri-Areolar Fine Needle Aspiration (RPFNA) as effective minimally invasive method

of

serial tissue sampling for biomarkers for women under 60 at increased risk for breast cancer.

Demonstrated that a cytologic pattern of hyperplasia with atypia produced a 5 fold increase in short term
risk compared to those without this pattern and stratified short term risk based on the Gail Model. These
observations paved the way for use of benign breast tissue sampling to obtain biomarkers for use in
response assessment in Phase | and Il Chemoprevention Trials (see points 3 and 4).

a) Fabian CJ, Kimler BF, Zalles CM, Klemp JR, Kamel S, Zeiger S, and Mayo MS: Short-term breast
cancer prediction by random Fabian CJ, Kimler BF, Zalles CM, Klemp JR, Kamel S, Zeiger S, and
Mayo MS: Short-term breast cancer prediction by random periareolar fine-needle aspiration cytology
and the Gail risk model. J Natl Cancer Inst 92:1217-27, 2000. PMID: 10922407lar fine-needle
aspiration cytology and the Gail risk model. J Natl Cancer Inst 92:1217-27, 2000. PMID: 10922407

b) Phillips TA, Fabian CJ, Kimler BF, Petroff BK. Assessment of RNA in human breast tissue sampled
by random periareolar fine needle aspiration and ductal lavage and processed as fixed or frozen
specimens. Reprod Biol 2013;13: 75-81. PMID: 23522074, Not NIH funded.
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¢) Hidaka BH, Li S, Harvey KE, Carlson SE, Sullivan DK, Kimler BF, Zalles CM, Fabian CJ. Omega-3
and omega-6 Fatty acids in blood and breast tissue of high-risk women and association with atypical
cytomorphology. Cancer Prev Res (Phila). 2015 May;8(5):359-64. CAPR-14-0351. Epub 2015 Feb
23. PMID: 25712053, Not NIH funded.

3. Used benign tissue biomarkers many of which we adapted for cytology specimens (morphology, Ki-67,
MRNA and proteomics) to evaluate the effectiveness of a prevention intervention in pilot, phase | and
phase Il primary prevention trials.

a) Fabian CJ, Kimler BF, Zalles CM, Klemp JR, Petroff BK, Khan QJ, Sharma P, Setchell KD, Zhao X,
Phillips TA, Metheny T, Hughes JR, Yeh HW, Johnson KA. Reduction in Ki-67 in benign breast tissue
of high risk women with the lignan Secoisolariciresinol Diglycoside (SDG). Cancer Prev Res (Phila).
2010;3: 1342-50. PMC2955777.

b) Fabian CJ, Kimler BF, Donnelly JE, Sullivan DK, Klemp JR, Petroff BK, Phillips TA, Metheny T,
Aversman S, Yeh HW, Zalles CM, Mills GB, Hursting SD. Favorable modulation of benign breast
tissue and serum risk biomarkers is associated with >10 % weight loss in postmenopausal women.
Breast Cancer Res Treat 2013:142: 119-132. PMC3921968.

c) Fabian CJ, Kimler BF, Zalles CM, Phillips TA, Metheny T, Petroff BK, Havighurst TC, Kim KM, Bailey
HH, Heckman-Stoddard BM: Clinical trial of acolbifene in premenopausal women at high risk for
breast cancer. Cancer Prev Res Published Online First September 21, 2015; doi:10.1158/1940-
6207.CAPR-15-0109. PMC4670810.

d) Fabian CJ, Kimler BF, Phillips TA, Box JA, Kreutzjans AL, Carlson SE, Hidaka BH, Metheny T,
Zalles CM, Mills GB, Powers KR, Sullivan DK, Petroff BK, Hensing WL, Fridley BL, Hursting SD
Modulation of Breast Cancer Risk Biomarkers by High-Dose Omega-3 Fatty Acids: Phase Il Pilot
Study in Premenopausal Women. Cancer Prev Res (Phila). 2015 Oct;8(10):912-21. PMID:
26438592, PMC in process.

4. Worked with basic scientists to define mechanism of action and develop translational Phase IIB trial
models for prevention where animals and humans are given the same relative dose of the intervention
compared to control and the same biomarkers are used in parallel clinical trials but as opposed to the
human trial which is carried out for only 6-12 months with biomarker modulation as a primary endpoint, a
portion of the animals are allowed to go on to cancer development and then it is determined if biomarker
modulation is associated with reduction in cancer incidence.

a) Delman DM, Fabian CJ, Kimler BF, Yeh H, Petroff BK. Effects of Flaxseed Lignan
Secoisolariciresinol Diglucosideon Pre-neoplastic Biomarkers of Cancer Progression in a Model of
Simultaneous Breast and Ovarian Cancer Development. Nutr Cancer. 2015 Jul;67(5):857-64. Epub
2015 May 26. PMID: 26010915, PMC in process.

b) Ford NA, Rossi EL, Barnett K, Yang P, Bowers LW, Hideka B, Kimler BF, Carlson SE, Shureiqi I,
deGraffenried LA, Fabian CJ, Hursting SD.Omega-3-Acid Ethyl Esters Block the Pro-tumorigenic
Effects of Obesity in Mouse Models of Postmenopausal Basal-Like and Claudin Low Breast Cancer.
Cancer Prev Res (Phila). 2015 Jun 22. [Epub ahead of print] PMID: 26100521, PMC in process

c) Chen CH, Fabian C, Hursting S, deGraffenried LA. Breast Cancer Genetic and Molecular Subtype
Impacts Response to Omega-3 Fatty Acid Ethyl Esters.utr Cancer. 2016 Jul 1:1-13. [Epub ahead of
print] PMID: 27367296, Not NIH funded.

d) Fabian CJ, Kimler BF, Hursting SD Omega-3 fatty acids for breast cancer prevention and
survivorship. Breast Cancer Res. 2015 May 4;17:62. PMC4418048.

5. Translating positive findings into practice change takes not only randomized clinical trials but consensus
building and adoption into guidelines and training the next generation. | have authored reviews and co-
authored guidelines in breast cancer prevention and survivorship. | have also been involved in investigating
the likelihood that in the coming years fewer oncologists are likely to be engaged in prevention or
prevention research and was primary author of a paper reporting an ASCO sponsored survey of trainees
and training directors in which reasons for reluctance to enter a research career in academic medicine in
general and prevention in particular are detailed including uncertain career and economic pathway, lack of
clinical mentors and training are highlighted.

a) Visvanathan K, Hurley P, Bantug E, Brown P, Col NF, Cuzick J, Davidson NE, Decensi A, Fabian C,
Ford L, Garber J, Katapodi M, Kramer B, Morrow M, Parker B, Runowicz C, Vogel VG 3rd, Wade JL,

Page 114



Contact PD/PI: Jensen, Roy A

Lippman SM. Use of pharmacologic interventions for breast cancer risk reduction: American Society
of Clinical Oncology clinical practice guideline. J Clin Oncol. 2013; 31:2942-62. PMID: 23835710, Not
NIH funded.

b) Ligibel JA, Alfano CM, Courneya KS, Demark-Wahnefried W, Burger RA, Chlebowski RT, Fabian
CJ, Gucalp A, Hershman DL, Hudson MM, Jones LW, Kakarala M, Ness KK, Merrill JK, Wollins DS,
Hudis CA. American Society of Clinical Oncology position statement on obesity and cancer. J Clin
Oncol. 2014, 32:3568-74. PMID: 25273035, Not NIH funded.

c) Irwin M, Fabian C, McTiernan A. Risk Reduction from Weight Management and Physical Activity
Interventions in Improving Outcomes for Breast Cancer Survivors Adv Exp Med Biol. Biol
2015;862;193-212. PMID: 26059937, Not NIH funded.

d) Fabian CJ, Kimler BF, Hursting SD. Omega-3 fatty acids for breast cancer prevention and
survivorship. Breast Cancer Res. 2015; 17:62 Review PMID: 25936773, PMCID: PMC4418048.

A complete list of publications is available in MyBibliography:
http://www.ncbi.nim.nih.gov/myncbi/browse/collection/47845155/?sort=date&direction=ascending

D. Research Support

Ongoing Research Support:

R0O1 CA155014 Befort (PI) 08/01/2011 — 05/31/2017

NIH / NCI: Group Phone-based Weight Control among Rural Breast Cancer Survivors

The objectives of this project are to determine a cost-effective phone-based strategy for producing significant
long-term weight control in rural breast cancer survivors and to examine impact of weight loss and weight
regain on breast cancer risk biomarkers.

Role: Co-Investigator, subject recruitment, help assess adverse events, biomarker assays. Initial Trial Design
Befort CA, Contemp Clin Trials 2014; 37:261-271. PMID: 24486636

KG101039 Fabian (PI) 09/24/2010-09/23/2016

Komen for the Cure: Flaxseed Lignan as a Prevention Strategy for Pre-Menopausal Women at High Risk for
Development of Breast Cancer.

The objective of this study is to conduct a randomized, placebo-controlled Phase Il breast cancer trial of the
flaxseed lignan Secoisolariciresinol glycoside (SDG) in pre-menopausal women who are at high risk of
development of breast cancer; and to demonstrate modulation of biomarkers (primary endpoint is decrease in
proliferation via Ki-67 immunocytochemistry) in breast epithelial cells acquired by RPFNA. Tumor model
studies in rats and mice also conducted to inform the clinical trial.

Role: PI, direct protocol, coordinate clinical trial, perform RPFNAs, and write manuscripts. Initial animal model
publication Delman DM Nutr Cancer. 2015 Jul;67(5):857-64. Epub 2015 May 26. PMID: 26010915

No Number Fabian (PI) 05/01/2015-05/01/2017 (NCE)

Frontiers Pilot and Collaborative Studies Funding Program

Risk Biomarker Modulation by Duavee in Women at Moderate Risk for Breast Cancer.

The objective of this pilot trial is to determine the effect of Duavee (combination of bazedoxifene and
estrogen) on proliferation in the benign breast tissue of peri- and postmenopausal women with hot flashes and
increased risk for breast cancer. Role: PI, direct protocol development, coordinate clinical trial, perform
RPFNAs, and write manuscripts (Accrual initiated 5-2016)

P30-CA168524 Jensen (PI) 07/11/2012 - 06/30/2017

NIH/NCI Cancer Center Support Grant

Role: Key Personnel: Cancer Prevention and Survivorship Program Co-Leader until 7-1-2016 and now AD
Clinical Research

U10CA32102 Blanke (PI) 08/01/2014 -07/31/2017

NIH/NCI SWOG NCORP Research Base
Role: Pl subcontract Cancer Survivorship Committee Co-Chair
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No Number Fabian (PI) 10/01/2014 - 09/30/2016

Breast Cancer Research Foundation:

Will the Omega-3 Fatty Acid DHA Prevent Development of Cognitive Dysfunction Due to Chemotherapy?

The objective of this study is to examine the effects of omega-3 fatty acid supplementation on cognitive
function in women diagnosed with breast cancer and undergoing neo-adjuvant cytotoxic chemotherapy. Role:
PI, direct protocol development, coordinate clinical trial, and write manuscripts. Accrual initiated 10-2015

Completed Research Support:

SAC110051 Fabian (PI) 07/01/2010 - 09/21/2015

Komen for the Cure: Development of Biomarkers of Response to Prevention Interventions with Lignans

The objective of this study is to develop new biomarkers of response using modern molecular techniques that
will allow assessment at the gene and protein expression level. Role: PI, direct development, coordinate
clinical activities, and write manuscripts. Fabian CJ, Kimler BF: Incorporating biomarkers in studies of
chemoprevention. In: Novel Biomarkers in the Continuum of Breast Cancer. Ed: V Stearns. Springer
Publications. 2016

No Number Fabian (PI) 06/01/2010 - 05/31/2014

Kansas Bioscience Authority

Omega 3 Fatty Acids for Prevention of Breast Cancer in Pre-menopausal Women

Conduct a pilot clinical trial to determine the effect of Lovaza on breast cancer risk biomarkers in pre-
menopausal women at high risk for development of breast cancer. Role: PI, direct protocol development,
coordinate clinical trial, perform RPFNAs, and write manuscripts. Fabian et al Cancer Prev Res (Phila). 2015
Oct;8(10):912-21. PMID: 26438592

No Number Fabian (PI) 10/01/2012 - 09/30/2014

Breast Cancer Research Foundation

High Dose Omega-3 Fatty Acids and Weight Loss for Breast Cancer Prevention

The objective of this study was to establish and utilize biomarkers to quantify response to a prevention
intervention of omega-3 fatty acid supplementation and weight loss in post-menopausal women at high risk for
the development of breast cancer. Cells and fluids from RPFNA samples of breast tissue assessed. Role: PlI,
direct protocol development, coordinate clinical trial, perform RPFNAs, and write manuscripts.
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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: Brooke L. Fridley, PhD

eRA COMMONS USER NAME (credential, e.g., agency login): FRIDLEY1

POSITION TITLE: Associate Professor of Biostatistics (Tenured)

EDUCATION/TRAINING (Begin with baccalaureate or other initial professional education, such as nursing, include postdoctoral training and residency
training if applicable. Add/delete rows as necessary.)

INSTITUTION AND LOCATION (ifDaEp();IiEEtlie) COT&%‘%B"’“ FIELD OF STUDY
Truman State University, Kirksville, MO B.S. 12/1997 Mathematics
lowa State University, Ames, IA M.S. 5/2000 Statistics
lowa State University, Ames, IA Ph.D. 12/2003 Statistics

A. Personal Statement

My role on the CCSG renewal will be to oversee and provide scientific leadership for the Biostatistics and
Informatics Shared Resource (BISR) for the University of Kansas Cancer Center (KUCC). | joined the
University of Kansas Medical Center (KUMC) in the fall of 2012 as an Associate Professor of Biostatistics to
Director the BISR for the newly NCI designated KUCC. | am also the Site Director for the Kansas-INBRE
Bioinformatics Core. My research focus is in the areas of statistical genomics, cancer genomics, and
pharmacogenomics. | have extensive experience in the design and analysis of ‘omic studies conducted with
both microarray and high-throughput sequencing technologies, for which | have been awarded 3 NIH grants to
develop statistical methods for high-dimensional genomic studies. | have over 200 publications, of which | was
first author on 24 manuscripts and senior author on 15 publications. This includes a co-first authored paper
published in Nature Communications and an invited editorial for The Journal of the National Cancer Institute. In
addition to the extensive research experience | have gained during my career, | also have mentored 7 post-
doctoral fellows in statistical genomics, along with the mentoring numerous KL2 scholars and pre-doctorial
students. Within my current roles at KUMC as the Director of two NIH funded cores/shared resources, | am
providing leadership and input into KUMC's initiative to expand the bioinformatics and statistical genomics
capabilities, resources and educational opportunities.

B. Positions and Honors
Positions and Employment
1998 Lab Instructor, Stat101, lowa State University
1999 Biostatistics Intern, Quintiles
1998-2002 Instructor, Stat101, lowa State University
2001-2002 Biostatistics Intern, Mayo Clinic
2002-2003  Statistical Consultant, College of Family & Consumer Science, lowa State University
2003-2006 Assistant Professor, University of Wisconsin, La Crosse
2006-2008 Research Associate, Mayo Clinic
2006-2010 Assistant Professor of Biostatistics, Mayo Clinic
2008-2012 Associate Consultant, Mayo Clinic
2009-2012 Adjunct Assistant Professor of Biostatistics, School of Public Health, University of Minnesota
2010-2012 Associate Professor of Biostatistics, Mayo Clinic
2012-Present Associate Professor of Biostatistics, University of Kansas Medical Center
2012-Present Director, Biostatistics and Informatics Share Resource, University of Kansas Cancer Center
2012-Present Site Director, K-INBRE Bioinformatics Core, University of Kansas Medical Center
2016 Awarded Tenure, University of Kansas Medical Center.

Other Experience and Professional Memberships
2009 Study section member for NIH ARRA grants
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2013 Study section member for: NIH/NCI Member Conflicts EPIC grants; NIH/NIEHS K99 applications
2013-Present Editorial board for Journal of the National Cancer Institute (statistical editor)

2014 Study section member for: NIH/NCI RO1; NIH R15

2014-Present Standing study section member for Cancer Prevention Research Institute of Texas (CPRIT)
2015 Study Section member for: NIH/NIMH RO1; NIH/NIGMS RO1

2015-2016 Member, KUMC School of Medicine Research Committee

2016 Study section member for: NIH/NIMH RO1

Honors

1993-1997 President’s Combined Ability Scholarship, Truman State University

1997 Magnum Cum Laude, Truman State University

1999-2000  Vera David Graduate Fellowship, Statistics Department, lowa State University
2000-2001 Rebecca Klemm Fellowship, Statistics Department, lowa State University
2000-2001 Holly & Beth Fryer Fellowship, Statistics Department, lowa State University
2001-2003  NSF VIGRE Fellowship, Statistics Department, lowa State University

2009 Highly Rated Paper at 100™ Annual AACR Meeting, AACR
2014 Invited to attend National Academy of Sciences Kavli Frontiers of Sciences Symposium
C. Contribution to Science

1. Genetic and environmental architecture of Epithelial Ovarian Cancer risk. Over the course of the last

decade, | have contributed to some of the largest genetic epidemiology studies of ovarian cancer

conducted in the world through the Ovarian Cancer Association Consortium (OCAC). My contribution to

these studies has primarily been in the statistical analysis of high-dimensional ‘omic data, included custom
candidate gene and SNP arrays. Through these studies we have determined around 20 novel risk loci for
ovarian cancer.

a) Shen* H, Fridley*, BL, Song, H, Lawrenson, K, et al. (2013). Epigenetic analysis leads to identification
of HNF1B as a subtype-specific susceptibility gene for ovarian cancer. Nat Commun, 4, 1628. PMID:
23535649, PMCID: PMC3848248

b) Pharoah, PD, Tsai, YY, Ramus, SJ, Phelan, CM, Goode, EL, Lawrenson, K, Buckley, M, Fridley, BL,
et al. (2013). GWAS meta-analysis and replication identifies three new susceptibility loci for ovarian
cancer. Nat Genet, 45(4), 362-370, 370e361-362. PMID: 23535730, PMCID: PMC3693183

c) White, KL, Schildkraut, JM, Palmieri, RT, Iversen, ES, Jr., Berchuck, A, Vierkant, RA, Rider, DN,
Charbonneau, B, Cicek, MS, Sutphen, R, Birrer, MJ, Pharoah, PP, Song, H, Tyrer, J, Gayther, SA,
Ramus, SJ, Wentzensen, N, Yang, HP, Garcia-Closas, M, Phelan, CM, Cunningham, JM, Fridley, BL,
Sellers, TA, Goode, EL, & Ovarian Cancer Association, C. (2012). Ovarian cancer risk associated with
inherited inflammation-related variants. Cancer Res, 72(5), 1064-1069. PMID: 22282663, PMCID:
PMC3293997

d) Usset, J, Raghavan, R, ..., Goode, EL, Fridley, BL. (2016). Assessment of multifactor gene-
environment interactions and ovarian cancer risk: candidate genes, obesity, and hormone-related risk
factors. Cancer Epidemiol Biomarkers Prev. (Epub ahead of print). PMID: 26976855, PMCID: In
process

Tumor and Germline studies of Epithelial Ovarian Cancer Survival. In additional to my role within

OCAC for the statistical analysis for genetic variation associated with outcome, | am an active member of

the Ovarian Tumor Tissue Analysis Consortium (OTTA) and lead many of the analyses related to IHC data

from TMAs and association with clinical outcome and/or histology. | also have been the statistical lead for
numerous tumor studies involving DNA methylation array data, Agilent gene expression arrays, and
recently RNA-seq studies for the rare histologies of ovarian cancer.

a) Fridley, BL, Armasu, SM, Cicek, MS, Larson, MC, Wang, C, Winham, SJ, Kalli, KR, Koestler, DC,
Rider, DN, Shridhar, V, Olson, JE, Cunningham, JM, & Goode, EL. (2014). Methylation of leukocyte
DNA and ovarian cancer: relationships with disease status and outcome. BMC Med Genomics, 7, 21.
PMID: 24774302, PMCID: PMC4102255

b) Wang, C, Cicek, MS, Charbonneau, B, Kalli, KR, Armasu, SM, Larson, MC, Konecny, GE, Winterhoff,
B, Fan, JB, Bibikova, M, Chien, J, Shridhar, V, Block, MS, Hartmann, LC, Visscher, DW, Cunningham,
JM, Knutson, KL, Fridley, BL, & Goode, EL. (2014). Tumor hypomethylation at 6p21.3 associates with
longer time to recurrence of high-grade serous epithelial ovarian cancer. Cancer Res, 74(11), 3084-
3091. PMID: 24728075, PMCID: PMC4054691
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c) Goode, EL, Maurer, MJ, Sellers, TA, Phelan, CM, Kalli, KR, Fridley, BL, Vierkant, RA, Armasu, SM,
White, KL, Keeney, GL, Cliby, WA, Rider, DN, Kelemen, LE, Jones, MB, Peethambaram, PP,
Lancaster, JM, Olson, JE, Schildkraut, JM, Cunningham, JM, & Hartmann, LC. (2010). Inherited
determinants of ovarian cancer survival. Clin Cancer Res, 16(3), 995-1007. PMID: 20103664, PMCID:
PMC2818685

d) Wang, C, Winterhoff, B, Kalli, K, Block, M, Armasu, S, Larson, M, Chen, H, Keeney, G, Hartmann, L,
Shridhar, V, Konecny, GE, Goode, EL, Fridley, BL. (2016). Expression signature distinguishing two
tumor transcriptome classes associated with progression free survival among rare histological types of
epithelial ovarian cancer. British Journal of Cancer, 114(12):1412-20. PMID: 27253175, PMCID:
Pending.

3. Pharmacogenomic studies using model systems. In additional to my role on multiple ovarian cancer
studies, | have been a member of the Pharmacogenomics Research Network (PGRN), a NIGMS funded
network, where | supported the statistical analyses of multiple phenotype-genotype from a liver bank
samples and cell lines studies. | am currently involved in multiple pharmacogenomics studies involving
pediatric patients being conducted at Children’s Mercy Hospital (Kansas City, MO), for which RNA-seq,
SNP genotypes genome-wide, DNA methylation, and metabolite information, in addition to some enzymes
activity levels from pediatric liver samples (ages 0 — 12) have been collected. The goal of these studies is
to determine the ontogeny of drug response in pediatric patients.

a) Fridley, BL, Batzler, A, Li, L, Li, F, Matimba, A, Jenkins, GD, Ji, Y, Wang, L, & Weinshilboum, RM.
(2011). Gene set analysis of purine and pyrimidine antimetabolites cancer therapies. Pharmacogenet
Genomics. PMID: 21869733, PMCID: PMC3192305

b) Pei, H, Li, L, Fridley, BL, Jenkins, GD, Kalari, KR, Lingle, W, Petersen, G, Lou, Z, & Wang, L. (2009).
FKBP51 affects cancer cell response to chemotherapy by negatively regulating Akt. Cancer Cell, 16(3),
259-266. PMID: 19732725, PMCID: PMC2755578

c) Li, L, Fridley, B, Kalari, K, Jenkins, G, Batzler, A, Safgren, S, Hildebrandt, M, Ames, M, Schaid, D, &
Wang, L. (2008). Gemcitabine and Cytosine Arabinoside Cytotoxicity: Association with Lymphoblastoid
Cell Expression. Cancer Res, 68(17), 7050-7058. PMID: 18757419, PMCID: PMC2562356

d) Niu, N, Qin, Y, Fridley, BL, Hou, J, Kalari, KR, Zhu, M, Wu, TY, Jenkins, GD, Batzler, A, & Wang, L.
(2010). Radiation pharmacogenomics: a genome-wide association approach to identify radiation
response biomarkers using human lymphoblastoid cell lines. Genome Res, 20(11), 1482-1492. PMID:
20923822, PMCID: PMC2963812

4. Clinical pharmacogenomic studies. In addition to studies involving model systems (liver banks, cell lines,
mouse models), | have also contributed to the study of pharmacogenomics translational studies involving
clinical patient information.

a) Liu, M, Ingle, N, Fridley, BL, Buzdar, AU, Robson, ME, Kubo, M, Wang, L, Batzler, A, Jenkins, GD,
Pietrzak, TL, Carlson, EE, Goetz, MP, Northfelt, DW, Perez, EA, Williard, CV, Schaid, DJ, Nakamura,
Y, & Weinshilboum, RM. (2013). TSPYL5 SNPs: association with plasma estradiol concentrations and
aromatase expression. Mol Endocrinol, 27(4), 657-670. PMID: 23518928, PMCID: PMC3607698

b) Lamba, JK, Fridley, BL, Ghosh, TM, Yu, Q, Mehta, G, & Gupta, P. (2014). Genetic variation in
platinating agent and taxane pathway genes as predictors of outcome and toxicity in advanced non-
small-cell lung cancer. Pharmacogenomics, 15(12), 1565-1574. PMID: 25340731, PMCID:
PMC4450105.

c) Tan, XL, Moyer, AM, Fridley, BL, Schaid, DJ, Niu, N, Batzler, AJ, Jenkins, GD, Abo, RP, Li, L,
Cunningham, JM, Sun, Z, Yang, P, & Wang, L. (2011). Genetic variation predicting cisplatin cytotoxicity
associated with overall survival in lung cancer patients receiving platinum-based chemotherapy. Clinical
cancer research, 17(17), 5801-5811. PMID: 21775533, PMCID: PMC3167019

d) Matimba, A, Li, F, Livshits, A, Cartwright, CS, Scully, S, Fridley, BL, Jenkins, G, Batzler, A, Wang, L,
Weinshilboum, R, & Lennard, L. (2014). Thiopurine pharmacogenomics: association of SNPs with
clinical response and functional validation of candidate genes. Pharmacogenomics, 15(4), 433-447.
PMID: 24624911, PMCID: PMC4027966

5. Bayesian Statistical Methods for genomic studies. Through my collaborations as a Co-Investigator on
multiple NIH funded research projects, | often observed the need for novel sophisticated statistical methods
to address the proposed research question. Therefore, my statistical research program is closely aligned
with my collaborative research activities. One focus of my research is in the area of new Bayesian
statistical methods for ‘omic data, including methods for gene set / pathway analyses, genomic clustering,
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and integrative analysis methods, for which | have been awarded three NIH grants. These methods have

since been used in many of my collaborative research projects.

a) Fridley, BL, Lund, S, Jenkins, GD, & Wang, L. (2012). A Bayesian integrative genomic model for
pathway analysis of complex traits. Genet Epidemiol, 36(4), 352-359. PMID: 22460780, PMCID:
PMC3894829

b) Fridley, BL, Jenkins, G, Schaid, DJ, & Wang, L. (2009). A Bayesian hierarchical nonlinear model for
assessing the association between genetic variation and drug cytotoxicity. Stat Med, 28(21), 2709-
2722. PMID: 19572260, PMCID: PMC2755562

c) Larson, NB, & Fridley, BL. (2013). PurBayes: estimating tumor cellularity and subclonality in next-
generation sequencing data. Bioinformatics, 29(15), 1888-1889. PMID: 23749958, PMCID:
PMC3712213

Complete List of Published Work: http://www.ncbi.nim.nih.gov/pubmed/?term=((Fridley B) OR Fridley BL)
AND ("1997/01/01"[Date - Publication] : "3000"[Date - Publication])

D. Research Support

Ongoing Support:

RSG-14-067-01-TBE Chien (PI) 07/01/2014 - 06/30/2018
Am Cancer Society

Mechanism of Carboplatin Resistance in Ovarian Cancer

Major Goals: To characterize molecular mechanisms contributing to carboplatin resistance in ovarian cancer
Role: Co-Investigator

P30 CA168524 Jensen (PI) 07/11/2012 — 6/30/2017
NIH/NCI

Cancer Center Support Grant

Major Goals: The University of Kansas Cancer Center is a growing matrix organization that aims to leverage
unique scientific assets to build a nationally significant cancer research and treatment center that will become
the leading academic institution in the world for transforming discoveries into new therapeutic approaches.
Role: Director of Biostatistics and Informatics Shared Resource

P20 GM103418 Wright (PI) 05/15/2014 - 04/30/2019
NIH/NIGMS

Kansas IDeA Network of Biomedical Research Excellence

Major Goals: Establish a multi-disciplinary research network with a thematic scientific focus that will build,
strengthen, and integrate research in cell and developmental biology in the State of Kansas

Role: KUMC Bioinformatics Satellite Director

<No Number> Hagan (PI) 10/01/2015 - 09/30/2017
The V Foundation

Progesterone Receptor Promotes Inflammation in Breast Cancer

Major Goal: to determine how ck2-dependent phosphorylation on PR affects inflammatory functions in the
breast (via STAT5), particularly through modulating the anti-inflammatory functions of NF-kB.

