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GRANT SNAPSHOTS 
 
2008  
 
Nabeel Bardeesy, PhD/Massachusetts General Hospital, Boston, MA 
Randy Pausch, PhD – Pancreatic Cancer Action Network – AACR Pilot Grant  
Molecular Markers of Drug Sensitivity in Pancreatic Cancer 
 
Dafna Bar-Sagi, PhD/New York University School of Medicine, New York, NY 
Pancreatic Cancer Action Network – AACR Pilot Grant 
Impact of Diet-Induced Hyperlipidemia on Pancreatic Inflammation and Cancer 
 
*Marie-Christine Daniel, PhD/University of Maryland, Baltimore County, MD 
Constance Willliams – Pancreatic Cancer Action Network – AACR 
Career Development Award 
Multifunctional Nanovectors for Pancreatic Cancer Therapy 
 
*David Dawson, MD, PhD/University of California, Los Angeles, CA 
Seena Magowitz – Pancreatic Cancer Action Network – AACR Career Development Award 
Wnt Signaling in Pancreatic Cancer Progenitor Cells 
 
Matthias Hebrok, PhD/University of California, San Francisco, CA 
Michael C. Sandler – Pancreatic Cancer Action Network – AACR Pilot Grant  
NF-kB Signaling in PanIN Formation 
 
*Joseph Herman, MD/Johns Hopkins University School of Medicine, Baltimore, MD 
Blum-Kovler – Pancreatic Cancer Action Network – AACR Career Development Award 
Evaluation of Focused Radiation to Enhance the Impact of a Pancreatic GMCSF Vaccine 
 
*Hyunki Kim, PhD/The University of Alabama at Birmingham, AL 
Skip Viragh – Pancreatic Cancer Action Network – AACR Career Development Award 
MRI to Monitor Early Pancreatic-Tumor Response to a Novel Triple Therapy  
 
Bin Liu, PhD/University of California, San Francisco, CA 
Pancreatic Cancer Action Network – AACR Pilot Grant 
Internalizing Human Antibodies Targeting Pancreatic Tumor Cells In Situ 
 
*Lorenzo F. Sempere, PhD/Dartmouth-Hitchcock Medical Center, Lebanon, NH  
Laurie and Paul MacCaskill – Pancreatic Cancer Action Network – AACR  
Career Development Award 
Role of MicroRNAs in Initiation and Progression of Pancreatic Cancer  
 
Peter Storz, PhD/Mayo Clinic, Jacksonville, FL 
Patty Boshell – Pancreatic Cancer Action Network – AACR Career Development Award 
Kinases Regulating Pancreatic Cancer Resistance to Chemotherapeutics 
 
*Ken-Tye Yong, PhD/State University of New York, Buffalo, NY 
Samuel Stroum – Pancreatic Cancer Action Network – AACR Fellowship  
Engineering Multimodal Targeted Probes for Pancreatic Cancer Detection  
 
 
 



2009  
 
George A. Calin, MD, PhD /University of Texas, MD Anderson Cancer Center, Houston, TX 
Seena Magowitz – Pancreatic Cancer Action Network – AACR Pilot Grant  
Roles of MicroRNAs and Ultraconserved Genes in Pancreatic Cancer 
 
Philippe Foubert, PhD/University of California, San Diego, CA 
Ruth Fredman Cernea – Pancreatic Cancer Action Network – AACR Fellowship 
Role of Inflammation in Pancreatic Cancer 
 
Qingshen Gao, MD/NorthShore University HealthSystem, Evanston, IL 
Pancreatic Cancer Action Network – AACR Pilot Grant 
Discovery of Novel Pancreatic Cancer Susceptibility Genes 
 
Eric W. Humke, MD, PhD/Stanford University, CA 
Samuel Stroum – Pancreatic Cancer Action Network – AACR Fellowship 
A Novel Paracrine Hedgehog Signaling Loop in Pancreatic Adenocarcinoma 
 
Brian Lewis, PhD /University of Massachusetts Medical School, Worcester, MA 
Constance Williams – Pancreatic Cancer Action Network – AACR Pilot Grant  
Involvement of MicRNAs in Kras-Induced Pancreatic Tumorigenesis 
 
Jiayuh Lin, PhD/Research Institute at Nationwide Children’s Hospital, Columbus, OH 
Pancreatic Cancer Action Network – AACR Pilot Grant 
Dual Inhibitors Target JAK2/STAT3 for Novel Pancreatic Cancer Therapy 
 
Maxence V. Nachury, PhD/Stanford University School of Medicine, CA 
Larry Kwicinski – Pancreatic Cancer Action Network – AACR Career Development Award 
Role of the Primary Cilium in the Initiation of Pancreatic Cancer 
 
Marina Pasca di Magliano, PhD /University of Michigan Health Systems, Ann Arbor, MI 
Paul Mitchell – Pancreatic Cancer Action Network – AACR Career Development Award 
Notch Signaling in Pancreatic Cancer Initiation and Progression 
 
David T. Ting, MD/Massachusetts General Hospital, Boston, MA 
Pancreatic Cancer Action Network – AACR Fellowship 
Characterizing Circulating Tumor Cells in Pancreatic Cancer  
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  ANNUAL	
  

AN	
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  WITH	
  THE	
  STARS	
  GALA	
  WEEKEND	
  
October	
  16	
  –	
  18,	
  2009	
  

	
   	
   	
   	
   	
   	
  	
  	
  	
  	
  	
  
2nd	
  Annual	
  Scientific	
  Session	
  
Hyatt	
  Regency	
  Century	
  Plaza	
  
Friday,	
  October	
  16,	
  2009	
  

1:00	
  –	
  5:00	
  pm	
  
	
  
	
  

1:	
  00	
  –	
  1:15	
  pm	
  	
   Welcome,	
  Purpose	
  and	
  Introductions	
   	
   	
   Julie	
  Fleshman,	
  JD,	
  MBA	
  
	
   	
   	
   	
   	
   	
   	
   	
   	
   	
   	
   Michelle	
  Duff,	
  DPT	
  
	
  

2008	
  Grantee	
  Presentations	
  	
  
1:15	
  –	
  1:30	
  pm	
   	
   David	
  W.	
  Dawson,	
  MD,	
  PhD/University	
  of	
  California,	
  Los	
  Angeles	
  
	
   	
   	
   	
   Career	
  Development	
  Award	
  in	
  memory	
  of	
  Seena	
  Magowitz	
  
	
   	
   	
   	
   Wnt	
  Signaling	
  in	
  Pancreatic	
  Cancer	
  Progenitor	
  Cells	
  
1:30	
  –	
  1:50	
  pm	
   	
   Discussion	
  	
  
	
  

1:50	
  –	
  2:05	
  pm	
   	
   Lorenzo	
  F.	
  Sempere,	
  PhD/Dartmouth-­‐Hitchcock	
  Medical	
  Center	
  
	
   	
   	
   	
   Career	
  Development	