Role: Statistician

<NONE> Hagan (PI) 07/15/2016 - 07/14/2019
DEPARTMENT OF DEFENSE

Novel Pro-Inflammatory Progesterone Receptor/STAT5 Gene Programs in Breast Cancer

Major Goals: The objective of the experiments outlined in this proposal is to determine if progesterone receptor
contributes to breast cancer growth and progression by promoting a pro-inflammatory microenvironment

Role: Co-Investigator

Completed Support:
P20 GM103418 Wright (PI) 05/01/2012-04/30/2014
NIH/NIGMS
Kansas IDeA Network of Biomedical Research Excellence
Goal: Establish a multi-disciplinary research network with a thematic scientific focus that will build, strengthen,
and integrate research in cell and developmental biology in the State of Kansas.
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Role: KUMC Bioinformatics Satellite Director

R21 GM86689 Fridley (PI) 08/01/2011 — 07/30/2013
NIH/NIGMS

Bayesian hierarchical nonlinear models for pharmacogenomic cytotoxicity studies.

Goal: To develop Bayesian models to assess the relationship between in vitro phenotypes and genomic data.
Role: Principal Investigator

R21 CA140879 Fridley (PI) 08/01/2009 — 07/31/2011
NIH/NCI

Integrative Genomic Models for Pharmacogenomic Studies

The goal of this research is to combine various sources information collected into Bayesian models to aid in
the understanding of the complex relationship between the genome and drug response.

Role: Principal Investigator

U19 CA148112 Goode (PI) 07/02/2010-06/30/2014
NIH/NCI

Follow-up of Ovarian Cancer genetic association and Interaction studies (FOCI)

Goal: To discover loci associated with ovarian cancer risk and survival and to functional follow-up of these loci.
Role: Co-Investigator

U19/U01 GM61388 Weinshilboum (P1) 07/01/2010 — 06/30/2015
NIH/NIGMS 07/12/2005 — 06/30/2010
Pharmacogenetics of Phase Il Drug Metabolizing Enzymes

The major goals of this project are to investigate the genomic structures of phase-Il drug metabolizing
enzymes and the pharmacogenetics of major depression and breast cancer treatment.

Role: Co-Investigator

R21 CA182715 Fridley (P1) 12/01/2013 - 11/30/2015
NIH/NCI

Bayesian Integrative Clustering for Determining Molecular Based Cancer Subtypes

Goal: To develop and apply a novel statistical model for determining molecular subtypes and to validate an
ovarian cancer profile in two independent studies

Role: Principal Investigator

DEPARTMENT OF DEFENSE Chien (P1) 08/01/2013-06/16/2015
Integrated Genomics and Proteomics to Uncover Novel Mechanisms of Resistance to Chemotherapy in
Ovarian Cancer

Goal: To identify the novel molecular mechanism of chemotherapy resistance in ovarian cancer.

Role: Co-Investigator

RO1 CA138461 Wang (PI) 04/01/2009 — 03/31/2014
NCI

Pharmacogenomics and Mechanism of Cytidine Analogues

The goal of this research is to determine the mechanisms by which FKBP5 regulates AKT activation, followed
by testing the role of FKBP5 in gemcitabine response using nude mice models and tumor samples from
pancreatic patients who have been treated with gemcitabine.

Role: Co-Investigator

RO1 CA132780 Weinshilboum (PI) 04/01/2008 — 03/31/2013
NCI

Pharmacogenomics of cytosine arabinoside (Ara-C) and acute myelogenous leukemia

We propose to study the pharmacogenomics of Ara-C. The results of these studies will increase our
understanding of the contribution of inheritance to individual variation in Ara-C efficacy and toxicity, and will
help us to move toward the goal of “individualized” therapy for the treatment of AML.

Role: Co-Investigator
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BIOGRAPHICAL SKETCH

Provide the following information for the key personnel and other significant contributors in the order listed on Form Page 2.
Follow this format for each person. DO NOT EXCEED FIVE PAGES.

NAME: Byron J. Gajewski, PhD

eRA COMMONS USER NAME: bgajewski

POSITION TITLE: Professor of Biostatistics

EDUCATION/TRAINING: (Begin with baccalaureate or other initial professional education, such as nursing,
include postdoctoral training and residency training if applicable. Add/delete rows as necessary)

INSTITUTION AND LOCATION DEGREE | v ppis) FIELD OF STUDY
(if applicable)
Marquette University, Milwaukee, WI BS 1993 Civil Engineering, Mathematics
Marquette University, Milwaukee, WI MS 1995 Mathematics
Texas A&M University, College Station, TX PhD 2000 Statistics

A. Personal Statement

For almost 14 years, | have obtained specific education and expertise in Bayesian biostatistics, clinical trials,
and the development and validation of measures of patient reported outcomes (PROs), key research areas for
this Cancer Center Support Grant (CCSG). | have been a full member of the University of Kansas Cancer
Center (KUCC) in Cancer Control and Population Health (CCPH) since 2009 and | am part of the
Biostatistics and Informatics Shared Resource (BISR). | have expertise in the design and implementation
of clinical trials. | have published new clinical trials designs and methodology in top tier biostatistics journal
(e.g. Statistics in Medicine), of which one was quoted in NHLBI's RFA-HL-08-013. | have also published
several papers showcasing novel Bayesian predictors of clinical trials accrual stemming from a University of
Kansas Cancer Center pilot grant.

My methodological and applied work has been stemmed from a funded R0O3 (1R03NR013236) that developed
novel methods for the development of new patient reported outcome (PRO) measures. My methodological
work has also been very useful in designing funded cancer clinical trials. Two funded studies showcase novel
Bayesian clinical trials one of which is colorectal cancer screening (1RO1 CA188898) and the other on
smoking cessation (1R01HL131512). My work on this CCSG renewal will continue to foster the development
of new applications of patient reported outcomes and design novel adaptive clinical trials in cancer and cancer
related studies.

a) Gajewski, B.J., Mayo, M.S. (2006), “Bayesian Sample Size Calculations in Phase Il Clinical Trials
using a Mixture of Informative Priors,” Statistics in Medicine, 25(15), 2554-2566.

b) Gajewski, BJ, Berry, SM, Quintana, M, Pasnoor, M, Dimachkie, M, Herbelin, L, and Barohn, R (2015),
“Building Efficient Comparative Effectiveness Trials through Adaptive Designs, Utility Functions, and
Accrual Rate Optimization: Finding the Sweet Spot,” Statistics in Medicine, 34(7), 1134-1149 (PMCID:
PMC4355191).

c) Gajewski, B, Berry, S, Barsan, W, Silbergleit, R, Meurer, W, Martin, R, Rockswold, G (in press)
"Hyperbaric Oxygen Brain Injury Treatment (HOBIT) Trial: A Novel Multi-factor Design with Response
Adaptive Randomization and Longitudinal Modeling," Pharmaceutical Statistics (not NIH Sponsored
Research).

B. Position and Honors

Positions and Employment:

2000-2002  Statistical Consultant to University of Florida School of Medicine
2000-2002 Assistant Professor of Statistics, St. Cloud State University
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2002-2008 Assistant Professor, University of Kansas Schools Nursing and Allied Health
2008-2012 Associate Professor of Biostatistics, University of Kansas School of Medicine
2012-pres Professor of Biostatistics, University of Kansas School of Medicine

Other Experience and Professional Memberships:

1996-Pres American Statistical Association

2004-2008 Council, American Statistical Association, Kansas — Western Missouri Chapter

2002-Pres Eastern North American Region, International Biometrics Society

2006-Pres Reviewer Statistics in Medicine

2004-2009  Protocol Review and Monitoring Committee (PRMC) of the University of Kansas Cancer Center

2009-2011 Reviewer, American Cancer Society IRG Grant Program

2007-Pres Full Member, University of Kansas Cancer Center (2009-present, “Cancer Control & Population
Health”)

2009-2010  NIH Peer Review Committee, Clinical Hematology Special Emphasis Panel, reviewer

2014-Pres Patient Centered Outcomes Research Institute (PCORI) Scientific Reviewer

2013-Pres PStat® Accredited Professional Statistician, American Statistical Association

Honors:

1997 Kosciusko Foundation Fellowship

2008 Gajewski & Mayo (2006) study quoted in NHLBI's RFA-HL-08-013

2013 Director's Award: Faculty from the American Indian Health Research and Education Alliance

C. Contribution to Science (Selected from 150 peer-reviewed publications)

My statistical methodological and collaborative research focuses on Bayesian data analysis specifically in the
design and modeling of clinical trials, psychometrics and patient reported outcomes (PROs) modeling, and
health care services. My collaborative work spans cancer, medicine, nursing, health professions, and other
related fields.

1. Clinical Trials

a) Mayo, M.S., and Gajewski, B.J. (2004), “Bayesian sample size calculations in phase Il clinical trials
using informative conjugate priors,” Controlled Clinical Trials, 25, 157-167.

b) Gajewski, B, Simon, S, and Carlson, S (2008), “Predicting accrual in clinical trials with Bayesian
posterior predictive distributions,” Statistics in Medicine, 27(13), 2328-2340. (accepted before April 7,
2008, no PMCID needed)

c) Jiang, Y, Simon, S, Mayo, MS, & Gajewski, BJ (2015), “Modeling and Validating Bayesian Accrual
Models on Clinical Data and Simulations Using Adaptive priors,” Statistics in Medicine, 34(4), 613-629.
PMCID: PMC4314351.

d) Wick, J, Berry, SM, Yeh, H, Choi, W, Pacheco, CM, Daley C, Gajewski, BJ (in press), “A Novel
Evaluation of Optimality for Randomized Controlled Trials,” Journal of Biopharmaceutical Statistics.
PMCID: in process.

2. Psychometrics/Patient Reported Outcomes

a) Gajewski, B.J., Hart, S, Bergquist, S, & Dunton, N (2007), “Inter-rater Reliability of Pressure Ulcer
Staging: Ordinal Probit Bayesian Hierarchical Model that allows for Uncertain Rater
Response,” Statistics in Medicine, 26(25), 4602-4618.

b) Jiang, Y, Boyle, DK, Bott, MJ, Wick, JA, Yu, Q, Gajewski, BJ (2014), "Expediting Clinical and
Translational Research via Bayesian Instrument Development," Applied Psychological Measurement,
38(4), 296-310. PMCID: PMC4034393.

c) Garrard, L, Price, L, Bott, M Gajewski, B (in press), “A novel method for expediting the development of
patient-reported outcome measures and an evaluation across several populations,” Applied
Psychological Measurement (PMCID pending).

d) Gibbs, H, Ellerbeck, E, Befort, C, Gajewski, B, Kennett, AR, Yu, Q, Christifano, D, Sullivan, DK (in
press), “Measuring Nutrition Literacy in Breast Cancer Patients: Development of a Novel Instrument,”
Journal of Cancer Education (PMCID pending).
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3. Health care services

a) Gajewski, B.J., Lee, R, Thompson, S, Dunton, N, Becker, A, Wells,V (2006), “Non-Normal Path
Analysis in the Presence of Measurement Error and Missing Data: A Bayesian Analysis of Nursing
Homes’ Structure and Outcomes,” Statistics in Medicine, 25(21), 3632-3647.

b) Gajewski, B.J., Nicholson, N. and Widen, J.E. (2009), “Predicting Hearing Threshold in Non-
Responsive Subjects Using a Log-Normal Bayesian Linear Model in the Presence of Left Censored
Covariates,” Statistics in Biopharmaceutical Research, 1( 2), 137-148. Not NIH funded.

c) Gajewski, B.J.,Lee, R, Dunton, N (2012), "Data Envelopment Analysis in the Presence of
Measurement Error: Case Study from the National Database of Nursing Quality Indicators®
(NDNQI®)," Journal of Applied Statistics, 39 (12), 2639-2653. PMCID: PMC3544524.

d) Gajewski, B.J. & Dunton, N (2013), "ldentifying Individual Changes in Performance with Composite
Quality Indicators while Accounting for Regression-to-the Mean," Medical Decision Making, 33(3), 396-
406. PMCID: PMC3538092.

Complete List of Published Work in MyBibliography:
http://www.ncbi.nlm.nih.gov/pubmed/?term=gajewski+byron

D. Research Support

Ongoing Research Support:

P30 CA168524 Jensen (PI) 07/11/2012 — 6/30/2017

NCI

Cancer Center Support Grant

The University of Kansas Cancer Center is a growing matrix organization that aims to leverage unique
scientific assets to build a nationally significant cancer research and treatment center that will become the
leading academic institution in the world for transforming discoveries in the laboratory into new therapeutic
approaches.

Role: Statistician

RO1 CA188898 Greiner (PI) 07/1/2016 — 6/30/2021

NCI

AIMSS: Adaptive Intervention to Maximize Colorectal Screening in Safety Net Populations

Although Colorectal Cancer (CRC) screening is now used by more of the age eligible population than in prior
decades, many low-income and uninsured individuals remain unscreened. This project will test an adaptive
and sequential intervention approach to maximize rates of screening among a safety-net clinic population
suffering from high rates of CRC disparities. It will target a diverse sample of patients including low-income
African Americans, Latinos, refugees, and Whites. We will use a Bayesian adaptive design to test the impact of
one or two doses of an “implementation intentions” informed behavioral intervention versus generic health
education on CRC screening. Study outcomes will be measured from fecal immunochemical test or
colonoscopy reports from the study testing center.

Role: Co-Investigator

RO1HL131512 Richter (PI) 02/01/2016-01/31/2021

National Institutes of Health

Changing the Default for Tobacco Treatment

The purpose of this Bayesian adaptive clinical trial is to determine the population impact of changing the
default for tobacco cessation treatment. The main hypothesis is that more patients presented in an OPT OUT
to smoking cessation will participate in counseling, use cessation medications, and be abstinent from smoking
at 1 month post randomization compared to those presented to OPT IN.

Role: Co-Investigator

RO3HDO081730 Gibbs (PI) 08/01/2014-07/31/2016
National Institutes of Health
Adaptation and Validation of a Nutrition Literacy Assessment Instrument
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The goal of this research is to produce a valid and reliable tool for measuring nutrition literacy in a chronic
disease population and identify the associations between nutrition literacy and diet quality in this population.
Role: Key Personnel

0OB-1402-09413 Befort (PI) 01/01/2015 - 12/31/2019
Patient-Centered Outcomes Research Institute

Midwestern Collaborative for Treating Obesity in Rural Primary Care

Obesity rates are higher among rural residents, and it may be especially difficult to treat for rural primary care
providers (PCPs) who often serve as front-line providers for a wider range of presenting concerns.

Role: Co-Investigator

R01HD083292 Gajewski/Carlson/ Valentine (PI) 01/19/2016-12/31/2021

National Institutes of Health

Assessment of DHA Supplementation in Pregnancy to Reduce Early Preterm Birth (ADORE)

To determine if a supplement of 1000 mg DHA /day compared to 200 mg DHA/day during the last two
trimesters of pregnancy can reduce ePTB (primary efficacy analysis). We employ a novel Bayesian response
adaptive randomization design that assigns more subjects to the “winning” group.

CER-1306-02496 Barohn (PI) 04/01/2014-3/31/2017

Patient Centered Outcomes Research Institute (PCORI)

PAIN-CONTROLS

Determine which drug is most effective in producing pain relief and improving quality of life in patients with
CSPN. We will perform a prospective randomized comparative effectiveness Bayesian adaptive design study
with those who do not have diabetes and for whom no other cause has been found. The four drugs we will use
are nortriptyline, duloxetine, pregabalin and mexiletine.

Role: Co-Investigator

R01 HD047315 Carlson (PI) 04/04/2006-01/31/2016 (renewal)
National Institutes of Health

DHA Supplementation and Pregnancy Outcomes

To determine whether maternal RBC PL DHA can be significantly increased by supplementation, assess the
effect of DHA supplementation on duration of gestation, evaluate adverse events in women and infants in the
treated and placebo groups, evaluate the effect of maternal DHA supplementation on visual evoked potential
acuity in infancy, and evaluate the effect of DHA supplementation on the development of fundamental
measures of cognitive function in infancy.

Role: Co-Investigator

<NONE> Mayo (PI) 01/01/2013-12/31/2016

NuFactor

Data Coordinating Center for NUFACTOR IG Treatment Outcomes Assessment and Clinical Guidelines Study
This is a quality assessment/improvement study to evaluate treatment outcomes associated with disease-
specific IG prescribing regimens in NUFACTOR IG patients.

Role: Co-Investigator

Completed Research Support:

R03 NR013236 Gajewski (PI) 05/21/2014 - 05/20/2016

National Institutes of Health

A Novel Method for Expediting the Development of Patient Reported Outcome Measures

The specific aims for this proposed study are to: 1) Test Ordinal Bayesian Instrument Development (OBID) by
comparing its performance (i.e., stability and development time differences) to classical instrument
development using simulation date 2) Beta test OBID across settings of patient and family caregiver
populations 3) Disseminate OBID software for evaluation by investigators in varied research communication.
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No Number Gajewski (PI) 06/01/2013-6/01/2014

NCI (The KUCC)

The KUCC Pilot of Bayesian Prediction for Interim Review of Studies with Slow Accrual

The aims of this research study are to develop and test a software program for accrual (Aim #1) and develop a
hierarchical extension to the accrual model (Aim #2). In Aim #1, we will develop a web-based applet that will
provide a simple and easy to use interface that will encourage use of Bayesian models by a broader range of
researchers. In Aim #2, the research team will develop a hierarchical accrual model. These extensions would
provide modeling of individual strata in a stratified randomized study.

CTSA Pilot Gajewski/Carlson (PlIs) 03/01/2015 - 02/28/2016

NIH

DHA Supplementation in Pregnancy to Reduce Early Preterm Birth: A Pilot

DHA is nutrient that is low in the diet of US women. Early preterm, i.e. births before 34 weeks gestation, affects
3.4 % of US pregnancies and results in births with the highest overall infant mortality and morbidity. The
current project seeks to determine if prenatal nutritional supplementation with 1 gram per day of DHA can
reduce early preterm birth. A positive finding would have enormous implications for the formulation of public
policy on prenatal nutrition.

UL1RR033179 Barohn & Aaronson (PI) 04/01/2011-3/31/2014

National Institutes of Health

Frontiers: Heartland Institute for Clinical and Translational Research

The University of Kansas Heartland Institute for Clinical and Translational Research is an academic home for
clinical and translational research, providing support to scientists and involving the community, so that
discoveries and research findings wi|l be brought more rapidly to the point of care, thus improving the health of
all Kansans.

Role: Biostatistician

P20 MD004805 Daley & Greiner (PI) 04/01/2010-3/31/2015

National Institutes of Health

Center for American Indian Community Health (CAICH)

The CAICH addresses health disparities among American Indians, who face some of the greatest health
disparities of any racial/ethnic group in the US and who have not historically been well represented in medical
research or education in the health professions. The center addresses a variety of health issues and focuses
on two major health issues among American Indians, smoking and mammography. American Indians have the
highest rates of smoking and rising incidence and disproportionate mortality for breast cancer.

Role: Methods Core Director
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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: Alan S Gamis, MD, MPH

eRA COMMONS USER NAME (credential, e.g., agency login): AGAMIS1

POSITION TITLE: Chief, Section of Oncology, Children's Mercy Hospital Kansas City

EDUCATION/TRAINING (Begin with baccalaureate or other initial professional education, such as nursing,
include postdoctoral training and residency training if applicable. Add/delete rows as necessary.)

DEGREE Completion Date

INSTITUTION AND LOCATION (if applicable) MM/YYYY FIELD OF STUDY
Drake University, Des Moines, IA BA 1980 Biology
University of lllinois, Chicago, IL MD 1984 Medicine
University of Minnesota, MPH 1991 Epidemiology
Minneapolis MN
Children’s Mercy Hospital, KC, MO Resident 1987 General Pediatrics
University of Minnesota, Fellow 1991 Pediatric Oncology & Bone
Minneapolis MN Marrow Transplant

A. Personal Statement.

My research expertise is in the design and development of multi-institutional clinical trials in childhood cancer,
specifically in AML. | am a board certified Pediatric Hematologist’/Oncologist and continue to care for patients
with cancer in a large children's cancer center. | am also trained as an Epidemiologist receiving an MPH in
1991 as a foundation for clinical trial development. | have been active in AML research activities in the
Children's Oncology Group since 1993, first serving on several COG clinical trial committees (AML,
Neuroblastoma, Hodgkins, Stem Cell Transplant, Epidemiology, & Supportive Care/Nursing), then chairing two
large clinical trials. The first was the phase lll trial COG A2971 - Treatment of Children with Down’s Syndrome
and AML, MDS, and Transient Myeloproliferative Disorder, from 1996-2004.This was followed by a second
national Phase Il trial, COG-AAMLO0531- Phase Il Randomized Trial of Gemtuzumab Combined with
Conventional Chemotherapy for de novo Acute Myeloid Leukemia in Children, from 2004 until the present. |
have served as a member of the COG Myeloid Scientific Disease Committee since 1996 and served as Chair
of the committee from 2007-2013 overseeing all aspects of Myeloid Leukemia research (design,
implementation, analysis, and strategic planning) during which time we designed and developed numerous
clinical trials in childhood AML. | have also served on the COG Epidemiology Steering Committee from 1992-
1995 and the COG Stem Cell Transplant Steering Committee from 2002 to 2010. | was a founding member of
the Pediatric Blood and Marrow Transplant Consortium beginning in 1992 ultimately serving as its Chair from
1999-2004 during which time | led the successful attainment of the UO1 NHLBI grant as an original Pl of a
clinical core center of the Bone Marrow Transplant Clinical Trials Network (BMT CTN). During this time |
successfully joined the PBMTC with the COG through the NIH grant BAA-RM-04-23 grant, Re-engineering the
Clinical Research Enterprise: Feasibility of Integrating and Expanding Clinical Research Networks, from 2004-
2008.Locally, as the Director of the Children's Mercy Cancer Center, | oversee all clinical and research
activities related to cancer care and successfully oversaw the program's expansion, program development and
ultimately consortium institutional partnership with the NCI-designated University of Kansas Cancer Center. |
will serve as the Co-Program Leader of the D3ET Program.

B. Positions and Honors.
Professional Experience:

Jul 91-present Staff Physician, Hematology/Oncology, The Children's Mercy Hospital, Kansas City, MO
2003-present Chief, Section of Oncology, The Children's Mercy Hospital, Kansas City, MO

Jul 91-Aug 99 Assistant Professor, Pediatrics, University of Missouri-Kansas City, KC, MO

Sep 99-Jul 08 Associate Professor, Pediatrics, UMKC School of Medicine, KC, MO
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Jul 08-present Professor, Pediatrics, UMKC School of Medicine, KC, MO

Jul 12-present Adjunct Professor, University of Kansas (KU) School of Medicine, KC, KS

Jul 12-present Member/Co-Program Leader, KU NCI-designated Cancer Center, Drug Discovery
Program

Other Experience and Professional Memberships:

2004-2011 American Academy of Pediatrics, Fellow- Executive Committee, Member-at-large,
Subsection of Hematology/Oncology

2007-present Cancer.net, American Society of Clinical Oncology website for patients. Editor for
Pediatric Acute Myeloid Leukemia section,

2015-present PDQ (Physician Data Query) - National Cancer Institute's Cancer Information Editorial

Board. Member of Pediatric Treatment Editorial Board.

Selected Honors and Awards:

1996-2016 Best Doctors in America, for subspecialty, Pediatric H/O and BMT

2007-2016 Kansas City Super Doctor, KC Magazine, (region’s top 10% of Oncology physicians
(peer-selected), Hall of Fame honoree

2010 American Pediatric Society, elected to this research honor society.

2015 Golden Apple Fellow Mentor Award, Children's Mercy

2015 Ingram’s Top Doctor Award 2015 (top 10 physicians in Kansas City), Ingram’s Magazine

C. Contribution to Science (focus on myeloid leukemia research)

1. My early work in myeloid leukemias focused on improving supportive care for patients receiving intensive
AML therapy, and the therapeutic options for relapsed AML patients. These efforts resulted in the greater
awareness and the clarification that those at risk for overwhelming sepsis with alpha-hemolytic
streptococcal infections were those receiving high dose cytarabine infusions. In relapse patients, |
participated in the design of the CCG-2951 trial and the determination that the sequential administration of
cytarabine (an S phase specific agent) followed by mitoxantrone would be the method of choice which has
been the basis of its use in relapse and de novo serial COG protocols since. The following are
representative manuscripts of these efforts:

a) Gamis A, Howell B, DeSwarte J, Feusner J, Woods W. (2000) “Incidence and impact of alpha
streptococcal infections in a prospective childhood AML trial, CCG 2891 - A report from the Childrens
Cancer Group”, Journal of Clinical Oncology, 18:1845-1855.

b) Wells, R, Adams M, Alonzo T, Arceci R, Buckley J, Buxton A, Dusenbery K, Gamis A, Masterson M,
Vik T, Warkentin P, Whitlock J. (2003) “Mitoxantrone and Cytarabine Induction, High Dose Cytarabine
and Etoposide Intensification for Pediatric Patients with Relapsed or Refractory Acute Myeloid
Leukemia: Children’s Cancer Group Study 2951", Journal of Clinical Oncology, 21(15):2940-47.

c) Sung L, Gamis A, Alonzo T, Buxton A, Britton K, DeSwarte-Wallace J, Woods W (2009). Infections
and association with different intensity of chemotherapy in children with acute myeloid leukemia,
Cancer, 115:1100-8. PMC2677372

2. Subsequent focus of research in myeloid leukemias was directed to the unique aspects of AML in children
with Down Syndrome. This spanned retrospective data analysis of the experience on the Phase Ill AML
trial, CCG-2891 which included all children with AML including those with Down Syndrome, continuing on
as the study chair of the COG trial, A2971, Treatment of Children with Down’s Syndrome and AML, MDS,
and Transient Myeloproliferative Disorder, then the Myeloid Disease Scientific Chair overseeing the
development of the trials, AAML0431 - The Treatment of Down Syndrome Children with Acute Myeloid
Leukemia and Myelodysplastic Syndrome under the Age of 4 Years, and the COG trial, AAMLO8BL1 -
Biology of Transient Myeloproliferative Disorder in Down Syndrome Infants. | have subsequently
participated in the development of the just opened COGtrial, AAML1531: Risk Stratified Therapy for
Acute Myeloid Leukemia in Down Syndrome, as a study committee member. The CCG-2891 analysis
resulted in the first description that age significantly impacted and defined myeloid leukemia in Down
Syndrome children. The COG A2971 trial was the first COG and the largest trial in the world to that date
that focused on Myeloid Leukemias in Down Syndrome and saw improvement in survival for those
diagnosed with AML and defined the disorder Transient Myeloproliferative Disorder of Down Syndrome
which continues to serve as the basis of current risk-based treatment stratification of this disorder. COG

Page 128



Contact PD/PI: Jensen, Roy A

AAMLO431 recently had its data released and presented showing further improvement in overall survival
for those with AML with alterations in the chemotherapy backbone and identified those at high risk for
relapse. COG AAML1531 builds upon this knowledge and now stratifies therapy for Down Syndrome
children diagnosed with AML based upon the risk factors identified in COG AAML0431. These trials also
served to improve the epidemiologic understanding of this disorder. The following are selected
representative manuscripts of these efforts:

a) Gamis A, Woods W, Alonzo T, Buxton A, Lange B, Barnard D, Gold S, Smith F (2003) “Increased Age
at Diagnosis Has a Significantly Negative Effect on Outcome in Children with Down Syndrome and
Acute Myeloid Leukemia—A Report from the Children’s Cancer Group Study, CCG-2891", Journal of
Clinical Oncology, 21(18):3415-3422.

b) Sorrell A, Gerbing R, Kumar M, Alonzo T, Hilden J, Smith F, Gamis A (2012). “Favorable Survival
rates Maintained in Down syndrome children with acute myeloid leukemia/myelodysplasia (AML/MDS)
treated with reduced dose chemotherapy on the Children’s Oncology Group trial, COG A2971", Cancer
118(19):48-6-4814. PMC3879144

c) Wen Q, Goldenson B, Silver S, Schenone M, Huang Z, An WF, Lewis T, Dancik V, Thiollier C,
Wang L, Diebold L, Bliss-Moreau M, VerPlank L, Moore C,Vokes M, Bray M, Scherer C, Carpenter
A, Tolliday N, Clemons P, Mishra R, Vemula S, Shi J, Wei L, Kapur R, Lopez C, Gerby B,Ballerini
P,Pflumio F, Gillland DG, Goldberg L, Birger Y, lzraeli S, Gamis A, Smith F, Woods W, Goh B,
Root D, Carr S, Gould R, Mercher T, Bradner J, Schreiber S, Stern A, Crispino J (2012).
“Identification of regulators of polyploidization presents therapeutic targets for treatment of AMKL.”
Cell, 150(3):575-589. PMC3613864

d) Malinge, S., Chlon, T., Dore, L.C., Ketterling, R.P., Tallman, M.S., Paietta, E., Gamis, A.S., Taub, JW.,
Chou, S.T., Weiss, M.J., Crispino, J.D., Figueroa, M.E. (2013). “Development of Acute
Megakaryoblastic Leukemia in Down Syndrome Is Associated with Sequential Epigenetic Changes”,
Blood, 122(14):e33-43. PMC3790517

3. With these areas of foundational research, | then assumed the study chair position of the COG Phase Il
trial for children, adolescents and young adults with de novo AML, specifically COG AAML0531. This trial
was designed to test the antibody-conjugate agent, gemtuzumabozogamicin (GO), in order to improve EFS
and OS without further increasing traditional chemotherapy intensity. This trial identified that GO improved
EFS through the reduction in relapse risk in specific subsets of patients. Further analyses are ongoing to
better identify those will benefit from this new agent. As a result of this and several adult trials of GO, the
company is working to bring this agent back to market as it is the only new agent in many years to improve
outcomes in AML patients. We also designed the trial to be the first COG AML trial with a stratified
treatment assignment of intensification based on relapse risk. This trial further incorporated real-time
central pathologic, cytogenetic, and immunophenotypic review of all diagnostic specimens for the first time
in COG AML trials in order to ensure proper therapy stratification and accuracy of risk factors for response
and treatment outcome. This trial also developed a highly annotated leukemic cell bank for biologic
correlates including more in depth leukemic mutation analyses and host polymorphism impact. This
opened the opportunity to establish the NCI/COG AML TARGET project that has successfully obtained 200
leukemia trios (diagnosis, remission, relapse) and an additional 50 duo's from patients with refractory AML
for whole genome, exome, RNA, and methylome sequencing. This large biology trial as well as numerous
biologic investigations is ongoing. The following are selected representative manuscripts of these efforts:
a) Ho P, Kuhn J, Gerbing R, Pollard J, Zeng R, Miller K, Heerema N, Raimondi S, Hirsch B, Franklin J,
Lange B, Gamis A, Alonzo T, Meshinchi S (2011). The WT1 synonymous SNP rs16754 correlates with
higher mRNA expression and predicts significantly improved outcome in favorable-risk pediatric AML: a
report from the Children’s Oncology Group. Journal of Clinical Oncology, 29(6):704-711. PMC3056655

b) Mortland, L., Alonzo, T.A., Walter, R., Gerbing, R.B., Mitra, A., Pollard, J., Loken, M., Hirsch, B.,
Raimondi, S., Franklin, J., Pounds, S., Cao, X., Rubnitz, J., Ribeiro, R., Gamis, A., Meshinchi, S.,
Lamba, J. (2013) “Clinical significance of CD33 non-synonymous single nucleotide polymorphisms
(SNPS) in pediatric patients with acute myeloid leukemia treated with gemtuzumab-ozogamicin-
containing chemotherapy”, Clin Cancer Res 19:1620-1627. PMC3602123

c) Gamis, A.S., Alonzo, T.A., Meshinchi, S., Sung, L., Gerbing, R.B., Raimondi, S.C., Hirsch, B.A.,
Kahwash, S.B., Heerema-McKenney, A., Winter, L., Glick, K., Davies, S.M., Byron, P., Smith, F.O.,
Aplenc R. (2014) “Gemtuzumab Ozogamicin in children with de novo acute myeloid leukemia (AML)
improves event-free survival by reducing relapse risk — Results from the randomized Phase |lI
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Children’s Oncology Group trial, AAMLO0531", Journal of Clinical Oncology, 32:3021-3032.
PMC4162498

d) Tarlock, K., Alonzo, T.A., Gerbing, R.B., Raimondi, S.C., Hirsch, B., Sung, L., Pollard, J.A., Aplenc, R.,
Loken, M., Gamis, A.S., Meshinchi, S. (2016) "Gemtuzumab Ozogamicin Reduces Relapse Risk in
FLT3/ITD Acute Myeloid Leukemia: A Report from The Children’'s Oncology Group”, Clinical Cancer
Research, 1078-0432.CCR-15-1349: February 2016. PMC4834220

A focused and strategic approach to the development of clinical and translational research in the childhood
myeloid leukemias is critical for the most efficient and productive advancements in their understanding and
their treatment. Building upon my prior international consortium leadership experience in developing and
eventually chairing the Pediatric Blood and Marrow Transplant Consortium (PBMTC) and my successful
grant award to be one of the original Pl's for the NHLBI's Bone Marrow Transplant Clinical Trials Network
(BMT CTN) coupled with my accumulating expertise in childhood AML, | assumed the Chairmanship of the
COG Myeloid Disease Scientific committee, a position held from 2007-2013. The focus of this effort was to
improve therapy stratification coupled with new agent evaluation while establishing a robust translational
research mechanism utilizing the many leukemic and host specimens obtained from the many patients
consented for this research. This research was biologically delineated for the de novo patients into 3
approaches for myeloid leukemia of Down Syndrome, acute promyelocytic leukemia, and all others with
newly diagnosed AML (which itself was further delineated by biology and response). The second focus
was upon those patients who were refractory or had relapsed on upfront therapies, either those being
tested in COG and in standard of care approaches for patients not previously enrolled. Working with
multiple specialties we collaborated to evaluate the efficacy of novel approaches, new agents, improved
diagnostics, improved response precision, and improved supportive care in numerous trials developed
during this time and which laid the foundation for current trials enrolling patients and those in design phase
of development. The following are selected representative manuscripts of these efforts:
a) Gamis AS, Alonzo TA, Perentesis JP, Meshinchi S (2013). “Children's Oncology Group's 2013
blueprint for research: Acute myeloid leukemia”, Pediatr Blood Cancer 60(6):964-971. PMC4605815
b) Canner J, Alonzo T, Franklin J, Freyer D, Gamis A, Gerbing R, Lange B, Meshinchi S, Woods W,
Perentesis J, Horan J (2013). “Differences in Outcomes of Newly Diagnosed Acute Myeloid Leukemia
for Adolescent/Young Adult and Younger Patients: A Report from the Children’'s Oncology Group”,
Cancer, 119(23): 4162-4169. PMC4398142
c) Horton, T.M., Perentesis, J.P., Gamis, A.S., Alonzo, T.A., Gerbing, R.B., Ballard, J., Adlard, K.,
Howard, D.S., Smith, F.O., Jenkins, G., Kelder, A., Schuurhuis, G.J., Moscow, J.A. (2014) “A
Phase 2 Study of Bortezomib Combined With Either Idarubicin/Cytarabine or Cytarabine/Etoposide
in Children with Relapsed, Refractory or Secondary Acute Myeloid Leukemia: A Report from the
Children’s Oncology Group”,Pediatr Blood Cancer, 61(10):1754-60. PMC4247259
d) Cooper, T., Alonzo, T.A., Gerbing, R.B., Perentesis, J., Whitlock, J., Taub, JW., Horton, T.M.,
Gamis, A., Meshinchi, S., Loken, M.R., Razzouk, B.l. (2014). “AAML0523: A report from the
Children’s Oncology Group on the efficacy of clofarabine in combination with cytarabine in pediatric
patients with relapsed acute myeloid leukemia”, Cancer, 120:2482-2489. PMC4126862

D. Research Support

Ongoing Research Support:

None

Completed Research Support:

UO1 HL69254 Gamis (PI) 09/01/2001 - 09/28/2006

NIH

Pediatric Blood and Marrow Transplant Consortium, Clinical Core Center for the NHLBI/NCI Blood and Bone
Marrow Transplant Clinical Research Network
Role: Site Principal Investigator

U10 CA98543, subcontract 11802 Gamis (PI) 07/07/2003 — 08/31/2015

NIH

Children’s Oncology Group Chair's Grant
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COG Study Chair support
Role: COG Myeloid Disease Steering Committee Chair

RO1 CA111778 Parentesis (PI) 01/01/2005-12/31/2010
NIH

Molecular Studies of Down Syndrome Leukemia

Role: Co-Investigator

Leukemia & Lymphoma Society (SCOR grant) 10/01/2007- 09/30/2012
Specialized Center of Research in Targeted Therapies for Infant Leukemias

Subcontract as Core C (Biologic Correlates and Clinical Integration Core)

Role: Key Personnel

U10 Supplemental Grant 01/01/2008-12/31/2009
NIH-National Cancer Institute (NCI)

Biomarker, Imaging, and Quality of Life Supplemental Funding Program (BIQSFP)

COG-AAMLO0531 Biomarkers for risk identification and risk-based therapy in pediatric AML

(Renewable for duration of AAML0531 — 2010).

Role: Unfunded Consultant / Senior Advisor to grant that supports biologic correlate research specifically in
AAMLO531.

BAA-RM-04-23 01/01/2004-12/31/2007

NIH

Re-engineering the Clinical Research Enterprise: Feasibility of Integrating and Expanding Clinical Research
Networks

Joint COG and PBMTC 3 year Contract with NHLBI

Role: Unfunded contract author & Steering Committee Member
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NAME: Kevin Fate Ginn, MD

eRA COMMONS USER NAME (credential, e.g., agency login):

POSITION TITLE: Assistant Professor Hem/Onc, Director Neuro-Oncology Program

EDUCATION/TRAINING (Begin with baccalaureate or other initial professional education, such as nursing,
include postdoctoral training and residency training if applicable. Add/delete rows as necessary.)

DEGREE Completion Date

INSTITUTION AND LOCATION (if applicable) MM/YYYY FIELD OF STUDY
Clemson University, Clemson, SC 12/1996 Biochemistry
Presbyterian College, Clinton, SC B.S. 05/1999 Biology
Medical University of South Carolina, M.D. 06/2005 Medicine
Charleston, SC
Louisiana State University, New Orleans, LA Residency 06/2008 Pediatrics
University of Missouri Kansas City-Children’s Fellowship 06/2011 Hematology/Oncology
Mercy
St. Jude Children’s Research Hospital, Fellowship 06/2012 Neuro-Oncology
Memphis, TN

A. Personal Statement

Improvement in the survival of pediatric patients with cancer has been significant over the last few decades
primarily due to strong collaborative groups performing well planned clinical trials. The safety of those trials
and the integrity of the data collected are of utmost importance to the success of this work. My previous
experience as a study member and now as institutional principle investigator for several clinical trials prepares
me well for a role on the Protocol Review and Monitoring Committee of the University of Kansas Cancer
Center. | act as a representative of Children’s Mercy and have an expertise in Pediatric Neuro-Oncology.

B. Positions and Honors

Positions and Employment:

2012 — Pres. Assistant Professor, Division of Hematology/Oncology, Children’s Mercy Hospital and Clinics,
Kansas City, MO

2012 — Pres. Director Neuro-Oncology Program, Children’s Mercy Hospital and Clinics, Kansas City, MO

2013 — Pres. Clinical Assistant Professor of Pediatric Hematology/Oncology, University of Kansas Medical
Center, Kansas City, KS

C. Contribution to Science:

1. Publications: I have contributed with clinical expertise in studies related to malignancies in children.

a) Ginn KF and Gajjar A (2012) Atypical teratoid rhabdoid tumor: current therapy and future directions.
Front. Oncol. 2:114. doi: 10.3389/fonc.2012.00114. PMC3439631

b) Butler DF, Ginn KF, Daniel JF, Bloomer JR, Kats A, Shreve N, Myers GD (2015). Bone marrow
transplant for X-linked protoporphyria with severe hepatic fibrosis. Pediatr Transplant. Jun;19(4):E106-
10. PMID: 25856424 (PMC# not required; not NIH funded)

c) Zaky W, Dhall G, Khatua S, Brown RJ, Ginn KF, Gardner SL, Yildiz VO, Yankelevich, Finlay JL (2015).
Choroid plexus carcinoma in children: The Head Start experience. Pediatr Blood Cancer. May;62(5):
784-9. PMID: 25662896
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d)

Radhi M, Fulbright JM, Ginn KF and Guest EM (2015). Childhood cancer for the primary care
physician. Primary Care: Clinics in Office Practice. Mar;42(1):43-55. PMID: 25634704 (not NIH funded)

2. Poster presentations:

a)

b)

c)

d)

Kevin F. Ginn MD, Amanda Wise BS, Faris Farassati. Ral sighaling in medulloblastoma: biological
and therapeutic outcome. 2010 Children’s Oncology Group Fall Meeting, Young Investigator Poster
Session. Dallas, Texas. October 2010.

Kevin F. Ginn MD, Amanda Wise BS, Faris Farassati. Ral signaling in medulloblastoma: biological
and therapeutic outcome. 2010 Society for Neuro-Oncology Scientific Meeting and Education Day.
Montreal, Canada. November 2010.

Sasmita Das, Boumediene Bouzahzah, Kevin F. Ginn MD, Bhaskar C. Das. Design and Synthesis of
Boron containing potential therapeutic agents for treatment of Atypical Teratoid Rhabdoid Tumor
(ATRT). The International Chemical Congress of Pacific Basin Societies Meeting. Honolulu, Hawaii
December 2015.

Brain Carter, Kirstin Hirni, Jenni Linebarger, Lynne Covitz, Kevin Ginn. Medical non-treatment
decisions can be rational in adolescents. American Society for Bioethics and Humanities Annual
Meeting. Houston, Texas October 2015.

3. Oral presentations:

a)

b)

Bhaskar C. Das, Kevin F. Ginn, Akiva Mintz. Design and synthesis of boron containing retinoid based
potential PET Imaging agent for glioblastoma. The International Chemical Congress of Pacific Basin
Societies Meeting. Honolulu, Hawaii December 2015.

Kevin F. Ginn and Bhaskar C. Das. Retinoid based potential theranostic agents for the treatment of
atypical teratoid rhabdoid tumor. The International Chemical Congress of Pacific Basin Societies
Meeting. Honolulu, Hawaii December 2015.

D. Research Support

Ongoing Research Support:

No number (Pls: Ginn & Das) 2015 - 2017
Midwest Cancer Alliance, Partners Advisory Board Funding
Title: Investigating MAGMAS inhibitors in adult and pediatric glioblastoma

Recently Completed Research Support: None
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NAME: Andrew K. Godwin

eRA COMMONS USER NAME: AKGODWIN

POSITION TITLE: Professor & Director, Molecular Oncology, Deputy Director, KU Cancer Center; Chancellor's
Distinguished Chair in Biomedical Sciences

EDUCATION/TRAINING

DEGREE Completion
INSTITUTION AND LOCATION (if Date FIELD OF STUDY
applicable) MM/YYYY
University of Kansas BS 05/1982 Cellular Biology
University of Pennsylvania, Philadelphia, PA PhD 12/1989 Molecular Biology

A. Personal Statement

I am a Professor and the Director of Molecular Oncology in the Department of Pathology and Laboratory
Medicine at KUMC. | am leading the Personalized Cancer Medicine initiative for the KU Cancer
Center, which supports enhanced biobanking and data warehousing efforts, the growth of an early
phase clinical trial infrastructure, and the development a state-of-the-art clinical translational biomarker
discovery laboratory. | was named a Kansas Bioscience Authority Eminent Scholar in 2010 and the
Chancellor's Distinguished Chair in Biomedical Sciences Endowed Professor in 2012 and my contributions
towards education and training was recognized with the KUMC School of Medicine Achievement Award for
Mentoring Post-Docs in 2014 and the KU Medical Center’s Faculty Investigator Research Award in 2015. My
research program continues to focus on various aspects of both basic and translational research, with an
emphasis on early detection of cancer, predictive and prognostic biomarkers, liquid biopsies based on
extracellular vesicles, molecular therapeutics, companion diagnostics, clinical trials, and biosample
ascertainment. For this CCSG renewal, | will serve in the capacity of the Deputy Director for our NCI-
designated Cancer Center and as the Director of the Biospecimen Shared Resource.

B. Positions and Honors

1990-1991 Postdoctoral Associate, Division of Medical Sciences, Fox Chase Cancer Center, PA
1991-1992 Research Associate, Division of Medical Sciences, Fox Chase Cancer Center, PA
1992-1995 Assistant Member, Division of Medical Sciences, Fox Chase Cancer Center, PA

1995-2001 Associate Member, Division of Medical Sciences, Fox Chase Cancer Center, PA
1995-2010 Director of the Clinical Molecular Genetics Laboratory, Fox Chase Cancer Center, PA
1997-2010  Adjunct Professor, Department of Chemistry, Lehigh University, Bethlehem, PA

1999-2010  Director of the Biosample Repository Core Facility, Fox Chase Cancer Center, PA
2001-2009 Member (with tenure), Division of Medical Sciences, Fox Chase Cancer Center, PA
2003-2004 Chief Scientific Officer, Alteris Therapeutics, Inc., Malvern, PA

2006-present Adjunct Professor, Dept. of Biochemistry, Drexel Univ. College of Medicine, Philadelphia, PA
2008-2009 Program Leader, Ovarian Cancer, Fox Chase Cancer Center, PA

2008-2010  Co-PI of The Fox Chase Cancer Center/University of Pennsylvania Ovarian Cancer SPORE
2009-2010 Co-Leader, Women'’s Cancer Program, Fox Chase Cancer Center, PA

2009-2010 Senior Member (Professor), Division of Medical Sciences, Fox Chase Cancer Center

2010-present
2010-present

2010
2010-2013
2010-present
2011-present
2011-present
2012-present
2013-present
2014

2015

Adjunct Professor, Fox Chase Cancer Center, Philadelphia, PA

Professor, Department of Pathology & Laboratory Medicine, University of Kansas Medical
Center (KUMC), Kansas City, KS

Kansas Bioscience Authority Eminent Scholar

Associate Director for Translation Research, University of Kansas Cancer Ctr, Kansas City, KS
Director, Molecular Oncology, University of Kansas Medical Center, Kansas City, KS

Director, Biospecimen Shared Resource, University of Kansas Cancer Center, Kansas City, KS
Biorepository Coordinator for the Frontiers Translational Technologies Resource Center
Chancellors Distinguished Chair in Biomedical Sciences endowed Professor, Kansas City, KS
Deputy Director, University of Kansas Cancer Center, Kansas City, KS

Achievement Award for Mentoring Post-Docs, University of Kansas School of Medicine

Faculty Investigator Research Award, University of Kansas Medical Center
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Member, Children’s Mercy Cancer Center, Kansas City, MO
Member, Children’s Mercy Cancer Center Genomics Program, Kansas City, MO

Other Experience, Reviews and Professional Memberships (selected):

99,02,04,05,06 Review committee for U.S. Army Medical Research and Materiel Command: Ovarian Cancer

2000-2016
2001-present
2001-2003
2003-2007

Associate Editor for Cancer Research

Ad-hoc reviewer for the Special Emphasis Panels

Review committee for NCI: Pathology C (renamed to Molecular Cancer Pathobiology)
Review committee for NCI: Charter Member for Cancer Genetics

03,04,06,07,10 Review committee for U.S. Army Medical Research and Materiel Command: Breast Cancer

2004-present
2005, 2010
2008-present
2008-present
2008-2009
2009-2010
2009-2012
2010
2010-present
2011-present
2012-2014
2012-present
2013-present
2013-present
2013-present
2014-present
2015
2015-present

Editorial Board for Current Cancer Therapy Reviews

Review committee for NCI: Ovarian Cancer & GYN SPOREs

Associate Editor for Human Genomics and Proteomics

Editorial Board for Future Medicine

Steering Committee Member, The Cancer Genome Atlas Project

Co-Leader, Women'’s Cancer Program, Fox Chase Cancer Center, Philadelphia, PA
Ovarian Cancer Working Group Member, The Cancer Genome Atlas project

Scientific Review Group 2010/5 ZCA1 RPRB-M (M1) P-SPOREs in GYN, Breast, Skin Cancers
Pharmacogenomics Advisory Group, Coriell Institute for Medical Research, Camden, NJ
Medical and Scientific Advisory Board for the National Ovarian Cancer Coalition

Scientific Advisory Board for the Research Advocacy Network (Tissue Think Tank)

Chair, Scientific Advisory Board for the Basser Research Center for BRCA

Board of Director, Vicki Welsh Fund for Ovarian Cancer Awareness

Cervical Cancer Working Group Member, The Cancer Genome Atlas project

Kidney Papillary Cancer Working Group Member, The Cancer Genome Atlas project
Sarcoma Cancer Working Group Member, The Cancer Genome Atlas project

Outstanding Investigator Award (OIA)-2 Review Panel

PanCanAtlas Working Group Member (multiple groups), The Cancer Genome Atlas project

C. Contributions to Science

1. Ovarian Oncogenesis. | became interested early in my career in the field of ovarian cancer through
early studies of cancer genetics and multi-drug resistance. My career has spanned over 25 years and
contributed to over 180 ovarian cancer-related publications. | served as a co-PI for an ovarian cancer SPORE
program while at Fox Chase Cancer Center (FCCC) and have participated on many ovarian cancer clinical
trials. | established the first in vitro model of incessant ovulation, derived the first human ovarian surface
epithelial cell cultures from BRCA1 and BRCA2 mutation carriers (in collaboration with Dr. Henry Lynch),
cloned the human glutathione S-transferase gene (in collaboration with Alton Meister) and demonstrated the
role of glutathione synthesis in resistance to cisplatin using human ovarian cancer cells that | derived (in
collaboration with Drs. Thomas Hamilton & Robert Ozols) and have been used by countless researchers
around the globe. | participated in the first study that identified AKT2 (in collaboration with Dr. Joseph Testa)
and demonstrated its role in ovarian cancer oncogenesis. | was the first to study and establish a role for y-
synuclein in the pathogenesis of breast and ovarian cancer (and now many solid tumors). | mapped and
cloned several candidate tumor suppressor genes, reported the utility of monitoring circulating tumor cells in
ovarian cancer clinical trials, and performed the first genomic siRNA screen to identify points of molecular
vulnerability that are now being used in drug discovery efforts for novel therapies. Our most recent studies
have uncovered an important role of TGF-B/SMAD signaling in platinum resistance, which will lead to
investigator initiated trials to re-awake tumors to this therapy.

a) Godwin, AK., Testa, J.R., Handel, L.M., Liu, Z., Vanderveer, L.A., Tracey, P.A., and Hamilton, T.C.
Spontaneous transformation of rat ovarian surface epithelial cells: association with cytogenetic changes
and implications of repeated ovulation in the etiology of ovarian cancer. J Natl Cancer Inst. 1992 Apr
15;84(8):592-601 (PMID: 1556770).

Godwin, A.K., Meister, A., O'Dwyer, P.J., Huang, C.S., Hamilton, T.C., and Anderson, M.E. High
resistance to cisplatin in human ovarian cancer cell lines is associated with marked increase of glutathione
synthesis. Proc Natl Acad. Sci USA 1992 Apr 1;89(7):3070-3074 (PMID: 1348364) PMCID: PMC48805.
Cheng, J.Q., Godwin, A.K., Bellacosa, A., Taguchi, T., Franke, T.F., Hamilton, T.C., Tsichlis, P.N., and
Testa, J.R. AKT2, a putative oncogene encoding a member of a subfamily of protein-serine/threonine
kinases, is amplified in human ovarian carcinomas. Proc Natl Acad Sci USA 1992 Oct 1;89(19):9267-9271
(PMID: 1409633) PMCID: PMC50107.

b)

Page 135



Contact PD/PI: Jensen, Roy A

d) Schultz, D.C., Vanderveer, L., Berman, D.B., Hamilton, T.C., Wong, A.J., and Godwin, A.K. Identification
of two candidate tumor suppressor genes on chromosome 17p13.3. Cancer Res 1996 May 1;56(9):1997-
2002 (PMID: 8616839).

2. Translational Research and Biospecimens. Most people do not realize or appreciate the time,
resources, and effort needed to establish highly annotated biobanks of human biospecimens and clinical data
to support translational research. | have been a leader in this field, and have established biobanks spanning
multiple institutes and tens of thousands of participants. | have contributed to NIH initiatives and have been
listed as a source for the NCI Tissue Expediter since it beginnings. My efforts at FCCC were acknowledged in
RAND as one of the top biosample repositories. | have been a tissue source site for both The Cancer Genome
Atlas (TCGA) and Clinical Proteomic Tumor Analysis Consortium (CPTAC). | was a member of the TCGA
steering committee and several disease working groups as well as an active participant in the Early Detection
Research Network (EDRN) since 2005. | established the Family Risk Assessment Program (FRAP) biosample
repository (in collaboration with Dr. Mary Daly) at FCCC prior to the discovery of BRCA1 and BRCAZ2 to
support the identification of inherited factors, which included >7,000 cancer-prone families. | also developed
some of the earlier clinical tests (CLIA/CAP accredited) to screen women and men for mutations in BRCA1 and
BRCA2 (prior to the suppression by Myriad’s patent). This resource contributed to the better understanding of
the role of BRCA mutations in hereditary breast and ovarian cancer. We were also the first to show that loss of
expression of BRCAL via non-sense mediated decay and/or allele-specific expression was associated with
breast cancer risk. Based on my past research and the valuable clinical resources | helped assemble at FCCC
and the Triple Negative Breast Cancer Registry we are actively developing at KUMC, | served as a core
member of the Consortium of Investigators of Modifiers of BRCA1/2 (CIMBA), an international consortium that
has assembled and is evaluating large cohorts (>45,000) of BRCA1 and BRCA2 mutation carriers for genetic
modifiers of breast cancer risk. This collective has published over 40 seminal articles since its formation
regarding the role of BRCA and BRCA-related gene in breast and ovarian cancer.

a) Holgado-Madruga, M., Emlet, D.R., Moscatello, D.K., Godwin, A.K., and Wong, A.J. A Grb2-associated
docking protein in EGF- and insulin-receptor signalling. Nature, 1996 Feb 8;379(6565):560-564 (PMID:
8596638).

b) Rebbeck, T.R., Levin, A.M., Eisen, A., Snyder, C., Watson, P. Cannon-Albright, L., Isaacs, C., Olopade, O.,
Garber, J.E., Godwin, A.K., Daly, M.B., Narod, S.A., Neuhausen, S., Lynch, H.T., and Weber, B.L. Breast
cancer risk after bilateral prophylactic oophorectomy in BRCA1 mutation carriers. J Natl Cancer Inst, 1999
Sep 1;91(17):1475-1479 (PMID: 10469748).

c) Chen, X., Weaver, J., Bove, B.A., Vanderveer, L., Weil, S.C., Miron, A., Daly, M.B. Godwin, A.K. Allelic
imbalance in BRCA1 and BRCA2 gene expression is associated with an increased breast cancer risk.
Hum Mol Genet, 2008 May 1;17(9):1336-1348. Paper accepted prior to April 7, 2008. (PMID 18204050).

d) The Cancer Genome Atlas Research Network. Integrated genomic analyses of ovarian carcinoma. Nature,
2011 Jun 29;474(7353):609-615 (PMID: 21720365) PMCID: PMC3163504.

3.  Molecular Therapeutics in Cancers. | served as the Translational Science Co-chair and/or translational

scientist for multiple Gynecologic Oncology Group (GOG) and Eastern Cooperative Oncology Group (ECOG)

clinical trials evaluating molecularly targeted agents, such as AMG102, AMG386, AMG479, AMG706,
cetuximab, dasatinib, everolimus, enzastaurin, gefitinib, lapatinib, RADOO1, sorafenib, temsirolimus, and

VEGF-TRAP and | am currently a member of the Early Therapeutics & Rare Cancers & Breast Committees for

the Southwest Oncology Group (SWOG). In collaboration with scientists at Bristol Myers-Squibb we were the

first group to demonstrate, in a Phase Il clinical trial of advanced colon cancer, that patients with tumors
expressing high gene levels of epiregulin and amphiregulin were more likely to have disease control on
cetuximab treatment. Embedded in this study were important finding by my group indicating that the KRAS
mutational status was highly informative of likely response to EGFR-targeted therapy. Our mutation study
ultimately led to numerous other confirmatory studies and a Provisional Clinical Opinion statement by the

American Society of Clinical Oncology that all patients with metastatic colorectal cancer who are candidates for

anti-EFGR therapy (i.e., cetuximab and panitumumab) have their tumors tested for KRAS mutations. My

clinical research efforts continue to explore and expand the use of molecular pathology in personalizing patient
care and | direct a CLIA/CAP accredited clinical molecular oncology laboratory, which helps guide patient care
on a daily basis.

a) Schilder, R., Sill, M\W., Chen, X., Darcy, K.M., Decesare, S.L., Lewandowski, G., Lee, R.B., Arciero, C.A.,
Wu, H., Godwin, A.K. Phase Il study of gefitinib in patients with relapsed or persistent ovarian or primary
peritoneal carcinoma and evaluation of epidermal growth factor receptor mutations and
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immunohistochemical expression: a Gynecologic Oncology Group Study. Clin Cancer Res, 2005 Aug
1;11(15):5539-5548 (PMID: 16061871).

b) Khambata-Ford, S., Garrett, C.R., Meropol, N.J., Basik, M., Harbison, C.T., Wu, S., Wong, T.W., Huang,
X., Takimoto, C.H., Godwin, A.K., Tan, B.R., Krishnamurthi, S.S., Burris, H.A. 3rd, Poplin, E.A., Hidalgo,
M., Baselga, J., Clark, E.A., Mauro, D.J. Expression of epiregulin and amphiregulin and K-ras mutation
status predict disease control in metastatic colorectal cancer patients treated with cetuximab. J Clin Oncol,
2007 Aug 1;25(22):3230-3237 (PMID: 17664471).

c) Usha, L., Sill, MW., Darcy, K.M., Benbrook, D., Hurteau, J., Michelin, D.P., Mannel, R.S., Hanjani, P.,
DeGeest, K., Godwin, A.K. A Gynecologic Oncology Group phase Il trial of the protein kinase C-beta
inhibitor, enzastaurin and evaluation of markers with potential predictive and prognostic value in persistent
or recurrent epithelial ovarian and primary peritoneal malignancies. Gynecol Oncol, 2011 Jun 1;121(3):455-
461 (March 15, 2011 [Epub ahead of print]) (PMID: 21414654) PMCID: PMC3100412.

d) Kwon, Y., Smith, B.D., Zhou, Y., Kaufman, M.D., Godwin, A.K. Effective inhibition of c-MET-mediated
signaling, growth and migration of ovarian cancer cells is influenced by the ovarian tissue
microenvironment. Oncogene, 2015 Jan 8;34(2):144-153 (Dec. 23, 2013 [Epub ahead of print]) (PMID:
24362531) PMCID: PMC4067476.

4. The pathogenesis of gastrointestinal stromal tumor (GIST). My interest in GIST began in the early
2000's. Using patient samples from the CSTI571-B2222 Phase Il trial, we were the first group to report genetic
markers that could predict the response of patients with metastatic/recurrent GIST to imatinib mesylate (also
known as Gleevec™), an oral 2-phenylaminopyrimidine derivative that acts as a selective inhibitor against
several receptor tyrosine kinases including KIT, PDGFRA, and BCR-ABL (selected as “The Best of MCT-10
Years” in November, 2011). Our subsequent studies uncovered that imatinib has therapeutic benefit for GIST
via KIT inhibition, but potentially independent of AKT activity and glucose deprivation. To expand the original
profiling studies, my group directly assessed pre-treatment biopsy samples from a prospective neoadjuvant
phase Il trial (RTOG 0132) and identified an expanded 38-gene signature that included 18 KRAB-ZNF 91
subfamily members, 10 of which mapped to a single locus on chromosome 19p. We were also the first to
report a role of IGF-1R in the pathogenesis of GIST, especially in tumors that lacked kinase mutations. These
so called “wild-type” tumors are clinically more resistant to imatinib-based therapies and have few gross
genomic alterations. We and other have now clearly shown that mutations in the SDH gene family inversely
correlate with IGF-1R expression. Our studies led to the first clinical trials of wild-type pediatric and young
adult GIST patients with an anti-IGF-1R targeted therapy. We are also the first to report a drug repurposing
screen for GIST.

a) a. Frolov, A., Chahwan, S., Ochs, M., Arnoletti, J.P., Pan, Z-Z., Favorova, O., Fletcher, J., von Mehren,
M., Eisenberg, B., and Godwin, A.K. Response markers and the molecular mechanisms of action of
Gleevec in gastrointestinal stromal tumors (GISTs). Mol Cancer Ther, 2003 Aug;2(8):699-709(PMID:
12939459).

b) b. Tarn, C., Skorobogatko, Y. V., Taguchi, T., Eisenberg, B., von Mehren, M., Godwin, A.K. Therapeutic
effect of imatinib in gastrointestinal stromal tumors: AKT signaling dependent and independent
mechanisms. Cancer Res, 2006 May 15;66(10):5477-5486 (PMID: 16707477)

c) c. Tarn, C,, Rink, L., Merkel, E, Flieder, D., Pathak, H., Koumbi, D., Testa, J., Eisenberg, B., von Mehren,
M., Godwin, A.K. Insulin-like growth factor 1 receptor is a potential therapeutic target for gastrointestinal
stromal tumors. Proc Natl Acad Sci USA, 2008 Jun 17;105(24):8387-8392 (PMID: 18550829) PMCID:
PMC2448846.

d) d Ochs, M.F., Rink, L., Tarn, C., Mburu, S., Taguchi, T., Eisenberg, B., Godwin, A.K. Detection of
treatment-induced changes in signaling pathways in gastrointestinal stromal tumors using transcriptomic
data. Cancer Res, 2009 Dec 1;69(23):9125-9132 (Nov 10, 2009 [Epub ahead of print]) (PMID: 19903850)
PMCID: PMC2789202.

5. Exosomes in Cancer. For the past several years our lab has been exploring the role of the exosomes in

cancer initiation and progression and as biomarkers for early detection and response to therapy. We report the

first evidence that GIST cells invade the interstitial stroma through the release of oncogenic KIT-containing
exosomes, which triggers the phenotypic conversion of progenitor smooth muscle cells to tumor-promoting
cells. Our study indicated that exosome release and subsequent MMP1 induction created a positive feedback-
loop mechanism established between tumor and stromal cells which drives GIST development and offers new
insights for potential therapeutic strategies to block GIST progression and metastatic spread. More generally,
we sought to exploit exosomes as potential biomarkers to detect and monitor disease states. We therefore
fabricated the first microfluidic platform (lab-on-a-chip) to streamline and expedite the exosome analysis
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pipeline by integrating specific immunoisolation and targeted protein analysis of circulating exosomes. We

foresee that the microfluidic exosome analysis platform will form the basis for critically needed infrastructures

for advancing the biology and clinical utilization of exosomes in the diagnosis and monitoring of disease during
therapy.

a) Atay, S., Banskota, S., Crow, J., Sethi, G., Rink, L., Godwin, A.K. Oncogene KIT-containing exosomes
increase gastrointestinal stromal tumor cell invasion. Proc Natl Acad Sci USA, 2014 Jan 14;111(2):711-
716. (Dec. 30, 2013 [Epub ahead of print]) (PMID: 24379393) PMCID: PMC3896203.

b) He, M., Crow, J., Roth, M., Zeng, Y., Godwin, A.K. Integrated immunoisolation and protein analysis of
circulating exosomes using microfluidic technology. Lab Chip, 2014 Oct 7;14(19):3773-3780 (August 6,
2014 [Epub ahead of print]) (PMID: 25099143) PMCID: PMC4161194.

c) US Patent number 14KUO36M (Application Numbers 61/953,109 and 62/025,151, entitled, “Microfluidic
Exosome Molecular Profiling Device”, 03/14/2014 and 07/16/2014.

A complete list of Dr. Godwin’s publications (including 316 research articles, 41 book chapters and review
articles, and 4 invited editorials, which have yielded ~30,000 citations) can be found at the links below. Dr.
Godwin’s current h-index is 92. http://scholar.google.com/citations?user=FXDESs0AAAAJ&hI=en&authuser=1
http://www.ncbi.nim.nih.gov/sites/myncbi/andrew.godwin.1/bibliography/41140450/public/?sort=date&direction
=ascending

D. Research Support

Ongoing Support:

RSG-14-067-01-TBE Chien (PI) 07/01/2014 - 06/30/2018
American Cancer Society

Functional Genetics to Identify Carboplatin Resistant Genes in Ovarian Cancer.

Major goals: To identify drug resistant genes associated with carboplatin resistance in ovarian cancer.

Role: Co-Investigator

R21CA186846 Zeng (P1) 08/01/2014 - 07/30/2017
NIH

Integrated Microfluidic Exosome Profiling for Early Detection of Cancer

Major goals: To yield a transformative platform for exosome research and cancer diagnosis, which could confer
new capabilities for elucidating the biological functions of exosomes and for developing reliable biomarkers and
clinical tests for early detection of cancer.

Role: Co-Investigator

P30 CA168524 Jensen (PI) 07/01/2012-06/30/2017

NIH

Cancer Center Support Grant

Major goals: The University of Kansas Cancer Center is a growing matrix organization that aims to leverage
unique scientific assets to build a nationally significant cancer research and treatment center that will become
the leading academic institution in the world for transforming discoveries in the laboratory into new therapeutic
approaches.

Role: Deputy Director & Director, Biospecimen Repository

U01CA168870 Abbott (PI) 07/01/2015 — 06/30/2017
NIH

Glycomic Analysis of Exosomes Present in the Ascites and Plasma of Ovarian Cancer

Major goals: To isolate exosomes from the ascites and plasma of ovarian cancer patients and identify the
glycoproteins present using nano-ESI-RPLC-MS/MS analysis.

Role: Subcontract Principal Investigator

Completed Support:

UO1CA113916 Engstrom (PI) 08/13/2005 - 06/30/2016
Fox Chase Cancer Center (NCI)

Fox Chase Clinical Epidemiology and Validation Center

Major goals: to identify a reliable panel of biomarkers that would allow clinicians and pathologists to discern
which individuals are at increased risk for developing invasive breast cancer.

Role: Subcontract Principal Investigator.
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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: Jianghua He, Ph.D.

eRA COMMONS USER NAME (credential, e.g., agency login): hejiang

POSITION TITLE: Associate Professor

EDUCATION/TRAINING (Begin with baccalaureate or other initial professional education, such as nursing,
include postdoctoral training and residency training if applicable. Add/delete rows as necessary)

Completion
INSTITUTION AND LOCATION (ingGliigtﬁe) Date FIELD OF STUDY
P MM/YYYY
University of Science and Technology of China B.S. 1997 Information
Management
University of Science and Technology of China M.S. 2000 Management Science
Bowling Green State University, Bowling Green, OH M.A. 2001 Statistics
Florida State University, Tallahassee, Florida Ph.D. 2007 Statistics

A. Personal Statement

With over 10 years of education/training and research experience in Statistical and medical fields, | am well-
prepared to fulfill my role on the PRMC committee of the University of Kansas Cancer Center. | have been
closely involved with clinical research since | joined the University of Kansas Medical Center (KUMC) in 2007.
As a Biostatistician of the General Clinic Research Center for three years, | reviewed various clinical studies
and helped Pls with study design and data analysis. | also reviewed grants for NIH study sections several
times over the years. As a co-investigator, | worked on multiple NIH/FDA funded research grants of R01, R03,
and R21. Some related publications are listed here.

1.

B

Vidoni ED, Sciver AV, Johnson DK, He J, Honea R, et al. A community-based approach to a trial of aerobic
exercise in Alzheimer's disease. Contemporary Clinical Trials. 2012, 33:1105-1116. PMC3468654. (The
author name was spelled wrong as Jinghua He instead of Jianghua He.)

Pasnoor M, He J, Herbelin L, Dimachkie M, Barohn RJ, Muscle Study Group. Phase Il Trial of
Methotrexate in Myasthenia Gravis. Annals of the New York Academy of Sciences. 2012, 1275 (2012) 23—
28. PMC3564221.

Pasnoor M, He J, Herbelin L, Burns T, Nations S, Bril V, Wang AK, Kissel J, Saperstein D, Rosenfeld J,
Shaibani A, Jackson C, Swenson A, Howard JF Jr, Goyal N, Wicklund M, Pulley M, Miller J, Mozaffar T,
Dimachkie M, Statland JM, Barohn RJ, and the MSG methotrexate Sutdy MG Group. A randomized
controlled trial of methotrexate for patients with generalized myasthenia gravis. Neurology. 2016 Jul
5;87(1):57-64. PMC4932232.

Davis AM, Dean K, Mousa J, Edwards S, Cocjin J, Almadhoun O, He J, Bruce A, Hyman P. A randomized
controlled trial of an outpatient protocol for transitioning children from tube to oral feeding: No need for
amitriptyline. The Journal of Pediatrics. 2016. 172:136-141. PMC4846510.

Positions and Honors

Positions and Employment:

2001 Teaching Assistant for College Algebra, Bowling Green State University, Bowling Green, OH
2003 — 2005 Teaching Assistant for Statistics through Examples and Business Statistics, Florida State

University, Tallahassee, FL

2005 — 2007 Research Assistant, College of Medicine, Florida State University, Tallahassee, FL
2006 Research Assistant, Department of Statistics, Florida State University, Tallahassee, FL
2007 — 2013 Assistant Professor, Department of Biostatistics, University of Kansas Medical Center,

Kansas City, KS

2013 — Pres. Associate Professor, Department of Biostatistics, University of Kansas Medical Center,

Kansas City, KS
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Other Experience and Professional Memberships:

2004 — Pres. Member, American Statistical Association (ASA)

2007 — 2010 Member, International Biometric Society Eastern North American Region (ENAR)

2007 — 2013 Member, Center for Biostatistics and Advanced Informatics, University of Kansas Medical
Center (KUMC), Kansas City, Kansas

2007 — Pres. Member, Kansas Masonic Cancer Research Institute, KUMC

Honors and Awards:

08/2003 Teaching Fellowship, Florida State University, Tallahassee, FL

08/2004 Book award, Statistics Department, Florida State University, Tallahassee, FL

12/2004 Best First-year Student in Theoretical Statistics, Florida State University, Tallahassee, FL

03/2006 Student Paper Award, ASA Chapter Meeting of Florida, Jacksonville, FL

05/2006  Winner of the Yongyuan and Anna Li Student Presentation, Florida State University, Tallahassee

03/2010 Faculty Travel Award, University of Kansas Medical Center

04/2012  Faculty Travel Award, University of Kansas Medical Center

12/2013 WIMS (The University of Kansas Women in Medicine & Science Organization) scholarship to attend
the AAMC Mid-Career Women Faculty Professional Development Seminar 2013.

C. Contribution to Science

1. Survival Analysis for Medical Research (Statistical Methodology)

Survival analysis is my major methodologic research field. My focus is on non-proportional hazards models,
which are different from the most commonly used Cox model. Based on an empirical Bayesian Dynamic
Survival Models, | proposed an approach to identify the appropriate values for smoothing parameters. For
interim analysis using survival analysis, | also proposed an approach to adjust for censoring when the Cox
model was used under non-proportional hazards situations. | have also collaborated with other researchers as
well as supervised students to do research in related fields.

a) He J, McGee D, and Niu X: Application of the Bayesian Dynamic Survival Model in Medicine. Statistics in
Medicine. 2010, 29:347--360. PMID: 20014356 (PMC# not required; not NIH funded)

b) He J, Mayo M: Adjusted Interim Survival Analysis under non-proportional Hazards, Communications in
Statistics: Simulation and Computation, 2012; 41:1, 111-124 (not NIH funded)

c) Mahnken JD, He J, Yeh H, Nazir N, Jianas LL, Engelman KK. Survival analysis applied to proportion
data: comparing mammography visits in high and low repeat rate facilities. Health Services and Outcomes
Research Methodology. 2013, 13(1):68-83 (not NIH funded)

d) Bimali M, He J. Association between Obesity and Cancer: An Analysis Using the Competing Risk
Regression Approach. Advances in Epidemiology. 2015 (Accepted).

2. Epidemiology research on obesity and mortality

Based on my expertise in statistics, | conducted innovative research on an important topic: obesity and
mortality. In epidemiology research, different or event opposite results have been reported in the literature
about the association of obesity and mortality. Using non-proportional hazards models, | was able to
demonstrate that part of the controversy may be due the fact that traditional fixed effect models were used to
describe a changing relationship (2.a and 2.b). In 2011, | won a pilot grant to verify the findings from a previous
study based on a single cohort data using multiple studies and was able to show that the changing
associations exist in multiple studies (2.c). This finding not only explains part of the controversy in the literature
but also reveals that traditional statistical methods may be inadequate for capturing the association of body
weight and mortality.

a) He J, McGee D, and Niu X: Application of the Bayesian Dynamic Survival Model in Medicine. Statistics in
Medicine. 2010, 29:347--360. PMID: 20014356. (not NIH funded)

b) He J. Modeling the Dynamic Association of BMI and Mortality in the Framingham Heart Study. Annals of
Epidemiology. 2011, 21(7):517-25. PMID: 21641526. (not NIH funded)

c) HeJ, Yu Q, Zhang H, Mahnken JD. The dynamic association of body mass index and all-cause mortality in
multiple cohorts and its impacts. Emerging Themes in Epidemiology. 2014 11:17. PMC4211318.
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3. Innovative research in quality and safety of patient care

| worked with the research team of the National Database of Nursing Quality Indicators for over 5 years and
gained deep knowledge about research in patient care. Besides helping other researchers in their study, | also
led some important research on trend and seasonality of patient outcomes, among which the seasonality was
reported for the first time for these outcomes. | also led a study on risk adjustment impact on research findings
based on a large database of VA hospitals, the finding of which suggested that counter-intuitive results about
nurse staffing and patient outcomes in the literature may be due to inadequate risk adjustment.

a) He J, Dunton N, Staggs V. Unit-level time trends in inpatient fall rates of U.S. hospitals. Medical Care,
2012, 50(9):801-7. PMID: 22889804. (not NIH funded)

b) He J, Staggs V, Bergquist-Beringer S, Dunton N. Unit-level time trends and seasonality in the rate of
hospital-acquired pressure ulcers in US acute care hospitals. Research in Nursing and Health. 2013,
36(2):171-80. PMID: 23408376. (not NIH funded)

c) He J, Li Y, Sales A, Almenoff P, Keighley J. The impact of risk adjustment at patient level on the
association of Nurse staffing and 30-day mortality. Nursing Research, 2013, 62(4). 226-232. PMID:
23817280. (not NIH funded)

d) Staggs V, He J. Recent trends in hospital nurse staffing in the United States. The Journal of Nursing
Administration. 2013; 43(7-8):388-93. (not NIH funded)

Complete List of Published Work in MyBibliography (four publications are not available in pubmed):
http://www.ncbi.nlm.nih.gov/sites/myncbi/1IEX9vvJ6z9A5/bibliography/48216494/public/?sort=date&direction=

ascending

D. Research Support

Ongoing Research Support:

CONTRACT #HHSM-500-2013-130061 (PI: Dunton) 09/30/2014 - 09/29/2016
Econometrica Inc

Development, Implementation and Maintenance of Quality Measures for the Program of All-Inclusive Care for
the Elderly (PACE)

Major Goals: To develop measures of healthcare service quality for persons participating in the PACE
program. The developed measures would assess patient safety, quality of care, and functional status of PACE
participants.

Role: Statistician

R56 AG047590 (Collins) 09/30/2015 - 08/31/2017

NIH

Text Messaging to Promote Walking in Latinos with Peripheral Arterial Disease

Major Goals: Our central hypothesis is that interventions that promote walking will successfully improve
walking ability and achieve our long term goal of reducing PAD progression and disability among this high-risk
population. Use of short-message services (SMS) or test messages to promote walking is a novel approach.
Text messaging permeates all ages, cultures, and socioeconomic backgrounds. The percent of US Latino
adults who utilize text messages is 83% compared to 68% of non-Hispanic whites. Thus, the delivery of a
behavior change intervention using text messaging is a viable option for Latino adults.

Role: Statistician

P30 CA168524(Jensen) 07/11/2012 - 06/30/2017

NIH

Cancer Center Support Grant

Major Goals: The University of Kansas Cancer Center is a growing matrix organization that aims to leverage
unique scientific assets to build a nationally significant cancer research and treatment center that will become
the leading academic institution in the world for transforming discoveries in the laboratory into new therapeutic
approaches.

Role: Statistician
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R21 CA191158 (Daley) 04/01/2015 - 03/31/2017

NIH

Development of a Tobacco Health Literacy Instrument

Major Goals: To develop a health literacy instrument that is specific to tobacco use among American Indian
populations through the use of community-based participatory research methods, where a team of experts will
estimate content validity and factor analysis on participants' responses to estimate instrument's dimension and
reliability.

Role: Co-Investigator

Recently Completed Research Support:

RO1 HLO98909(Collins) 04/15/2012 - 05/31/2016

NIH

Promoting Walking in African Americans with Peripheral Arterial Disease

Major Goals: Determine efficacy motivational interviewing increase walking distance in African Americans with
peripheral arterial disease. Achieve 3 arm randomized trial using PACE Pls PACE and face to face visits and
phone contacts. Home based walking program.

Role: Key Personnel

UL1 TRO00001 (Barohn) 06/01/2011 - 02/29/2016

NIH

Institutional Clinical and Translational Science Award (U54)

Major Goals: Create a nhew academic home with training programs for clinical and translational investigators,
provide an enhanced coordinated translational research infrastructure and actively engage the community in
developing, testing and disseminating translational research.

Role: Biostatistician

CDRN-1306-04631 (Waitman) 03/06/2014 - 09/05/2015

Patient Centered Outcomes Research Institute (PCORI)

Greater Plains Collaborative Clinical Data Research Network

Establishment of Greater Plains Collaborative (GPC) Clinical Data Research Network with 10 institutions for
standardizing data across i2b2 platforms and creating common infrastructure/methodologies to conduct
comparative effectiveness research in future phases. Focus is on three patient cohorts: ALS, breast cancer,
obesity.

Role: Key Personnel

American Nurses Association (Dunton) 01/1/2008 - 12/31/2014
National Database of Nursing Quality Indicators

The National Database of Nursing Quality Indicators is established and maintained to: (1) provide
benchmarking information on nursing-sensitive indicators to acute care hospitals for use in their quality
improvement initiatives; and (2) monitor local and national trends in hospital nurse staffing to facilitate the
American Nurses Associations Patient Safety, Nursing Quality initiative.

Role: Biostatistician
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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: Diana Hoelscher, Pharm.D., BCPS, BCOP

eRA COMMONS USER NAME (credential, e.g., agency login): dsvoboda

POSITION TITLE: Clinical Pharmacist

EDUCATION/TRAINING (Begin with baccalaureate or other initial professional education, such as nursing,
include postdoctoral training and residency training if applicable. Add/delete rows as necessary.)

DEGREE Completion Date
INSTITUTION AND LOCATION (if applicable) MM/YYYY FIELD OF STUDY
The University of Wisconsin School of Pharm.D. 05/2007 Pharmacy

Pharmacy, Madison, WI

A. Personal Statement

I am well-suited to serve on PRMC due to my background as a clinical pharmacist specializing in hematology
and oncology. | have completed a hematology/oncology pharmacy residency and also obtained board
certification in this specialty. During my residency, | completed a clinical research project, so | became familiar
with the process of getting a study approved. The study was discontinued early due to low accrual and | did not
publish beyond presenting a poster at the Hematology Oncology Pharmacists Association (HOPA) annual
meeting, but it was still a valuable learning experience. As a pharmacist, | review studies on PRMC with a
different perspective than the medical oncologists, surgeons, nurses, study coordinators, etc.

B. Positions and Honors

Positions and Employment:

2007 — 2008 PGY1 Pharmacy Residency, Saint Luke’s Hospital in Kansas City, MO
2008 — 2009 Clinical Pharmacist, Saint Luke’s East in Lee’'s Summit, MO
2009 — 2010 PGY2 Hematology/Oncology Pharmacy Residency at the University of Kansas Hospital in

Kansas City, KS

2011 — pres. Clinical Pharmacist at the University of Kansas Health System in Kansas City, KS

Other Professional Activities:

Greater Kansas City Society of Health System Pharmacists

Missouri Society of Health System Pharmacists
Kansas Council of Health System Pharmacists
Hematology Oncology Pharmacists Association
C. Contribution to Science

No publications.

D. Research Support:

Ongoing Research Support: None
Completed Research Support: None

Member, 2007 — present
Secretary, 2011 — 2012
President, 2013 — 2015
Member, 2007 — present
GKCSHP liaison, 2014
Member, 2013 — present
Member, 2009 — present
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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: William R. Jewell, MD

eRA COMMONS USER NAME (credential, e.g., agency login): WJEWELL1

POSITION TITLE: Professor of Surgery, (retired), Co-Director, Grant Development Core, KU Cancer Ctr

EDUCATION/TRAINING (Begin with baccalaureate or other initial professional education, such as nursing,
include postdoctoral training and residency training if applicable. Add/delete rows as necessary.)

DEGREE Completion
INSTITUTION AND LOCATION (if applicable) Date FIELD OF STUDY
PP MM/YYYY
Blackburn College, Carlinville, IL B.A. 1953-1957 Chemistry
University of lllinois B.S. 1957-1959 Medicine
University of lllinois, College of Medicine M.D. 1959-1961 Medicine
University of lllinois, Research and Educational Residency 1961-1966 Surgical Residency
Hospital, Chicago, IL

A. Personal Statement

After practicing Surgery and Surgical Oncology for 40 years, 2 years in the United States Air Force, 3 years at
the University of Kentucky and 35 years at the University of Kansas, | retired from surgical practice in
December 2006. | remain at the university as an emeritus professor of surgery and consultant to the Kansas
University Cancer Center. The title of Co-Director of the Grant Development Core. Supported by my Co-
Director and by a research grant development specialist our core provides infrastructure support for all aspects
of research grant development for all 150 members of the cancer center program. We are particularly
interested helping all new junior faculty members, both clinical and basic science to be properly mentored to
develop their research careers. | also served as a consultant and Medical Director for Oncimmune, LLC, a
small company based in Nottingham, UK and DeSoto, Kansas which developed a blood test for the early
detection of lung cancer. Their product, EarlyCDT-Lung is currently available as a CLIA laboratory approved
test. During my tenure at the University of Kansas | have served in several administrative roles (see below). My
most important position was as the Director of the University of Kansas Cancer Center (known at that time as
the Kansas Masonic Cancer Research Institute) from 1995 through 2004. | have always had a major interest in
the early diagnosis of cancer dating back to 1971 with my participation in the Breast Cancer Demonstration
Project sponsored by the American Cancer Society.

B. Positions and Honors

Positions and Employment:

1962-1965  Assistant in Surgery, University of lllinois, College of Medicine

1965-1966  Instructor in Surgery, University of lllinois, College of Medicine

1968-1971  Assistant Professor of Surgery, University of Kentucky Medical Center

1969-1971 Director, Surgical Oncology, University of Kentucky Medical Center

1971-1974  Associate Professor of Surgery, University of Kansas Medical Center, Kansas City, KS

1974-present Professor of Surgery, University of Kansas Medical Center, Kansas City, KS

1971-1978 Chief, Section of Surgical Oncology University of Kansas Medical Center (KUMC)

1977-1978  Associate Dean, College of Medicine University of Kansas Medical Center

1977-1978  Associate Chairman, Department of Surgery University of Kansas Medical Center

1978-1997  Chief, Section of General, Thoracic and Oncologic Surgery University of Kansas Medical
Center, Kansas City, KS

1992-1998 Principal Investigator, NSABP Contract STAR Trial.

1994-1996  Associate Director for Clinical Research, University of Kansas Cancer Center (KUMC)
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1995-2004  Director, Kansas Masonic Cancer Research Institute, University of Kansas Medical Center

12/97-10/98 Interim Chairman, Department of Pathology & Laboratory Medicine University of Kansas
Medical Center, Kansas City, KS

2004-2007  Vice Chairman, Department of Surgery, University of Kansas Medical Center

2007-2010  Associate Director for Education, University of Kansas Cancer Center, KUMC

2010-present Co-Director of University of Kansas Cancer Center Grant Development Core

2007-2010 Medical Director of Oncimmune, LLC, De Soto, KS.

Advisory Committees:

SWOG

1978-1979  Chairman, Surgery Quality Control and Education Committee
1989-1992 Vice Chairman, Melanoma Committee

1992-1995 Executive Committee, Southwest Oncology Group

National Cancer Institute

1980-1986 Review Committee, Clinical Cancer Program Project
1982-1985  Consultant, Clinical Cancer Program Project Review Committee
1985-1986  Chairman, Clinical Cancer Program Project Committee
1988-1993 Clinical Cancer Support Grant Review Committee, Subcommittee A
1995-2001 Program Project, Subcommittee D

1997 Department of Defense Breast Reviewer

1999-present SPORE Reviewer on multiple occasions

1999-2001 Chairman, Subcommittee D

2002-2006  Member, Subcommittee H

2008 Member Komen Foundation Review

American Cancer Society

1982 Kansas Division, Vice President

1981-1982 Kansas Division, Chairman, Public Education Committee

1981-1984 Kansas Division, Scientific Committee

1981-1985  Advisory Committee on Immunology and Immunotherapy (national ACS)

American College of Surgeons
1983-1990  Cancer Management Course Committee Metropolitan Kansas City on Applicants

Honors and Service:

Alpha Omega Alpha

American College of Surgeons, Fellow

American Association for Cancer Research

Warren H. Cole Society - President 1988-1989

The Society of Head and Neck Surgeons

Society of Surgical Oncology (James Ewing), Resident Fellow Award Committee

Student Voice Award for Excellence in Teaching, 1997-2000

William R. Jewell Kansas Masonic Chair of Cancer Research, University of Kansas, established 2006
William R. Jewell Lectureship in Translational research, University of Kansas, established 2006

C. Contribution to Science:

1. As a junior faculty member | had a major interest in cancer metabolism. Along with my co-workers we were
the first in this country to demonstrate an increase in serum albumin catabolism in rats bearing Walker 256
tumors. We did this by demonstrating an increase in turnover in 1-131 labelled serum albumin. We further
showed that this effect could be abrogated by bilateral adrenalectomy. In addition we further observed that
there was apparent cellular ingress of albumin leading to the hypothesis that tumors could cause increased
breakdown of albumin to provide amino acids for tumor growth (see two publications below):
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a) Jewell, W.R and Hunter, L. The effect of adrenalectomy and high protein diet on tumor altered albumin
metabolism. Cancer Research; 1971 Mar;31(3):257-9. PMID: 5547212

b) Jewell W.R., Krishnan E.C., and Schloerb P.R. Apparent cellular ingress albumin in Walker 256 tumor and
rat muscle. Cancer Research. 1975 Feb;35(2):405-8. PMID: 1109805

2. As an Associate Professor of Surgery, | was involved in early clinical trials in cancer immunotherapy. We
had a major program at the University of Kansas in active specific and adoptive immunotherapy. We had
several very interesting but also very inconsistent results. In our basic science trials in the B-16 melanoma
model we demonstrated that it was possible to essentially cure mice with growing melanomas with adoptive
immunotherapy e.g. transfer factor of Lawrence and immune RNA. Unfortunately, human melanoma did not
have similar responses.

a) JewellW.R., Thomas, J.H.,Morris,P.A. and Humphrey, L.J. Critical analysis of treatment of stage Il and
stage Il melanoma patients with immunotherapy. Ann. Of Surgery. May;183(5):543-9. PMC1344342

b) Jewell, W.R.,Thomas J.H.,Morse, P.A. and Humphrey, L.J. Comparison of allogenic tumor vaccine with
leukocyte transfer and transfer factor treatment of human cancers. Ann. N.Y. Academy of Science
1976;277(00):516-21. PMID: 1069560

3. In mid-career | was active in clinical investigations. | was an active participant in the Southwest Oncology
Group. | served as a member of the executive committee, Chair of the Surgical Committee and Vice-Chair of
the melanoma committee. It was during this time that | was an active reviewer on several NIH, DOD and ACS
committees (see above).

a) Rivkin, S.E. Green,S. Metch, B. Abeloff, Jewell W.R., Constanzi, J.J., et al. (1994) Adjuvant CMFVP versus
Tamoxifen for postmenopausal node positive and ER positive breast cancer. A Southwest Oncology Group
Study. J. Clin. Oncol. 1996 Jan;14(1):46-51. PMID: 8558219

b) Balch, C.M., Soong, S.J. ...Jewell, W.R., et al. Efficacy of an elective regional node dissection of 1 to 4 mm
thick melanoma for patients 60 years of age and younger: A Southwest Oncology Group Study. Ann Surg.
1996 Sep;224(3):255-63; discussion 263-6. PMC1235362

4. In the early 1970°s along with Dr. Carl Mansfield and others we developed the first comprehensive program
for managing invasive breast cancer with lumpectomy and radiation therapy as opposed to mastectomy. This
led to several publications (see below). We also worked with several of our patients to champion the effort
leading to enactment of a state law in Kansas that mandated that patients receive full disclosure of this form of
treatment before consenting to a mastectomy.

a) Jewell, W.R.,Krishnan L., Reddy, E.K. and Mansfield , C.M.(1987) Intraoperative implantation radiation
therapy plus lumpectomy for carcinoma of the breast. Arch Surg. 1987 Jun;122(6):687-90. PMID: 3034194

b) Krishnan, L.,Mansfield, C.M. JewellW.R., Reddy, E.K.,Thomas J.H. and Krishnan, E.C. Breast
conservation treatment with perioperative interstitial irradiation. Am. J. Clin. Oncology. 1987 Oct;10(5):383-
6. PMID: 3661490

5. From 1995 until 2004 | served as the Director of the University of Kansas Cancer Center. This came about
because of my six year experience on Subcommittee A. During my tenure on this committee | had the privilege
of reviewing about half of all the existing NCI Cancer Centers at that time. Throughout my tenure in this
position we began to develop the infrastructure and institutional support to begin the process required to
become an NCI designated cancer center. Subsequently, under the direction of Dr. Roy Jensen this has
become a reality.

D. Research Support

Ongoing Support:
None

Completed Support:
Clinical Trial to Evaluate the Worth of Tamoxifen in Conjunction with; lumpectomy and Breast Irradiation for the
Treatment of Noninvasive Intraductal Breast Cancer. KUMC KSC #5578-92. PI-NSABP B-24.
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A Clinical Trial to Evaluate the Effect of Dose Intensification and Increased Cumulative Dose of Postoperative
Adriamycin-cyclophosphamide (AC) Therapy with G-CSF on the Disease-Free Survival and Survival of
Patients with Primary Breast Cancer and Positive Axillary Nodes. KUMC KSC #5648-92. PI-NSABP B-23.

A Clinical Trial Comparing Short, Intensive AC g Tamoxifen with Conventional CMF g Tamoxifen in Node-
Negative Breast Cancer Patients with ER-Negative Tumors. KUMC KSC #5649-92. PI-NSABP B-23.

A Clinical Trial to Determine the Worth of Tamoxifen in the Management of Patients with Node-Negative,
Ocecult, Invasive Breast Cancer Treated by Lumpectomy. KUMC KSC #5649-92. PI-NSABP B-21.

A Clinical Trial to Determine the Worth of Chemotherapy and Tamoxifen over Tamoxifen alone in the
Management of Patients with Primary Invasive Breast Cancer, Negative Axillary Nodes and Estrogen Receptor
Positive Tumors. KUMC KSC #5651-92. PI-NSABP B-20.

A Protocol to Compare Short, Intensive, Preoperative Systemic Adriamycin Cyclosphamide Therapy with
Similar Therapy Administered in Conventional Postoperative Fashion. KUMC KSC #5652-92. PI-NSABP B-18.

A Clinical Trial to Assess the Relative Efficacy of 5-FU + Leucovorin with or without Interferon Alpa-2a in
Patients with Dukes’ B and C Carcinoma of the Colon. KUMC KSC #5808-93. PI-NSABP CO-5

A Randomized Trial in Patients with Metastatic or Locally Advanced Breast Cancer Comparing the Effect of 3-

Hour vs. 24-Hour Infusion of High-Dose Taxol. KUMC KSC #6349-95. PI-NSABP B-26
Immunotherapy of Metastatic Melanoma. NIH Grant HD30802. Co-Investigator.
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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: Qamar Jamal Khan, MD

eRA COMMONS USER NAME (credential, e.g., agency login): QJKHAN

POSITION TITLE: Associate Professor

EDUCATION/TRAINING (Begin with baccalaureate or other initial professional education, such as nursing,
include postdoctoral training and residency training if applicable. Add/delete rows as necessary.)

Completion
INSTITUTION AND LOCATION (if[;E(Bl:zgtl;:Ie) Date FIELD OF STUDY
PP MM/YYYY
King Edward Medical College, Pakistan M.B.B.S. 04/1986 Medicine
Bridgeport Hospital — Yale University, Bridgeport, Resident 03/1997 Internal Medicine
CT
University of Kansas Medical Center, Kansas Fellow 12/2004 Hematology/Oncology
City, KS

A. Personal Statement

| am an Associate Professor of medicine at the University Of Kansas School Of Medicine. | am a breast
oncologist, and therapy for breast cancer is the focus of my research interest. Since joining as a faculty
member in the Division of Hematology and Oncology at the University, | have been very involved in the
design and conduct of clinical trials, especially IITs. Initially, the focus of my research was breast cancer
prevention and | was able to publish in prestigious peer review journals such as breast cancer research and
cancer epidemiology biomarkers and prevention (CEBP) as the primary author.

I designed and completed a pilot phase Il trial (IIT funded by pharma) to study the effect of vitamin D
supplementation on joint pain and fatigue in women with breast cancer receiving an adjuvant aromatase
inhibitor. Based on the results of this trial, | designed a randomized trial (The VITAL trial) which was recently
completed via a successful collaboration between KU and Wichita CCOP and presented as an oral
presentation at 2012 ASCO annual meeting. This presentation was also selected as a BEST of ASCO trial.
We were able to accrue 160 women in 12 months for this trial.
More recently, the focus of my research has shifted to the treatment of breast cancer therapeutic trials,
especially neo-adjuvant treatment. | have designed and have received funding for seven investigator-initiated
trials including:
- Abraxane and trastuzumab followed by dose dense doxorubicin and cyclophosphamide as neo-
adjuvant therapy in invasive breast cancer with low HER2 expression’ was completed and presented
at the annual meeting of ASCO in 2015.
- Combined Fulvestrant and Anastrozole as neo-adjuvant endocrine therapy in postmenopausal women
with hormone receptor positive invasive breast cancer is another IIT that | designed and completed.
42 patients were enrolled. In this trial, women with stage I-lll receptor positive breast cancer have
OncotypeDx performed on core biopsy specimen. If the RS is less than 25, they receive 4 months of
combined endocrine therapy. Primary endpoint is change in Ki67 and PCR. We have blood and tissue
stored for analyses which will be used to study biomarkers of endocrine resistance.

Based on the design of this trial, | have initiated a multi-center IIT funded by Novartis ($ 3 million): “A
randomized trial of letrozole +/- LEEO11 as neo-adjuvant endocrine therapy for breast cancer: The FELINE
trial.” Subsites include 6 other academic centers including City of Hope, MGH, University of Miami, University
of Arkansas, among others. KU is the lead site.

| serve as the Chair of the KU Protocol Review and Monitoring Committee (PRMC). PRMC conducts
independent scientific reviews and bio statistical reviews of all trials being initiated at the cancer center, is
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responsible for prioritization of new trials to ensure the availability of adequate patient numbers and
resources and conducts monitoring of activated protocols for their continued scientific relevance and accrual.
As the chair of the PRMC, | provide leadership and direction for the committee meetings by attending all
these meetings (twice a month), appoint members to the committee, and review expedited protocols for
approval.

B. Positions and Honors

Positions and Employment:

1986 — 1987 Intern Mayo Hospital, Lahore, Pakistan

1987 — 1993 Medical Officer Pakistan Institute of Medical Services, Islamabad, Pakistan

1993 - 1994 Medical Intern Bridgeport Hospital, Yale University, Bridgeport CT

1994 - 1996 Medical Resident Bridgeport Hospital, Yale University, Bridgeport CT

1996 — 1997 Chief Medical Resident Bridgeport Hospital- Yale University, Bridgeport CT

2002 — 2004 Fellow in Hematology and Oncology Division of Hematology/Oncology, University of Kansas
Medical Center

1997 — 2000 Staff Physician Beaufort Jasper Comprehensive Health services, Ridgeland, SC

2000 — 2002 Instructor Division of Hematology/Oncology, University of Kansas Medical Center

2002 — Pres. Student Voice Award, KU School of Medicine.

2005 — 2011 Assistant Professor Division of Hematology/Oncology, University of Kansas Medical Center

2005 — 2012 Member Cancer Research Fellowship Review Committee for Ladies Auxiliary of Veterans of
foreign wars of the United States

2011 — Pres. Associate Professor Division of Hematology/Oncology, University of Kansas Medical Center,
Kansas City, KS

2008 — 2013 Chair Breast Disease Working Group, University of Kansas Cancer, Center, Kansas City, KS

2013 — Pres. Chair Protocol review and Monitoring Committee, Research Institute, University of Kansas
Medical Center, Kansas City, KS

Professional Certifications:
2005 American Board of Internal Medicine Hematology
2005 American Board of Internal Medicine Oncology

Professional Societies and Affiliations:
2002 — pres. American Society of Clinical Oncology

Honors and Awards (selected):
2001 — 2002 Student Voice Award- University of Kansas School of Medicine

2001 Top Doc Award, University of Kansas School of Medicine
2004 Top Doc Award, University of Kansas School of Medicine
2009 Heart of Gold Oncologist Finalist — Cancer Action

C. Contribution to Science

1. My early research was focused on breast cancer prevention. Specifically, | developed expertise in risk
assessment and study of biomarkers of risk and response in breast cancer prevention. | showed that Ki-67
expression in benign breast cells obtained via random periareolar fine needle aspiration (RPFNA), correlates
with cytology and may be used as a response biomarker for prevention intervention trials. Also, | showed that
Ki67 expression does not correlate with mammographic density, which is another biomarker and may be used
as an independent biomarker of response.

a) Khan QJ, Kimler BF, Clark J, Metheny T, Zalles CM, Fabian CJ. Ki-67 Expression in benign breast ductal
cells obtained by random periareolar fine needle aspiration. Cancer Epidemiol Biomarkers Prevention
14:786-789, 2005.

b) Khan QJ, Kimler BF, O’'Dea AP. Sharma P, Fabian CJ. Mammographic density does not correlate with Ki-
67 expression or cytomorphology in benign breast cells obtained by Random Periareolar Fine Needle
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Aspiration from women at high risk of breast cancer. Breast Cancer Research 9:R35 (30 May), 2007.

c) Fabian CJ, Kimler BF, Zalles CM, Khan QJ, Mayo MS, Phillips TA, Simonsen M, Metheny T, Petroff BK.
Reduction in proliferation with six months of letrozole in women on hormone replacement therapy. Breast
Cancer Research and Treatment 106(1):75-84, 2007. PMID: 17221152 (not NIH funded).

2. My next contribution is enhancing the knowledge of correlation between vitamin D and breast cancer
treatment side effects. Specifically, | designed and completed a pilot phase Il trial (IIT funded by pharma) to
study the effect of vitamin D supplementation on joint pain and fatigue in women with breast cancer receiving
an adjuvant aromatase inhibitor. Based on the results of this trial, | designed a randomized trial (The VITAL
trial) which was completed via a successful collaboration between KU and Wichita CCOP and presented as an
oral presentation at 2012 ASCO annual meeting. This presentation was also selected as a BEST of ASCO
trial. These trials suggested a benefit oif vitamin D in reducing arthralgia from aromatase inhibitors.

a) Khan QJ, Reddy PS, Kimler BF, Baxa SE, Sharma P, Fabian CJ. A prospective study to determine the
prevalence of hypovitaminosis D in women with early stage breast cancer treated with an aromatase
inhibitor and the benefit of vitamin D supplementation on musculoskeletal symptoms. Breast Cancer Res
and Treat 106(1):75-84, 2007 (not NIH funded)

b) Khan QJ, Reddy PS, Kimler BF, et al. Effect of vitamin D supplementation on serum 25-hydroxy vitamin D
levels, joint pain, and fatigue in women starting adjuvant letrozole treatment for breast cancer. Breast
Cancer Res Treat 119:111-118, 2010. PMC4182952

c) Khan QJ, Kimler BF, Reddy PS, Sharma P, Klemp JR, Fabian CJ. Randomized trial of vitamin D3 to
prevent worsening of musculoskeletal symptoms and fatigue in women with breast cancer starting adjuvant
letrozole: The VITAL trial. Oral Abstract Session, Patient and Survivor Care Abstract Number: 9000; J Clin
Oncol 30, 2012 (suppl; abstr 9000) (PMC# not required; not NIH funded)

3. The more recent focus of my research has been neo-adjuvant treatment of breast cancer. | have designed
and have received funding for several investigator-initiated trials including and presented findings in two
national meetings. | have shown that Herceptin may be effective in patients with HER2 negative luminal B, ER
positive, early breast cancer, achieving a pathologic CR of 25% in this population. — ‘Abraxane and
trastuzumab followed by dose dense doxorubicin and cyclophosphamide as neo-adjuvant therapy in invasive
breast cancer with low HER2 expression’ was completed and presented at the annual meeting of ASCO in
2015. Biomarkers of response are being investigated.

Combined Fulvestrant and Anastrazole as neo-adjuvant endocrine therapy in postmenopausal women with
hormone receptor positive invasive breast cancer is another IIT that | designed and completed. 42 patients
were enrolled. In this trial, women with stage I-11l receptor positive breast cancer have OncotypeDx performed
on core biopsy specimen. If the RS is less than 25, they receive 4 months of combined endocrine therapy.
Primary endpoint is change in Ki67 and PCR. We have blood and tissue stored for analyses which will be used
to study biomarkers of endocrine resistance. | presented this trial after completion at SABCS. Dramatic KI(-67
responses were observed suggesting complete cell cycle arrest with this combination. Biomarkers of response
are being investigated.

Based on the design of this trial, | have initiated a multi-center IIT funded by Novartis ($ 3 million): “A
randomized trial of letrozole +/- LEEO11 as neo-adjuvant endocrine therapy for breast cancer. The FELINE
trial. Subsites include 6 other academic centers including City of Hope, MGH, University of Miami, University of
Arkansas, among others. KU is the lead site.

a) Khan QJ, O'Dea AP, Fabian CJ, Sharma P. Neoadjuvant chemotherapy plus trastuzumab in stage II/llI
breast cancer with low HER2 expression. 2015 ASCO Annual Meeting: J Clin Oncol 33, 2015 (suppl; abstr
1039). (PMC# not required; not NIH funded).

b) Khan QJ, Barr JA, Britt AS, Kimler BF, Connor CS, McGinness M, Mammen JMV, Wagner JL, Amin A,
Springer M, Baccaray S, Fabian CJ, Sing AP, Sharma P. Fulvestrant plus anastrozole as neoadjuvant
therapy in postmenopausal women with hormone receptor positive early breast cancer. 2015 SABCS
Annual Meeting, P5-13-03 (PMC# not required; not NIH funded).

Link to my complete list of publications:
http://www.ncbi.nlm.nih.gov/pubmed/?term=khan+qj

Page 150



Contact PD/PI: Jensen, Roy A

D. Research Support

Ongoing Research Support:

CLEEO11XUS10T (FELINE) trial (PI: Khan) 10/15/2015 - 10/14/2017

The goal of this study is to study the effectiveness of Ribociclib (LEE011) or Placebo when combined to
letrozole as Neo-adjuvant Endocrine Therapy for Women with ER-positive, HER2-negative Early Breast
Cancer.

X-7/7 Trial (KU Cancer Center Grant) (Pl: Khan) 04/20/2015 - 04/20/2017
The goal of this study is to compare 2 doses and schedules of oral capecitabine in breast cancer and Gl
cancers.

Completed Research Support:

Novartis Pharmaceuticals Corp (PI: Khan) 11/14/2008 - 12/31/2015
The goal of this study was to evaluate benefit of High Dose Vitamin D3 on Letrozole associated
musculoskeletal Symptoms and fatigue (VITAL)

Genomic Health, Inc. (Pl: Khan) 04/28/2009 - 12/31/2015
The goal of this study was to study the effect of combined Fulvestrant and Anastrazole as neo-adjuvant
endocrine therapy in postmenopausal women with hormone receptor positive invasive breast cancer

Abraxis BioScience, LLC (PI: Khan) 03/03/2009 - 12/31/2015

The goal of this study was to study the effect of Abraxane and trastuzumab followed by dose dense
doxorubicin and cyclophosphamide as neoadjuvant therapy in invasive breast cancer with low HER2
expression.

PFED23-KAN-01 05/25/1999 - 12/31/2011
NSABP Foundation Inc (NIH)

Study of Tamoxifen and Raloxifene (STAR) for the Prevention of Breast Cancer

Role: Co-investigator
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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: Bruce F. Kimler, Ph.D.

eRA COMMONS USER NAME (credential, e.g., agency login): bkimler

POSITION TITLE: Professor

EDUCATION/TRAINING (Begin with baccalaureate or other initial professional education, such as nursing,
include postdoctoral training and residency training if applicable. Add/delete rows as necessary.)

DEGREE Completion Date
INSTITUTION AND LOCATION (if applicable) MM/YYYY FIELD OF STUDY
University of Texas, Austin, TX B.A. 05/1970 Zoology
University of Texas, Austin, TX M.A. 05/1971 Zoology
University of Texas, Austin, TX Ph.D. 05/1973 Radiation Biology

A. Personal Statement

Since 1980, | have been involved with the design, conduct, analysis, audit, and review of clinical trials that
span the gamut from cancer prevention to treatment to survivorship. | am well-versed in regulatory
requirements, including IRBs, FDA, and specifically NCI/NIH mandates. Starting in 2004 with its
implementation, | have served on the University of Kansas Cancer Center Protocol Review and Monitoring
Committee as a member, co-chair, and chair. | am intimately familiar with the responsibilities and activities of
the PRMC.

The following recent publications are of specific relevance to my clinical trial background:

1. Fabian CJ, Kimler BF, Donnelly JE, Sullivan DK, Klemp JR, Petroff BK, Phillips TA, Metheny T, Aversman
S, Yeh H, Zalles CM, Mills GB, Hursting SD. Favorable modulation of benign breast tissue and serum risk
biomarkers is associated with >10% weight loss in postmenopausal women. Breast Cancer Res Treat
142:119-32, 2013. PMC3921968

2. Connor CS, Kimler BF, Mammen JMW, McGinness MK, Wagner JL,Alsop S, Ward C, Fabian CJ, Khan
QK, Sharma P: Impact of neoadjuvant chemotherapy on axillary nodal involvement in patients with
clinically node negative triple negative breast cancer. Journal of Surgical Oncology 2014 Sep 29. doi:
10.1002/js0.23790. PMID: 25266871 (PMC# not required; not NIH funded).

3. Fabian CJ, Kimler BF, Phillips TA, Nydegger JL, Kreutzjans AL, Carlson SE, Hidaka BH, Metheny T,
Zalles CM, Mills GB, Powers KR, Sullivan DK, Petroff BK, Hensing WL, Fridley BL, Hursting SD:
Modulation of breast cancer risk biomarkers by high dose omega-3 fatty acids: Phase Il pilot study in post-
menopausal women. Cancer Prev Res 8:922-931, 2015. PMC4596784

4. Fabian CJ, Kimler BF, Zalles CM, Phillips TA, Metheny T, Petroff BK, Havighurst TC, Kim KM, Bailey HH,
Heckman-Stoddard BM: Clinical trial of acolbifene in premenopausal women at high risk for breast cancer.
Cancer Prev Res 8:1146-1155, 2015. PMC4670810

B. Positions and Honors

Positions and Employment:

1973-75 Post-Doctoral Appointee; Division of Biological and Medical Research, Argonne National
Laboratory, Argonne, IL

1975-77 Post-Doctoral Fellow; Department of Radiation Therapy and Nuclear Medicine, Thomas
Jefferson University Hospital, Philadelphia, PA

1977-80 Assistant Professor; Department of Radiation Therapy, University of Kansas Medical Center,
Kansas City, KS

1977-85 Member, Graduate Faculty; Department of Radiation Biophysics, University of Kansas,

Lawrence, KS
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1980-84 Associate Professor; Department of Radiation Therapy, University of Kansas Medical Center

1984-97 Professor of the International Molecular Cytology Program of the Instituto de Investigaciones
Citologicas, Valencia, Spain

1984-present Professor, Dept. of Radiation Oncology, University of Kansas Medical Center, Kansas City, KS

C. Contribution to Science

Over the past 41 years | have published some 196 research articles; full list available at:
http://www.ncbi.nIm.nih.gov/sites/myncbi/1to09PhsIOHQ1/bibliography/46183803/public/?sort=date&direction=
ascending

The list includes five areas that encompass 30 of the 35 publications that have been cited at least 35 times (H-
index = 35). These five define my five most important contributions to science. For each area, examples are
provided by a) the most cited article, b) the earliest article, and c) the most recent publication (not necessarily
in the H-index).

1. In a collaboration since 1989 with Carol Fabian, we have developed, validated, and disseminated the breast
tissue sampling technique of random peri-areolar fine needle aspiration (RPFNA) as a means to acquire
epithelial cells for cytologic and biochemical analyses. Cytologic evidence of hyperplasia with atypia conveys a
5-fold increase in short term risk of developing breast cancer (a). This also provides cells for biomarker
analyses used in early phase breast cancer chemoprevention clinical trials (Areas 2). On all projects | was
involved in concept design, was responsible for database management and integrity, provided primary
statistical analysis, and wrote or co-wrote all manuscripts.

a) Fabian CJ, Kimler BF, Zalles CM, Klemp JR, Kamel S, Zeiger S, and Mayo MS: Short-term breast cancer
prediction by random periareolar fine-needle aspiration cytology and the Gail risk model. J Natl Cancer
Inst 92:1217-27, 2000. PMID: 10922407

b) Zalles C, Kimler BF, Kamel S, McKittrick R, Fabian CJ: Cytology patterns in random aspirates from
women at high and low risk for breast cancer. The Breast Journal 1:343-349, 1995

c) Fabian CJ, Kimler BF: Incorporating biomarkers in studies of chemoprevention. Adv Exp Med Biol 882:69-
94, 2016. PMID: 26987531 (not NIH funded)

2. Based on the RPFNA model (area 1), used benign tissue biomarkers, many of which we adapted for
cytology specimens (morphology, Ki-67, mRNA and proteomics), to evaluate the effectiveness of intervention
in pilot, phase | and phase Il clinical trials of breast cancer chemoprevention. These tissue acquisition trials
employed surrogate endpoint biomarkers to monitor efficacy of novel approaches which would then predict the
likelihood of translating to a reduction in risk for breast cancer development. On all projects | was involved in
concept design, was responsible for database management and integrity, provided primary statistical analysis
and wrote or co-wrote all manuscripts. | was either Co-Pl or Co-l with responsibility for all financial,
administrative, and regulatory aspects on funded projects that totaled more than $27 million.

a) Fabian CJ, Kimler BF, Elledge RM, Grizzle WE, Beenken SW, Ward JH: Models for early
chemoprevention trials in breast cancer. Hematology/Oncology Clinics of North America 12:993-1017,
1998. PMID: 9888018

b) Fabian CJ, Kimler BF, Brady DA, Mayo MS, Chang CHJ, Ferraro JA, Zalles CM, Stanton AL, Masood S,
Grizzle WE, Boyd NF, Arneson DW, and Johnson KA: A phase Il breast cancer chemoprevention trial of
oral a-difluoromethylornithine: breast tissue, imaging, and serum and urine biomarkers. Clin Cancer Res
8:3105-3117, 2002. PMID: 12374678

c) Fabian CJ, Kimler BF, Zalles CM, Phillips TA, Metheny T, Petroff BK, Havighurst TC, Kim KM, Bailey HH,
Heckman-Stoddard BM: Clinical trial of acolbifene in premenopausal women at high risk for breast cancer.
Cancer Prev Res Published OnlineFirst September 21, 2015; doi:10.1158/1940-6207. PMC4670810

3. Numerous projects have addressed a variety of clinical cancer management aspects. These have ranged
from clinical trials to explore new therapeutic or supportive (a) concepts, to retrospective analyses to identify
prognostic and predictive factors for patient outcome and/or response to therapy (c). (b) provided the first
successful example of personalized medicine — years before the term was coined — with examination of the
patient’s hematopoetic stem cells via a clonogenic assay (see area 5) to predict an exquisite inherent radiation
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sensitivity and thus modify the patient’s radiation treatment plan. On most projects | was involved in writing the
funding applications. On all projects | was involved in concept design, was responsible for database
management and integrity, provided primary statistical analysis and wrote or co-wrote all manuscripts.

a) Hart RM, Kimler BF, Evans RG, Park CH: Radiotherapeutic management of medulloblastoma in a
pediatric patient with ataxia telangiectasia. Int J Radiat Oncol Biol Phys 13:1237-1240, 1987. PMID:
3610711

b) Khan QJ, Reddy PS, Kimler BF, Sharma P, Baxa SE, O'Dea AP, Klemp JR, Fabian CF: Effect of vitamin D
supplementation on serum 25-hydroxy vitamin D levels, joint pain, and fatigue in women starting adjuvant
letrozole treatment for breast cancer. Breast Cancer Res Treat 119:111-118, 2009. PMC4182952

c) Rao D, Kimler BF, Nothnick WB, Davis M, Fan F, Ossama Tawfik O: Transgelin: A potentially useful
diagnostic marker differentially expressed in triple-negative and non-triple negative breast cancers. Human
Pathol 2015 Mar 10. pii: S0046-8177(15)00081-7. doi: 10.1016/j.humpath.2015.02.015. PMC4426210

4. Developed and/or utilized a variety of animal models to investigate the interaction of tissues with ionizing
radiation. For pre-clinical cancer therapeutic development this involved both tumor models and normal tissue
damage measures in rodents (rats and mice). Much of the work focused on combinations of radiation and
chemotherapy that could be translated to the clinic. Another area was examination of structural and functional
deficits in brain resulting from in utero irradiation of rats. | provided the radiobiological expertise on all studies.
On most projects | wrote the funding applications and administered the grants. On most projects | provided
primary statistical analysis; and wrote or co-wrote all manuscripts.

a) Henderson SD, Kimler BF, Morantz RA: Radiation therapy of 9L rat brain tumors. Int J Radiat Oncol Biol
Phys 7:497-502, 1981. PMID: 7251420

b) Kimler BF: Prenatal irradiation: a major concern for the developing brain. Int J Radiat Biol 73:423-434,
1998. PMID: 9587081

c) Aljitawi O, Yinghua Xiao Y, Eskew J, Parelkar N, Swink M; Radel J, Lin TL, Kimler BF, Mahnken JD,
McGuirk JP, Broxmeyer HE, Vielhauer G: Hyperbaric oxygen improves engraftment of ex-vivo expanded
and gene transduced human CD44 cells in a murine model of umbilical cord blood transplantation. Blood
Cells Mol Dis. 2013 52:59-67, 2014. PMC4075130

5. In collaboration with Chan Park utilized an agar culture system to assess clonogenic survival of stem cells
from leukemic patients and normal individuals. Used this to determine response to ionizing radiation,
chemotherapy, and a unique growth modulating effect of L-ascorbic acid (LAA); and correlate with clinical
outcomes. | provided the radiobiological expertise on studies involving ionizing radiation. On all projects |
provided primary statistical analysis and co-wrote all manuscripts.

a) Kimler BF, Park CH, Yakar D, Mies R: Radiation response of human hematopoietic cells (normal and
leukemic) assayed by in vitro colony formation. Int J Radiat Oncol Biol Phys 11:809-816, 1985. PMID:
3980276

b) Han S-S, Kim K, Hahm E-R, Park CH, Kimler BF, Lee SJ, Lee S-H, Kim WS, Jung CW, Park K, Kim J,
Yoon S-S, Park S: Arsenic trioxide represses constitutive activation of NF-kB and COX-2 expression in
human acute myeloid leukemia, HL-60. J Cell Biochem 94:695-707, 2005. PMID: 15547942

c) Park CH*, Kimler BF*, Yi SY, Park SH, Kim K, Jung CW, Kim SH, Lee ER, Rha M, Kim S, Park HK, Lee
SJ, Park HK, Lee MH, Yoon SS, Min YH, Kim BS, Kim J-A, Kim WS*: Depletion of L-ascorbic acid
alternating with its supplementation in the treatment of patients with acute myeloid leukemia or
myelodysplastic syndromes. European J Haematology 83:108-118, 2009. *These authors contributed
equally. PMID: 19284416 (PMC# not required; not NIH funded)

D. Research Support

Ongoing Research Support:

IRG-09-062-04 Pl: Kimler 01/01/2013 — 12/31/2016
American Cancer Society: Institutional Research Grant
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Provide pilot project funds to assist junior faculty in the development of academic careers in cancer-related
research.
Role: Pl and Chair of the Institutional Research Grant Review Committee

No Number Pl: Fabian 10/01/2014 - 09/30/2016

Breast Cancer Research Foundation

Will the Omega-3 Fatty Acid DHA Prevent Development of Cognitive Dysfunction Due to Chemotherapy?

The objective of this study is to examine the effects of omega-3 fatty acid supplementation on cognitive
function in women newly diagnosed with breast cancer and undergoing neoadjuvant chemotherapy.

Role: Co-Investigator

No Number Pl1: Kimler/Co-PI: Fabian 07/01/2006 — no end date

Hearst Foundation

Translllumination Breast Spectroscopy as a Risk Assessment Tool for Breast Cancer

The major goal of this project is to explore the utility of TIBS for risk prediction, in combination with
cytomorphology of cells acquired by RPFNA from young premenopausal high risk women.

Role: PI, directs protocol development, coordinates clinical trials

No Number Pl: Fabian/Co-PI: Kimler 04/01/2005 — no end date

Intergenetics, Inc.

Correlation of SNP Patterns in High Risk Postmenopausal Women on HRT

The major goal of this project is to correlate oligogenotype patterns of single nucleotide polymorphisms with
cytomorphology of specimens obtained by RPFNA in post-menopausal high risk women.

Role: Co-PI

Completed Research Support:

KG101039 PI: Fabian 06/01/2010 - 09/23/2016

Komen for the Cure Promise Grant

Flaxseed Lignan as a Prevention Strategy for Pre-Menopausal Women at High Risk for Development of Breast
Cancer

The objective of this study is to conduct a randomized, placebo-controlled Phase Il breast cancer
chemoprevention trial of the flaxseed lignan Secoisolariciresinol diglycoside (SDG) in pre-menopausal women
who are at high risk of development of breast cancer; and to demonstrate modulation of biomarkers (primary
endpoint is decrease in proliferation via Ki-67 immunocytochemistry) in breast epithelial cells acquired by
random periareolar fine needle aspiration (RPFNA). Tumor model studies in rats and mice will also be
conducted to inform the clinical trial.

Role: Co-PI

SAC110051 Pl: Fabian 07/01/2010 - 03/31/2016

Komen For the Cure

Development of Biomarkers of Response to Prevention Interventions with Lignans

The objective of this study is develop new biomarkers of response using modern molecular techniques that will
allow assessment at the gene and protein expression level. The newly available TagMan Arrays and reverse
phase proteomics arrays will be added to existing RTqPCR and western assays. Validate biomarkers using
specimens from studies using animal models of carcinogenesis.

Role: Co-Investigator

No Number Pl: Fabian 10/01/2012 - 09/30/2014

Breast Cancer Research Foundation

High Dose Omega-3 Fatty Acids and Weight Loss for Breast Cancer Prevention

The objective of this study was to conduct a pilot feasibility study of omega-3 fatty acids (EPA+DHA) in obese
or overweight peri- or post-menopausal women who are at high risk of development of breast cancer who are
enrolled in a diet-exercise-behavioral modification intervention to lose weight. The primary endpoints are
evaluation of modulation of biomarkers in serum and in breast epithelial cells acquired by RPFNA.

Role: Co-Investigator
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No Number Pl: Fabian 06/01/2010 - 05/31/2014

Kansas Bioscience Authority

Omega 3 Fatty Acids for Prevention of Breast Cancer in Premenopausal Women

The objective of this study is to conduct a pilot feasibility study of omega-3 fatty acids (Lovaza) in pre-
menopausal women who are at high risk of development of breast cancer; and to evaluate modulation of
biomarkers in serum and in breast epithelial cells acquired by RPFNA. Tumor model studies in mice will also
be conducted to inform the clinical trial.

Role: Co-PI

R01 CA122577 PI: Fabian 09/20/2007 - 07/31/2013

NIH/NCI

Breast Cancer Prevention by Letrozole in High Risk Women

The major goal of this project is to conduct a randomized, placebo-controlled trial of letrozole in
postmenopausal women who are taking hormone replacement therapy and are at high risk of development of
breast cancer, using RPFNA to acquire epithelial cells for tissue-based surrogate endpoint biomarkers.

Role: Co-PI

CFEM345DUS45 PI: Fabian/Co-PI: Kimler 11/01/2006 — 12/31/2013
Novartis Pharmaceutical Company

Breast Cancer Prevention by Letrozole in High Risk Women

Funding and study agent provided for clinical trial described above. Same role and responsibilities.
Role: Co-PI

NO1-CN-35153 PI: Fabian/Co-PI: Kimler 02/16/2006 — 09/30/2012

NIH/NCI Subcontract from University of Wisconsin Cancer Chemoprevention Consortium

Phase Il Study of Acolbifene in Premenopausal Women at High Risk for Breast Cancer.

The major goal of this project is to conduct a Phase Il clinical chemoprevention trial of the SERM acolbifene
and examine reduction in proliferation in breast epithelial cells acquired by RPFNA.

Role: Co-PI
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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: Jennifer R. Klemp, Ph.D.

eRA COMMONS USER NAME (credential, e.g., agency login): jklemp

POSITION TITLE: Associate Professor of Internal Medicine, Clinical Oncology; Founder/CEO, Cancer
Survivorship Training, Inc.; Co-Leader, Cancer Prevention, KU Cancer Center

EDUCATION/TRAINING (Begin with baccalaureate or other initial professional education, such as nursing,
include postdoctoral training and residency training if applicable. Add/delete rows as necessary.)

DEGREE Completion
INSTITUTION AND LOCATION (if applicable) Date FIELD OF STUDY
PP MM/YYYY

University of Kansas, Lawrence, Kansas B.A. 05/1994 Biology
University of Kansas Medical Center, Kansas City, M.P.H. 051999 Public Health
Kansas
University of Kansas, Lawrence, Kansas M.A. 05/2003 Clinical Psychology
Rush University Medical Center, Chicago, lllinois Internship 07/2007 Behavioral Science
University of Kansas, Lawrence, Kansas Ph.D. 08/2007 Clinical Psychology

A. Personal Statement

| have extensive experience over the past 18 years working in primary and secondary breast cancer
prevention. As the Director of Cancer Survivorship at the University of Kansas Cancer Center and across the
State of Kansas, | coordinate a multi-disciplinary program that serves breast cancer survivors from the greater
Kansas City area and across the state. My clinical practice is focused on cancer genetics and my clinical
research has focused on quality of life, quality improvement and technology, cancer genetics, and behavioral
interventions in primary and secondary prevention populations. Most recently, | have evaluated cardiovascular
risk factors, both co-morbid and breast cancer treatment related, and exploring methods to assess and modify
these risk factors. In my research, | implemented an NIH BIRCWH K-12 pilot study of a diet, exercise, and
behavior modification program to overweight breast cancer survivors. Recently, completed a pilot study
building on this initial work exploring the use of home based exercise (cardio + resistance training): increased
intensity interval training versus standard exercise in breast cancer survivors participating in a group based
weight loss program to modify cardiopulmonary fitness. Currently, | have a corporative group protocol
underdevelopment within the Southwest Oncology Group incorporating a behavioral weight control intervention
and measures of cardiovascular fitness within cancer survivors. | have also been a Pl on a DOD study
prospectively monitoring quality of life and cognitive function in pre-menopausal women newly diagnosed with
breast cancer. | am also a Co-l for an NCI RO1, Rural Women Connecting for Better Health (PI, Befort)
evaluating methods for weight maintenance in a group of rural breast cancer survivors. | have been a Co-I for
several breast cancer prevention trials, including a R21 pilot study (PI, Fabian) of a weight loss intervention for
high-risk post-menopausal women (some of whom were breast cancer survivors), an institutionally supported
study of a light walking intervention for women newly diagnosed with breast or uterine cancer, an American
Cancer Society and Susan G. Komen (Pl, Befort) supported study too develop novel and cost-effective
strategies for improving successful weight control among rural breast cancer survivors and to examine the
impact of successful weight loss on breast cancer biomarkers, and a Susan G. Komen Promise grant (PI,
Fabian) examining flaxseed for primary breast cancer prevention. | have recently been asked to serve as a
member on the NCI Community Oncology COPTRG Community Oncology Cardiotoxicity Task Force. | have
also recently been invited to serve on the Academy of Oncology Nurse & Patient Navigators (AONN+)
Leadership Council to provide insight and advice to AONN+ concerning educational needs relating to oncology
nurse and patient navigators. | am the Founder and CEO of Cancer Survivorship Training, Inc., an eLearning
solutions company accelerating education and training to healthcare providers.
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B. Positions and Honors

Positions and Employment:

1996-2000

2000-2001
2000-2006

2007-2008
2007-2014

2008-Present
2009-Present
2010-Present
2011-Present
2011-Present
2012-Present
2014-Present

2016-Present

Program Coordinator

Program Manager
Research Instructor

Internship
Assistant Professor of Medicine

Associate Director

Full Member- Cancer Prevention
Affiliate Professor of Nursing
Affiliate Professor of Psychology
Survivorship & Navigation Group
Founder/CEO

Director, Cancer Survivorship

Associate Professor of Medicine

Co-Leader, Cancer Prevention
& Survivorship Program

Society Memberships, Offices and Honors:

2006-2007
1997-1998
1999- Present
2000- Present
2007- Present
2009-2012
2010- Present
2011- Present

2011 Present
2011

2012- Present
2013- Present
2013- Present

University of Kansas Medical Center, Kansas City,
Kansas

University of California- San Francisco, Ca.
University of Kansas Medical Center, Kansas City,
Kansas

Rush University Medical Center, Chicago, llI
University of Kansas Medical Center, Kansas City,
Kansas

Breast Cancer Survivorship Center, Westwood,
Kansas

University of Kansas Cancer Center, Westwood,
Kansas

University of Kansas Medical Center, Kansas City,
Kansas

University of Kansas, Lawrence, Kansas

National Cancer Survivorship Resource Ctr
Cancer Survivorship Training, Inc.

University of Kansas Cancer Center, Westwood,
Kansas

University of Kansas Medical Center, Westwood,
Kansas

University of Kansas Cancer Center, Kansas City
Kansas

B. Kent Houston Awards for Excellence in Health Psychology

W.S. Sutton Scholarship in Genetic Research, KU Medical Center

Associate Member, American Association of Clinical Oncology (ASCO)

Advisory Board Member, Facing our Risk Empowered (FORCE)

Full Member (Cancer Prevention program), The University of Kansas Cancer Center
Westwood Hills, Kansas, City Council Member

SWOG Member

Survivorship Programs & Navigation Workgroup: National Cancer Survivorship Resource

Ctr

Kansas City Business Magazine, Honored as a “Rising Star”
SWOG Young Investigator Training Course

Society of Behavioral Medicine

NCI Community Oncology COPTRG Community Oncology Cardiotoxicity Task Force
Advisory Board Member, Academy of Oncology Nurse and Patient Navigators and

Survivorship

C. Contribution to Science

1. My clinical practice and research interest in cancer genetics is fueled by desire to deliver point of service
access to cancer risk counseling and testing, risk stratify patients in order to provide evidence-based
screening, prevention, and management. The current problem is that there are a limited number of genetic
experts and personalized medicine is becoming more main-stream. In order to address the challenges with
identification and risk assessment, access to genetic testing, and understanding subsets (ie., triple negative
breast cancer), | have participated and led research to address these challenges and opportunities. From this
research we have found that delivery of genetic testing results by phone is acceptable to high risk women, that
there is a higher incidence of BRCA1 and BRCA2 mutations in women with triple negative breast cancer, and
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the prospective follow-up via a triple-negative registry has provided insight on treatment response and
characteristics of this very high risk group of breast cancer survivors.

a) Klemp, J., Brady, D., Frank, T.S., Kimler, B.F., & Fabian, C.J. (2000). Incidence of BRCA1/2 germ line
alterations in a high risk cohort participating in a phase Il (biomarker) chemoprevention trial. European
Journal of Cancer, 36:1209-1214. PMID: 10882858.

b) Klemp, J.R., O'Dea, A., Chamberlain, C., & Fabian, C.J. (2005). Patient satisfaction of BRCA 1/2 genetic
testing by women at high risk for breast cancer participating in a prevention trial. Familial Cancer, 4(4):
279-284. PMID: 16341803.

c) Sharma P, Klemp JR, Kimler BF, Mahnken JD, Fabian CJ, Geier L, Khan QJ, Elia M, Connor CS,
McGinness MK, Mammen JMW, Ward CE, Ranallo L, Knight C, Stecklein SR, Jensen RA, Godwin AK.
Germline BRCA Mutation Evaluation in a Prospective Triple-Negative Breast Cancer Registry: Implications
for Hereditary Breast and/or Ovarian Cancer Syndrome Testing. Breast Cancer Res Treat. May 7, 2014.
[Epub ahead of print]. PMC4171847.

d) Couch FJ, Hart SN, Sharma P, Toland AE, Wang X, Miron P, Olson JE, Godwin AK, Pankratz VS, Olswold
C, Slettedahl S, Hallberg E, Guidugli L, Davila JI, Beckmann MW, Janni W, Rack B, Ekici AB, Slamon DJ,
Konstantopoulou |, ......... , Klemp JR, et al. Inherited Mutations in 17 Breast Cancer Susceptibility Gene
Among a Large Triple-Negative Breast Cancer Cohort Unselected for Family History of Breast Cancer. J
Clin Oncol, 2015 Feb 1;33(4):304-11. PMC4302212

2. Breast cancer prevention is vital in the cancer control continuum. My work has focused on improved
methods to assess risk, provide informed shared decision making, and implementation of primary, secondary,
and tertiary breast cancer prevention area focus. Clinical research focused on tissue based risk and response
markers as well as tools for communication have been a focus of research since the beginning of my career.
Steps to improve communication and implement prevention strategies across the cancer control continuum are
an ongoing area of my clinical research.

a) Fabian, C.J., Kimler, B.F., Zalles, C.M., Klemp, J.R., Kamel, S., Zeiger, S., & Mayo, M.S. (2000). Short-
term prediction of breast cancer by random periareolar fine-needle aspiration cytology and the Gail Risk
Model. Journal of the National Cancer Institute, 92(15):1217-1227. PMID: 10922407.

b) Ozanne, E.M., Klemp, J.R., & Esserman, L.J. (2006). Breast cancer risk assessment and prevention: A
framework for shared decision-making consultations. The Breast Journal, 12(2):103-113. PMID: 16509834.

c) Fabian CJ, Kimler BF, Zalles CM, Klemp JR, Petroff BK, Khan QJ, Sharma P, Setchell KD, Zhao X,
Phillips TA, Metheny T, Hughes JR, Yeh HW, Johnson KA. Reduction in Ki-67 in benign breast tissue of
high risk women with the lignan Secoisolariciresinol Diglycoside (SDG). Cancer Prev Res 2010 Aug
19;[Epub ahead of print]. PMC2955777

d) Klemp JR. (2015). Breast Cancer Prevention Across the Cancer Care Continuum. Seminars in Oncology
Nursing. Vol 31(1), 67-72, 2015. PMID: 25951738 (PMC# not required; not NIH funded).

3. Breast cancer survivorship includes managing the effects of the diagnosis and treatment, including a focus
on symptom management, issues related to menopausal status, urban vs. rural differences, loss or impaired
fertility, and the perceived cognitive impairment in breast cancer survivors. This focus on the quality of life of
breast cancer survivors was integral in my pre-doctoral training and continues mid-career.

a) Khan, Q.J., Reddy, P.S., Kimler, B.F., Sharma, P., Baxa, S.E., O'Dea, A.P., Klemp, J.R., & Fabian, C.J.
(2010). Effect of vitamin D supplementation on Serum 25-hydroxy vitamin D levels, joint pain, and fatigue in
women starting Adjuvant Letrozole treatment for breast cancer. Breast Cancer Research and Treatment,
119:111-118. PMC4182952.

b) Befort, C.C. & Klemp, J.R. (2011). Sequelae of breast cancer and the influence of menopausal status at
diagnosis among rural breast cancer survivors. Journal of Women's Health,20(9):1307-1313. PMC3168971

c) Klemp, J.R. & Kim, S.S. (2012). Fertility preservation in young women with breast cancer. Journal of
Assisted Reproduction and Genetics, 29(6): 469-472. PMC3370052.

d) Myers JS, Wick JA, Klemp JR. Potential factors associated with perceived cognitive impairment in breast
cancer survivors. Support Care Cancer. 2015 Nov;23(11):3219-28. PMC4586297
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4. Developing survivorship programming has become integral in the delivery of care to survivors and their
families from the time of diagnosis through the lifespan. Work focused on understanding the current status of
care delivery in both adults and survivors of childhood cancers has been a focus of survey and clinical delivery.
My role has been to better understand and delivery comprehensive survivorship care and work with practices
across the country to implement survivorship care and measure patient and organizational outcomes.

a) Klemp, J.R. & Frazier, L.M., Glennon, C., Trunececk, J., & Irwin, M. (2011). Improving cancer survivorship
care: Oncology nurses’ educational needs and preferred methods of learning. Journal of Cancer
Education, 26(2): 234-242. PMC4183224.

b) McClellan, W., Klemp, J.R., Krebill, H., Ryan, R., Nelson, E.L., Panicker, J., Sharma, M., & Stegenga, K.
(2013). Understanding the functional late effects and informational needs of adult survivors of childhood
cancer. Oncology Nursing Forum, 40(3): 254-262. PMC4164344.

c) Klemp, J.R., Knight, C.J., Ranallo, L.B., & Fabian, C.J. (2013). The demands of cancer survivorship: The
who, what, when, where, why, and how. Community Oncology, 10(9): 266-271 (not NIH funded)

d) Klemp, J.R. (2015). Survivorship care planning: One size does not fit all. Seminars in Oncology Nursing.
Vol 31(1), 67-72, 2015. PMID: 25636397 (not NIH funded)

5. Weight control is a key focus for cancer prevention and survivorship clinical research. Developing delivery
models, both in person and using tele-medicine has been a central focus of our work. In addition, obtaining
and understanding the impact of biomarker change has been a target as we work towards a prescription for
diet and exercise.

a) Befort, C.A., Klemp, J.R., Austin, H.L., Perri, M.G., Schmitz, K.H., Sullivan, D.K., & Fabian, C.J. (2012).
Outcomes of a weight loss intervention among rural breast cancer survivors. Breast Cancer Research and
Treatment,132(2):631-639. PMC3314288.

b) Fabian CJ, Kimler BF, Phillips TA, Donnelly JE, Sullivan DK, Petroff BK, Zalles CM, Metheny T, Aversman
S, Klemp JR, Mills GB, Hursting SD. Favorable Modulation of Benign Breast Tissue and Serum Risk
Biomarkers Is Associated with >10% Weight Loss in Postmenopausal Women. Breast Cancer Res Treat.
Nov;142(1):119-32, 2013. PMC3921968.

c) Burnett, D., Kluding, P., Porter, C., Fabian, C., & Klemp, J.R. (2013). Cardiorespiratory fitness in breast
cancer survivors. SpringerPlus, 2(1): 68. PMC3606517.

d) Befort C, Bennett L, Christifiano D, Krebill H, Klemp JR. Effective Recruitment of Rural Breast Cancer
Survivors into a Lifestyle Intervention. Psychooncology. Jun 21, 2014. PMC4272910.

Link to my complete list of publications:
http://www.ncbi.nlm.nih.gov/pubmed/?term=klemp+j

D. Research Support

Ongoing Research Support:

CDC15-1501 10/01/2015 - 09/30/2018
Kansas Department of Health and Environment (Center for Disease Control)

Kansas Survivor Care Quality Initiative (KSCQI)

Major Goals: Increase the quality of life of cancer survivors including physical and mental health and to
increase the number of state and regional cancer center that work together to develop a comprehensive care
summary and follow-up to promote physical and mental health after completing cancer treatment.

Role: Co-PI

KG101039 Fabian CJ (PI) 09/24/2010 - 09/23/2016
Komen Promise Grant

Flaxseed Lignan as a Prevention Strategy for Pre-Menopausal Women at High Risk for Development of Breast
Cancer.
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Goals: Conduct a randomized, placebo-controlled Phase Il breast cancer chemoprevention trial of the flaxseed
lignan SDG in pre-menopausal women who are at high risk of development of breast cancer; and to
demonstrate modulation of risk biomarkers including Ki-67 in breast epithelial cells acquired by RPFNA.

Role: Co-Investigator

RO1CA155014 Befort (PI) 08/01/2011 - 05/31/2017
NIH/NCI

Group Phone-Based Weight Control among Rural Breast Cancer Survivors

RCT comparing impact of group phone intervention to mail-based intervention for weight loss maintenance,
quality of life, and breast cancer risk biomarkers at 18 months among rural breast cancer survivors.

Role: Co-Investigator

No number Daley (PI) 08/13/2015 - 08/12/2018

SG Komen Breast Cancer Foundation

Continuing an American Indian Breast Cancer Disparities Training Program

Major Goals: The goal of this proposal is to continue a training program for American Indian students to obtain
a Master of Public Health degree focusing on an aspect of breast cancer disparities research

Role: Co-Investigator

Completed Research Support:

CDRN-1306-04631 Waitman (P1) 03/01/2014 - 09/01/2015
Patient Centered Outcomes Research Institute

The Greater Plains Collaborative: a PCORNet Clinical Data Research Network

Major Goals: to facilitate more efficient comparative effectiveness research that could significantly increase the
amount of information available to healthcare decision makers and the speed at which it is generated in breast.
Role: Site Breast PI

No Number Klemp (PI) 11/2010-11/2015

National Breast Cancer Foundation, Inc.

Supporting a primary and secondary breast cancer prevention navigator.

Goals: This position will assist patients through screening, breast cancer education and risk assessment, and
recruitment into breast cancer prevention trials.

Back in the Swing Klemp (PI) 07/2008-06/2015

Breast Cancer Survivorship Center

Goals: The major goal of this project is to provide on-going clinical research via data collection, clinical trials,
and program development within the Breast Cancer Survivorship Center.

No Number Waitman (PI) 09/2013-08/2015

PCORI

The Greater Plains Collaborative; a PCORNet Clinical Data Research Network (GPC Breast Cancer).

The GPC is a new network of 10 leading medical centers in seven states committed to a shared vision of
improving healthcare delivery through ongoing learning, adoption of evidence-based practices, and active
research dissemination.

Role: Co-Investigator

K12 HD052027 Klemp (Project PI) Thomas (Program PI) 10/2010-02/2013

NIH/NCI

Internal career development award designed to bridge transition to external funding

Goals: Pilot project to evaluate breast cancer biomarkers and measure of overall health following a 6-month
diet/exercise/behavioral intervention in overweight breast cancer survivors.

Role: Project PI
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OMB No. 0925-0001 and 0925-0002 (Rev. 10/15 Approved Through 10/31/2018)

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: Devin Charles Koestler, PhD

eRA COMMONS USER NAME: DKOESTLER

POSITION TITLE: Assistant Professor of Biostatistics

EDUCATION/TRAINING

Completion

INSTITUTION AND LOCATION DEGREE Date FIELD OF STUDY
Rochester Institute of Technology B.S. 05/07 Applied Mathematics
Brown University Ph.D. 05/12 Biostatistics
Dartmouth College Postdoctoral 07/13 Molecular Epidemiology

and Biostatistics
Graduate Present Bioinformatics

Stanford University Certificate

A. Personal Statement

Throughout my career, my number one priority has been to utilize my training in biostatistics and background
in the quantitative sciences to understand the biology of living systems. As a doctoral student in biostatistics at
Brown University, | was fortunate to have the opportunity to work in a multidisciplinary environment that
involved the application of my quantitative training as a means toward understanding the role of epigenetics in
states of human disease, including cancer. This multidisciplinary research experience provided many
important lessons, not the least of which was that the size and complexity of the typical ‘omic data set
represents a major bottleneck in the translation of raw ‘omic data into clinically and biologically important
information. This realization has been the driving force behind my research program, which involves the
development and application of novel bioinformatics/statistical methodologies for identifying biologically and
clinically relevant patterns in high-throughput ‘omic’ data.

After joining University of Kansas Medical Center as an Assistant Professor of Biostatistics in the fall of 2013, |
was awarded a Frontiers Junior Faculty Career Development Award (project 1KL2TR000119) to develop and
apply novel statistical methods for integrating multiple different ‘omic data types to better understand ovarian
cancer risk and prognosis, as well as pilot funding to develop prognostic models for predicting bladder cancer
recurrence-risk using clinical, epidemiologic, and molecular biomarkers (supported by the University of Kansas
Cancer Center Support Grant (CCSG)). Through these projects, my ongoing and past collaborations, and my
previous involvement in a cross-disciplinary post-doctoral training program at Dartmouth College, | have
acquired extensive experience working with numerous different types of ‘omic data, i.e., genotypic, DNA
methylation, microbiome, mMRNA expression, miRNA expression, and next-gen sequencing data. These
experiences and my continued collaboration with other KUCC investigators underscore my role in the
Biostatistics and Informatics Shared Resource (BISR) and ongoing commitment to the CCSG.

B. Positions and Honors

Positions and Employment

2008-2009 Research Assistant, Department of Pediatrics, Women and Infants Hospital, Providence RI
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2009-2011 Research Assistant, Departments of Biostatistics and Pathology and Laboratory Medicine,

Brown University, Providence RI

2011-2013 Postdoctoral Research Fellow, Section for Biostatistics and Epidemiology, Dartmouth College,

2013-

Hanover, NH
Assistant Professor, Department of Biostatistics, University of Kansas Medical Center, Kansas
City, KS

Other Experience and Professional Memberships

2011- Member, International Biometric Society

2011- Member, American Society for Human Genetics

2011- Review Editor, Frontiers in Toxicogenomics

2012- Associate Member, American Academy for Cancer Research

2013- Member, Epigenome Wide Association Consortium (EWAC)

2013- Associate Editor, PLOS ONE

Honors

2010 Superfund Research Program (SRP) Training Core Appointment, Brown University
2010 International Affairs Travel Award, Brown University

2011 Eastern North American Region (ENAR) Distinguished Student Paper Award

2011 Ruth L. Kirschstein National Research Service Awardee

2013 Kansas INBRE Recruitment Award

2015 Outstanding Faculty Award, University of Kansas Medical Center, Department of Biostatistics
2015 Top performers (team Jayhawks), DREAM 9.5, Prostate Cancer DREAM Challenge.

C. Contribution to Science

1. Rapid technological breakthroughs in high-throughput technologies for assessing the genome,

transcriptome, epigenome, etc. together with with an ever evolving understanding of these mechanisms,
has necessitated the development of novel statistical/analytical approaches that pace with such
advancements. My earliest publications concern the development of novel unsupervised clustering
methodologies for identifying biologically meaningful signal(s) in the analysis of high-throughput ‘omic data.
Clustering refers to the grouping of subjects and/or genomic features based on their similarity. Due in large
part to the fact that clustering analysis represents efficient tool for understanding molecular variation across
subjects/genomic features and because of its promise for identifying previously undocumented molecular
subtypes, unsupervised clustering analysis has emerged one of the most popular tools in the analysis of
high-throughput ‘omic data. Yet, the unique features of different ‘omic data types, interest in identifying
clinically/biologically meaningful molecular subtypes, and an increasing sophistication in study designs,
have demanded the development of new statistical tools for clustering analysis. My research in this area
as attempted to meet these demands; specifically my most significant contributions to the scientific
community include:

a) Koestler DC, Marsit CJ, Christensen BC, Karagas MR, Bueno R, Sugarbaker DJ, Kelsey KT,
Houseman EA. Semi-supervised recursively partitioned mixture models for identifying cancer subtypes.
Bioinformatics. 2010;26(20):2578-85. doi: 10.1093/bioinformatics/btg470. PMID: 20834038; PMCID:
PMC2951086.

b) Koestler DC, Christensen BC, Marsit CJ, Kelsey KT, Houseman EA. Recursively partitioned mixture
model clustering of DNA methylation data using biologically informed correlation structures. Statistical
applications in genetics and molecular biology. 2013;12(2):225-40. doi: 10.1515/sagmb-2012-0068.
PMID: 23468465, PMCID: PMC4007267.

c) Koestler DC, Marsit CJ, Christensen BC, Kelsey KT, Houseman EA. A recursively partitioned mixture
model for clustering time-course gene expression data. Translational cancer research. 2014;3(3):217-
32. PMID: 25346887, PMCID: PMC4208690.

d) Koestler DC. Statistical Diagnostics for Cancer: Analyzing High Dimensional Data. Semisupervised
methods for analyzing high-dimensional genomic data. Ed. 1, Wiley-Blackwell. 93-106. 2013. Not NIH
funded.
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2. Owing to the tissue-specificity of DNA methylation, a formidable and well-recognized challenge in the
analysis DNA methylation data is the potential for confounding due to the underlying cell composition of the
biospecimen(s) used for its assessment. Failure to appropriately adjust for cell composition in the statistical
analysis of DNA methylation data can lead to misleading and/or misinterpreted associations. Together with
my collaborators, we were one of the first groups to formalize the importance of cell heterogeneity in the
analysis of DNA methylation data and more importantly, pioneered the development of a novel statistical
framework that enables researchers to control for the potential confounding effects of cell composition in
DNA methylation array analyses. This body of research has received substantial recognition within the
epigenomics research community, including over 200 citations of our methodology since its publication in
2012, editorial and cover highlight of our contributions in the August 2012 issue of Cancer Epidemiology
Biomarker’'s and Prevention, and several feature stories in regional and national periodicals. My most
significant contributions in this area include:

a) Houseman EA, Accomando WP, Koestler DC, Christensen BC, Marsit CJ, Nelson HH, Wiencke JK,
Kelsey KT. DNA methylation arrays as surrogate measures of cell mixture distribution. BMC
bioinformatics. 2012;13:86. doi: 10.1186/1471-2105-13-86. PMID: 22568884; PMCID: PMC3532182.

b) Koestler DC, Marsit CJ, Christensen BC, Accomando W, Langevin SM, Houseman EA, Nelson HH,
Karagas MR, Wiencke JK, Kelsey KT. Peripheral blood immune cell methylation profiles are associated
with nonhematopoietic cancers. Cancer epidemiology, biomarkers & prevention : a publication of the
American Association for Cancer Research, cosponsored by the American Society of Preventive
Oncology. 2012;21(8):1293-302. doi: 10.1158/1055-9965.EPI-12-0361.PMID: 22714737; PMCID:
PMC3415587.

c) Koestler DC*, Christensen B*, Karagas MR, Marsit CJ, Langevin SM, Kelsey KT, Wiencke JK,
Houseman EA. Blood-based profiles of DNA methylation predict the underlying distribution of cell types:
a validation analysis. Epigenetics : official journal of the DNA Methylation Society. 2013;8(8):816-26.
doi: 10.4161/epi.25430. PMID: 23903776; PMCID: PMC3883785

d) Koestler DC, Jones MJ, Usset J, Christensen BC, Butler RA, Kobor MS, Wiencke JK, Kelsey KT.
Improving cell mixture deconvolution by identifying optimal DNA methylation libraries (IDOL). BMC
bioinformatics. 2016;17(1):120. doi: 10.1186/s12859-016-0943-7. PMID: 26956433; PMCID:
PMC4782368.

3. As with other ‘omic data types the technologies and techniques for high-throughput assessment of DNA
methylation are ever advancing and continuously changing; an aspect which has driven the development of
a wealth of statistical/analytical tools for the preprocessing, statistical analysis, and interpretation of results
generated from such data. A common experience among researchers new to this area is a feeling of being
overwhelmed by the breadth of available tools/methods and a general confusion about the steps involved
in a proper and defensible DNA methylation array analysis. Together with my collaborators, | have
attempted to lead the way in development of research material aimed at assisting the epigenomics
research by distilling the latest developments in this field as a means toward streamlining DNA methylation
array analyses. My efforts to achieve this objective include a publicly available tutorial on DNA methylation
array preprocessing and analysis, which has generated nearly 100 requests from researchers around the
world, invited contributions for book chapters on DNA methylation array analysis, as well as other scientific
material aimed at assisting researchers. Specific highlights exemplifying my contributions in this are
include:

a) Wilhelm-Benartzi CS*, Koestler DC*, Karagas MR, Flanagan JM, Christensen BC, Kelsey KT, Marsit
CJ, Houseman EA, Brown R. Review of processing and analysis methods for DNA methylation array
data. British journal of cancer. 2013;109(6):1394-402. doi: 10.1038/bjc.2013.496. PubMed PMID:
23982603; PubMed Central PMCID: PMC3777004.

b) Koestler DC, Jones M, Kobor M. The era of integrative genomics: more data or better methods?
Epigenomics. 2014;6(5):463-7. doi: 10.2217/epi.14.44. PubMed PMID: 25431938.
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c) Koestler DC. The Nuts and Bolts of DNA methylation Array Preprocessing and Analysis. Tutorial
on the proper handling of array-based DNA methylation data, with a specific emphasis on the Illumina
Infinium HumanMethylation450 array.

d) Koestler DC and Houseman EA. Computational and Statistical Epigenomics. Model based clustering
analysis of DNA methylation array data. Ed. 1, Springer (Statistics series). Edited by: Andrew
Teschendorff. June 2015.

4. Work on the “fetal origins” or Developmental Origins and Health and Disease (DOHaD) hypothesis has
demonstrated that infant growth, itself linked to antenatal environmental factors, such as: diet, xenobiotic
exposures, stress, and lifestyle factors, is a significant risk factor for long-term chronic disease. The
vulnerability of the fetus to environmental insults together with the DOHaD hypothesis have served to
motivate my work on understanding the impact of in-utero exposure to environmental toxicants and
downstream health outcomes. Beginning during my post-doctoral training at Dartmouth College and
continuing to the present, | have utilized my background in DNA methylation and ‘omic analyses to
characterize the relationship between in-utero exposure to trace-metals (at common levels of exposure)
and the placental/infant epigenome, and more recently, the extent to which changes confer downstream
health risks. Some of my most significant contributions to the emerging area of developmental
epigenomics include:

a) Koestler DC, Avissar-Whiting M, Houseman EA, Karagas MR, Marsit CJ. Differential DNA methylation
in umbilical cord blood of infants exposed to low levels of arsenic in utero. Environmental health
perspectives. 2013;121(8):971-7. doi: 10.1289/ehp.1205925. PubMed PMID: 23757598; PubMed
Central PMCID: PMC3733676.

b) Fei DL*, Koestler DC*, Li Z, Giambelli C, Sanchez-Mejias A, Gosse JA, Marsit CJ, Karagas MR,
Robbins DJ. Association between In Utero arsenic exposure, placental gene expression, and infant
birth weight: a US birth cohort study. Environmental health : a global access science source.
2013;12:58. doi: 10.1186/1476-069X-12-58. PubMed PMID: 23866971; PubMed Central PMCID:
PMC3733767.

c) Maccani JZ, Koestler DC, Houseman EA, Marsit CJ, Kelsey KT. Placental DNA methylation alterations
associated with maternal tobacco smoking at the RUNX3 gene are also associated with gestational
age. Epigenomics. 2013;5(6):619-30. doi: 10.2217/epi.13.63. PubMed PMID: 24283877.

d) Maccani JZ, Koestler DC, Lester B, Houseman EA, Armstrong DA, Kelsey KT, et al. Placental DNA
Methylation Related to Both Infant Toenail Mercury and Adverse Neurobehavioral Outcomes.
Environmental health perspectives. 2015. doi: 10.1289/ehp.1408561. PubMed PMID: 25748564.

¢ Signifies shared first-authorship

Complete List of Published Work in MyBibliography:

http://www.ncbi.nlm.nih.gov/sites/myncbi/I1N1samnT9scQJ/bibliography/41517057/public/?sort=date&d
irection=ascending

D. Research Support

Ongoing Support:

RO1ES025145 Marsit, Carmen and Koestler, Devin (PIs) 02/01/2016 - 01/31/2020

NIH National Institute of Environmental Health Sciences

MicroRNA, Environmental Exposures and Newborn Outcomes

This research aims to identify the mechanistic role of microRNA, which can effect the function of the placenta,
in mediating the impact of environmental exposures on children’s growth neurodevelopment. Such findings
may have significant clinical and public health impact, providing an opportunity for early interventions for at-risk
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children, and potentially identifying novel paths for prevention and treatment.
Role: Co-Principal Investigator

RO1CA166150 Michaud, Dominque (PI) 07/01/2014 - 06/30/2017

NIH National Cancer Institute

Microbiomes in Human Pancreatic Cancer

In the US, pancreatic cancer is the fourth leading cause of cancer-related death, and as most pancreatic
cancers are diagnosed late in the progression of the disease, only 5% of patients are alive 5 years after initial
diagnosis. Unfortunately, the causes of pancreatic cancer are largely unknown, but new studies support the
role of bacteria. The goals of this research include: (1) measurement of microbiota in patients with pancreatic
cancer, and in subjects who did not have cancer using a combination of state-of-the-art molecular techniques;
(2) examine possible routes of bacteria dissemination from the mouth to the pancreas.

Role: Co-Investigator

KL2TR000119 Barohn, Richard J and Aaronson, Lauren S (PIs) 03/01/2014-02/28/2017

NIH National Center for Advancing Translational Science

Integrative Genomics for Understanding Ovarian Cancer Risk and Progression

The goal of this project to integrate multiple ‘omic data types in combination with the application of novel
bioinformatics and statistical methodologies for understanding the relationship between genetics, epigenetics,
and mRNA expression on ovarian cancer risk and progression.

Role: KL2 Scholar and project Principal Investigator

Completed Support:

Pilot Program Koestler (P1) 12/01/2013-12/01/2014
University of Kansas Cancer Center (KUCC)

Development of Prediction Models for Bladder Cancer Recurrence Using Clinical, Pathological, and Molecular
Data

The goal of this project is to develop and evaluate prognostic nomograms for predicting short-term risk of
recurrence among non-muscle invasive bladder cancer cases. We will additionally examine the extent to which
the addition of molecular biomarkers, specifically blood-derived DNA methylation biomarkers, improve the
prediction performance of nomograms that use clinical and pathological data only.

Role: Principal Investigator

R25 CA134286 Karagas, Margaet, Moore, Jason, and Tosteson, Tor (Pls)  09/01/2011-08/31/2013
Training Program for Quantitative Population Sciences in Cancer

The overarching goal of the Training Program for Quantitative Population Sciences in Cancer is to improve the
resources available for future cancer research by providing innovative interdisciplinary training for postdoctoral
fellows. This program will be designed to provide early career researchers with opportunities to integrate
specialized research knowledge and methodologies within the fields of bioinformatics, biostatistics and
epidemiology

Role: Trainee
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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: Melissa A. Larson, PhD

eRA COMMONS USER NAME (credential, e.g., agency login): MLARSON2

POSITION TITLE: Research Assistant Professor, Molecular and Integrative Physiology; Technical Director,
Transgenic and Gene-Targeting Facility

EDUCATION/TRAINING (Begin with baccalaureate or other initial professional education, such as nursing,
include postdoctoral training and residency training if applicable. Add/delete rows as necessary.)

DEGREE Completion Date
INSTITUTION AND LOCATION (if applicable) MM/YYYY FIELD OF STUDY
Cornell University, Ithaca, NY B.S. 05/1989 Animal Science
Virginia Tech, Blacksburg, VA M.S. 05/1993 Reproductive Physiology
University of Missouri, Columbia, MO Ph.D. 12/2000 Reproductive Physiology

A. Personal Statement

In my position as the Technical Director of the Transgenic and Gene-Targeting Facility at the University of
Kansas Medical Center, | am poised to directly facilitate the animal research models proposed in this
application. | have 25 years of experience in the field of transgenic animals, having begun in 1991 by making
pigs transgenic for human protein C. | then served as the Research Specialist in the Transgenic Core Facility
at the University of Missouri for the duration of my doctoral program. My dissertation explored the expression
of microinjected transgenes in murine, porcine and bovine embryos, as well as the expression of interferon-tau
in bovine blastocysts. | have been responsible for the oversight and functional operation of an institutional core
facility at each of the following locations: the Stowers Institute for Medical Research, the University of Missouri-
Kansas City and KUMC. My work experiences at these locations have included the generation of transgenic
mice by pronuclear injection, the generation of chimeric mice by blastocyst injection, gene-targeting of
embryonic stem cells and support services including sperm and embryo cryopreservation, rederivation and in
vitro fertilization. In addition, our facility has continued to evolve over time and implement new technologies as
they become available, such as the generation of gene-targeted mice by pronuclear injection and the
generation of gene-modified mice with the genome editing tools CRISPR/Cas9, TALENs and ZFNs. | have
also successfully addressed investigator requests for new services, including embryo bisection and nuclear
transfer, as well as staying current with training in the latest protocols for embryo and sperm cryopreservation
and subsequent in vitro fertilization.

1. Larson MA, Bronshteyn I, Vivian CJ, Welch DR, Vivian JL. Nuclear Transfer between Strains of Inbred
Mice. Trans Res. 2016;16(2):203-204. PMC in process.

B. Positions and Honors

Positions and Employment:

1993-1999 Research Specialist, Transgenic Animal Core Facility, University of Missouri, Columbia, MO

1993-2000 Graduate Research Assistant, Animal Sciences Department, University of Missouri, Columbia

2001-2001 Research Specialist, Stowers Institute for Medical Research, Kansas City, MO

2002-2003 Managing Director, Embryonic Stem Cell Facility, Stowers Institute for Medical Research,
Kansas City, MO

2003-2004  Manager, Reproductive Biology Group, Laboratory Animal Services Facility, Stowers Institute
for Medical Research, Kansas City, MO

2004-2005 Transgenic Facility Manager, Laboratory Animal Ctr., University of Missouri, Kansas City, MO

2005-2005 Manager, Laboratory Animal Center, University of Missouri, Kansas City, MO
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2005-2006 Director, Laboratory Animal Centers, University of Missouri, Kansas City, MO

2006-2009 Director, Transgenic and Gene-Targeting Institutional Facility, University of Kansas Medical
Center, Kansas City, KS

2006-pres. Research Assistant Professor, Department of Molecular and Integrative Physiology, University
of Kansas Medical Center, Kansas City, KS

2010-pres.  Technical Director, Transgenic and Gene-Targeting Institutional Facility, University of Kansas
Medical Center, Kansas City, KS

Honaors:

2009-2010  Kansas Technology Enterprise Corporation Scholar Award

2016 International Society for Transgenic Technologies Registration Award to 13th Transgenic
Technology Meeting, March 20-23, 2016, Prague, Czech Republic.

2016 International Society for Transgenic Technologies Travel Award to 13th Transgenic Technology

Meeting, March 20-23, 2016, Prague, Czech Republic.

C. Contribution to Science

1. My dissertation research focused in part on the in vitro expression of transgenes injected in murine, porcine
and bovine embryos. | found that the percentage of blastomeres expressing the reporter transgene in each
species was inversely proportional to the timing of zygotic genome activation, which led to our hypothesis that
transgene integration was occurring with the onset of zygotic transcription.

a) Larson MA, Kubisch HM, Funahashi H, Hernandez-Ledezma JJ, Day BN, Roberts RM (1995).
Comparative expression patterns of two transgenes in murine, porcine and bovine embryos.
Theriogenology 43:262.

2. In addition to these transgene expression studies, my dissertation work largely involved study of the
expression of interferon-tau by bovine blastocysts. | found that in vitro, female bovine embryos are less able to
make the transition to the expanded blastocyst stage of development, while producing far greater amounts of
interferon-tau. This is likely due to an increased sensitivity to high glucose levels, and it may help to explain
the in vivo skewing in sex ratio observed in some species.

a) Larson MA, Kimura K, Kubisch HM, Roberts RM (2001). Sexual dimorphism among bovine embryos in
their ability to make the transition to expanded blastocyst and in the expression of the signaling
molecule IFN-[] Proc Natl Acad Sci98:9677-9682.

3. As the Technical Director of the Transgenic and Gene-Targeting Facility, | have been responsible for
producing gene-modified mice for investigators at the University of Kansas Medical Center for 10 years. | have
also been responsible for producing gene-modified rats following injection of ZFNs by performing the embryo
collection, pronuclear injection and embryo transfer surgeries into recipient female rats.

a) Karim Rumi MA, Dhakal P, Kubota K, Chakraborty D, Lei T, Larson MA, Wolfe MW, Roby KF, Vivian
JL, Soares MJ (2014). Generation of Esrl knockout rats using zinc finger nuclease-mediated genome
editing. Endocrinology. 155(5):1991-1999. PMID: 24506075

4. | have also established new services in the Transgenic Facility to meet the needs of KUMC investigators.
In one case, | designed a tool and procedure to physically cut mouse blastocysts in half, effectively separating
the inner cell mass from the trophectoderm in order to study expression of genes involved in development.

a) Saha B, Home P, Ray S, Larson M, Paul A, Rajendran G, Behr B, Paul S (2013). EED and KDM6B
Coordinate First Mammalian Cell Lineage Commitment to Ensure Embryo Implantation. Mol Cell Biol
33(14):2691-705. PMC3700131
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D. Research Support

Ongoing Research Support:

Kansas-ldea Network of Biomedical Research Excellence (K-INBRE) 05/01/2016 - 04/30/2017
K-INBRE Institutional Core Facility Support Proposal

LabStamp Tattoo Systems for Mouse Identification Services

Role: Co-PI

Center of Biomedical Research Excellence (COBRE) (PI: Abrahamson) 09/01/2012 — 06/30/2017
Institutional Development Award (IDeA), National Center for Research Resources, NIH

Molecular Regulation of Cell Development and Differentiation

Role: PI for Core B: Transgenic Facility

Completed Research Support:

Kansas-ldea Network of Biomedical Research Excellence (K-INBRE) 05/01/2015 - 04/30/2016
K-INBRE Institutional Core Facility Support

Completion of a Dedicated Surgical Suite for Embryo Transfer Surgeries with Refined Anesthesia Delivery
Apparatus

Role: subproject PI

Kansas-ldea Network of Biomedical Research Excellence (K-INBRE) 05/01/2014 - 04/30/2015
K-INBRE Institutional Core Facility Support

Upgrades for a Dedicated Surgical Suite for Genetic Modification Procedures

Role: subproject PI

Kansas-ldea Network of Biomedical Research Excellence (K-INBRE) 05/01/2012 - 04/30/2013
K-INBRE Institutional Core Facility Support

KUMC Transgenic Facility Procurement and Optimization of a PhiC31-Mediated Platform for Rapid in Vivo
Transgenesis in the Mouse

Role: subproject Pl
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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: Sharon M. Lewis, BSN, MSN

eRA COMMONS USER NAME (credential, e.g., agency login): slewis

POSITION TITLE: Nurse Practitioner

EDUCATION/TRAINING (Begin with baccalaureate or other initial professional education, such as nursing,
include postdoctoral training and residency training if applicable. Add/delete rows as necessary.)

DEGREE Completion Date
INSTITUTION AND LOCATION (if applicable) MM/YYYY FIELD OF STUDY
Newman University, Wichita, KS BSN 12/1993 Nursing
University of Kansas Medical Center (KUMC), MSN 12/1998 Nurse Practitioner
Kansas City, KS
University of Kansas Medical Center, Kansas DNP 12/2013 Adult-Geriatric
City, KS

A. Personal Statement

| have been with the University of Kansas Clinical Research Center since it opened in January, 2012. | have
been the full-time Nurse Practitioner and am a Sub-Investigator on all Early Phase Oncology and Hematology
Clinical Trials at this facility. | perform all bone marrow procedures as required per protocol. | co-facilitated getting
the healthy cooking classes started for cancer patients, caregivers and survivors. | am also the manager of the
hospital nurses and medical assistants at this facility. | am also on the Executive Resourcing Committee and

Protocol Review Monitoring Committee.
B. Positions and Honors

Positions and Employment:

1999 — 2000 Nurse Practitioner at Wichita Clinic, Bluestem — Eureka, KS
2000 - 2008 Nurse Practitioner at Coffey County Hospital, Burlington, KS
2008 — 2012 Nurse Practitioner at the University of Kansas Cancer Center, Primary brain tumors and

hematology, KUMC, Westwood, KS
2013 — 2015 Adjunct facility at St. Mary University, Overland Park, KS
2012 — pres. Nurse Practitioner, University of Kansas Clinical Research Center, KUMC, Fairway, KS

Professional Membership:

2008 — pres. Oncology Nursing Society member

C. Contribution to Science
No publications.

D. Research Support:

Ongoing Research Support: None

Completed Research Support: None

Page 170



Contact PD/PI: Jensen, Roy A

OMB No. 0925-0001 and 0925-0002 (Rev. 10/15 Approved Through 10/31/2018)

BIOGRAPHICAL SKETCH
DO NOT EXCEED FIVE PAGES.

NAME: Linheng Li, PhD

eRA COMMONS USER NAME (credential, e.g., agency login): LINHENGL

POSITION TITLE: Investigator/Professor

EDUCATION/TRAINING (Begin with baccalaureate or other initial professional education, such as nursing,
include postdoctoral training and residency training if applicable. Add/delete rows as necessary.)

Completion

INSTITUTION AND LOCATION DEGREE Date FIELD OF STUDY
Fudan University, Shanghai, P.R. China B.S. 1985 Biology
Fudan University, Shanghai, P.R. China M.S. 1988 Genetics
New York University, Medical Center, New York M.S. 1993 gﬂigllecular & Cellular
New York University, Medical Center, New York Ph.D. 1995 gﬂigllecular & Cellular
University of Washington Medical Center, Seattle postdoc 2000 M.olecular
WA Biotechnology

A. Personal Statement

| have a broad background in molecular, cellular, genetic, and developmental biology, with specific training and
expertise in hematopoietic and intestinal stem cell systems. My research includes investigation of roles of
niche(s) in maintaining and regulating hematopoietic or intestinal stem cells; key niche signals that support
stem cell renewal; targeting cancer stem cells via understanding the drug-resistant nature; and intrinsic
regulation of stem cells by imprinting genes and Hox gene cluster. As PI or co-Investigator on internal and NIH-
funded grants, | have experience developing systems and establishing collaborations to conduct studies as
those proposed for the University of Kansas Cancer Center (KUCC NCI-CC). | have successfully managed
projects (e.g. staffing, research protections, budget), collaborated with other investigators, and produced
several peer-reviewed publications from each endeavor. As a result of these previous experiences, | am aware
of the importance of frequent communications among parties involved and of constructing a realistic research
plan, timeline, and budget. | have the training, motivation, expertise, and capabilities required to serve as co-
leader of the KUCC NCI-CC Cancer Biology program.

B. Positions and Honors
Professional Positions

2000-05 Assistant Investigator, Stowers Institute for Medical Research, Kansas City, MO

2001-06 Affiliate Assistant Professor, Dept. of Pathology, University of Kansas Medical Center,
Kansas City, KS

2006-2008 Associate Investigator, Stowers Institute for Medical Research

2006-2009 Affiliate Associate Professor, Dept. of Pathology, University of Kansas Medical Center

May 2008-present  Investigator, Stowers Institute for Medical Research
July 2009-present  Affiliate Professor, Dept. of Pathology, University of Kansas Medical Center
2010-present Co-Leader, Cancer Biology, University of Kansas Cancer Center (NCI-CC)

Honors
Fellow of the American Gastroenterological Association (AGA) 2013
Fellow of the American Association for the Advancement of Science (AAAS) 2011
Hudson Prize for excellence in basic biomedical research, M.R. and Evelyn Hudson Foundation 2004
Excellence in Life Sciences Award in Basic Research, Missouri Biotechnology Association 2003
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Advisory Panels and Service

University of Kansas Cancer Center

Leadership Council Member, Co-Leader Cancer
Biology

National Institutes of Health ad hoc Reviewer
Hematopoiesis Study Section

The Institute for Stem Cell and Regenerative

Medicine University of Washington; SAB (2011-

Chinese Biological Investigators Society
Board of Directors (President 2011-2013)

2015)
International Society for Stem Cell Research Faculty of 1000 Medicine
Membership Committee Contributing Faculty

C. Contributions to Science

My laboratory uses mouse models of the hematopoietic and intestinal systems to focus on fundamental
guestions in adult stem cell biology: (1) what are the roles of microenvironment(s) or niche(s) in maintaining
and regulating hematopoietic or intestinal stem cells (HSCs or ISCs) and (2) which key niche signals support
stem cell renewal and the related molecular mechanisms underlying self-renewal, and (3) how to target cancer
stem cells via understanding the drug-resistant nature.

1.

Identification of hematologic stem cell (HSC) niches. For decades, studies of HSC behavior focused
mainly on defining intrinsic regulatory programs controlling HSC functions, leading to deterministic or
stochastic models of cell renewal and differentiation. However, in 1978 Ray Schofield proposed that in vivo
HSCs reside in a specialized microenvironment, termed the “niche”. Since then, scientists have searched
for the location and types of cells in bone marrow that might function as a niche for the HSC. My group
identified in 2003, and later confirmed in 2009 using real-time imaging, a subset of bone-lining cells located
mainly in the endosteal region of trabecular bone capable of supporting HSCs. In 2014 we identified that
megakaryocytes, progeny derived from HSCs, can function as a niche to support HSCs. These findings,
along with data from several other groups, redefined the traditional view of HSCs and led to the
appreciation that homeostasis in HSCs is a tightly regulated balance between intrinsic and extrinsic cues.
This discovery has spawned identification of various stromal cell types in bone marrow that have functional
roles as components of a niche. Together, these findings demonstrate that in vivo functional niches in
mammalian systems are far more intricate and diverse than previously anticipated, and that the existence
of multiple inputs or niches may be responsible in great part for the robustness of the HSC system in both
physiological homeostasis and stress.

a) Zhang, J., C. Niu, L. Ye, H. Huang, X. He, W. G. Tong, J. Ross, J. Haug, T. Johnson, J. Q. Feng, S.
Harris, L. M. Wiedemann, Y. Mishina, and L. Li. Identification of the haematopoietic stem cell niche
and control of the niche size. Nature 2003 Oct 23; 425:836-841. PMID: 14574412

b) Xie, Y., T. Yin, W. Wiegraebe, X. C. He, D. Miller, D. Stark, K. Perko, R. Alexander, J. Schwartz, J. C.
Grindley, J. Park, J. S. Haug, J. P. Wunderlich, H. Li, S. Zhang, T. Johnson, R. A. Feldman, and L. Li.
Detection of functional haematopoietic stem cell niche using real-time imaging. Nature 2009 Jan 1;
457:97-101. PMID: 19052548, Not NIH funded.

c) Zhao, M., Perry, J.M., Marshall, H., Venkatraman, a., Qian, P., He, X.C., Ahamed, J., & Li, L.,
Megakaryocytes maintain homeostatic quiescence and promote post-injury regeneration of
hematopoietic stem cells. Nature Medicine 2014 Oct 19; 20:1321-26. PMID: 25326798, Not NIH
funded.

Characterization of key signaling pathways that regulate HSC and control HSC self-renewal and ex
vivo expansion of HSCs. My research program has played a significant role in our current understanding
of how stem cell niches function. Using genomic and genetic approaches, we have identified cells that
function as niche components, as well as signals emanating from these niches that contribute to the
regulation of the quiescent and active states of stem cells. Additionally, our discoveries have improved our
understanding of the roles of major developmental signaling pathways (Notch, BMP, Wnt, FGF, PTEN
controlled PI3K-Akt, IGF) in the maintenance and regulation of adult stem cells. During postdoctoral
training, | identified the human homolog of the Notch ligand, Jaggedl, and demonstrated that Jagged1-
Notch signaling inhibits hematopoietic stem and progenitor cell differentiation (16). More recently, we
demonstrated that BMP and Wnt signaling act in a reciprocal manner to control stem cell self-renewal, and
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that FGF signaling is mainly required for post-injury recovery of bone marrow by promoting HSC expansion
and mobilization. We have also helped clarify the role of Wnt signaling in HSC regulation. We have
distinguished between the roles of noncanonical and canonical Wnt signaling, respectively, in maintaining
HSC quiescence and in promoting HSC activation and expansion. Regarding self-renewal, we
demonstrated in mice that cooperation between Whnt-B-catenin and PI3K-Akt signaling facilitates HSC self-
renewal in vivo and that pharmacological manipulation of these two pathways facilitates HSC expansion in
vitro. We are translating this mouse study into expanding HSCs from human umbilical cord blood and have
so far made remarkable progress, thus opening up new avenues for future treatment of blood disorders,
including leukemia and cancer.

a) Zhang, J., J. C. Grindley, T. Yin, S. Jayasinghe, X. C. He, J. T. Ross, J. S. Haug, D. Rupp, K. S.
Porter-Westpfahl, L. M. Wiedemann, H. Wu, and L. Li. PTEN maintains haematopoietic stem cells
and acts in lineage choice and leukaemia prevention. Nature 2006 May 25; 441:518-22. PMID:
16633340

b) Zhao, M., J. T. Ross, T. ltkin, J. M. Perry, A. Venkatraman, J. S. Haug, M. J. Hembree, C. X. Deng,
T. Lapidot, X. C. He, and L. Li. FGF signaling facilitates post-injury recovery of mouse hematopoietic
system. Blood 2012 Aug 30; 120:1831-1842. PMID: 22802336; PMCID: PMC3433089

c) Perry, J. M., X. C. He, R. Sugimura, J. C. Grindley, J. S. Haug, S. Ding, and L. Li. 2011. Cooperation
between both Wnt/{beta}-catenin and PTEN/PI3K/Akt signaling promotes primitive hematopoietic
stem cell self-renewal and expansion. Genes & Development 2011 Sep 15; 25:1928-1942. PMID:
21890648, PMCID: PMC3185965.

d) Sugimura, R., X. C. He, A. Venkatraman, F. Arai, A. Box, C. Semerad, J. S. Haug, L. Peng, X. B.
Zhong, T. Suda, and L. Li. Noncanonical Wnt signaling maintains hematopoietic stem cells in the
niche. Cell 2012 Jul 20; 150:351-365. PMID: 22817897; PMCID: PMC4492542

3. Proposing the coexistence of quiescent and active stem cell subpopulations, which provides insight
to Investigating drug-resistant cancer cells and developing related targeting strategies. Elegant
studies in Drosophila and C. elegans previously suggested that a single dominant stem cell niche
modulates the balance between self-renewal and differentiation. Yet, in recent years, evidence from my
laboratory and others indicates that rapidly regenerating mammalian tissues contain at least two
subpopulations of stem cells. A quiescent group undergoes only occasional cell division and functions as a
reserve pool, and an active group undergoes relatively frequent cell division and supports ongoing tissue
generation. The active stem cells are different from transit amplifying (TA) cells, as the former undergo self-
renewal and support homeostatic tissue generation while the latter represent rapidly cycling progenitor cells.
Multiple stem cell populations are not unique to HSCs; quiescent reserve stem cells have been
demonstrated in the intestine by genetic ablation or radiation-induced loss of active (Lgr5") stem cells.
Moreover, recent observations have revealed that the reserve pool of stem cells can also be derived from
reprograming of progenitors under stress conditions. In contrast to flies and nematodes, it appears that
mammals have evolved multiple stem and progenitor cell populations within a tissue to handle the demands
of a much longer life span and larger body size.
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4. Determining a critical role of imprinting genes in maintaining the most primitive HSCs via
suppressing Igf2 signaling and mTOR pathways. Dormant HSCs are currently defined by their quiescent
state. We tested a hypothesis that metabolic state determines the state of dormant (or reserve) versus active
(or primed) HSCs. We studied the molecular mechanism that controls the metabolic state of this specific
subpopulation. To distinguish reserve HSCs from primed HSCs, we conducted RNA-seq analysis, and to our
surprise, the imprinting genes were predominantly expressed in reserve HSCs, including H19 and GtI2 loci.
We conducted genetic KO study and showed that H19 plays a crucial role in maintaining reserve HSCs via
suppressing Igf2 signaling.
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5. Identification, isolation, and in vitro culture of intestinal stem cells. Wnt signaling is known to regulate
intestinal stem cell (ISC) proliferation and self-renewal. We identified that BMP signaling antagonizes Wnt
signaling to maintain quiescent ISCs and inhibits ISC self-renewal. We further showed that PTEN
controlled PI3K-Akt signaling mediated a cross talk between BMP and Wnt signaling pathways.
Identification of intestinal stem cells (ISCs) has relied heavily on the use of transgenic reporters in mice, but
this approach is limited by mosaic expression patterns and difficult to apply directly to human tissues. We
developed reliable surface markers, CD44'CD24"°CD166", GRP78°~and c-Kit™ that facilitated identification
of putative stem cells from the mouse small intestine and colon respectively. CD44"'CD24"°CD166" also
identified putative human ISCs. We also established a robust functional assay to characterize ISCs from
mouse and human tissues.
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Helmrath M, Li L. Isolation and Characterization of Intestinal Stem Cells Based on Surface Marker
Combinations and Colony-Formation Assay. Gastroenterology. 2013 Aug; 145(2):383-395.e21. PMID:
23644405; PMCID: PMC3781924
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Stowers Institute for Medical Research

Investigation of micro environmental regulatory signals for stem cell development

Investigation of molecular and genetic pathways controlling adult stem cell development in the hematopoietic
and intestinal systems using transgenic and gene targeting animal model approaches. This funding is not
associated with a specific project.

U01 DK085507 Linheng Li (PI) 09/01/2009 — 08/31/2019
National Institutes of Health,

Isolation and Characterization of Intestinal Stem Cells

Identification, isolation, and characterization of intestinal stem cells and their niche cells to provide a better
understanding of intestinal stem cell properties and their role in intestinal regeneration, and to open new
avenues for studying intestinal stem cell behavior in vitro and possible clinical implications in stem cell
transplantation and stem cell based replacement therapy for gastrointestinal diseases.
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Promote collaboration to enhance discovery of mechanisms that underlie tumor development, progression and
malignant behavior; leverage basic science discoveries to inspire pre-clinical and clinical development of novel
cancer therapies.
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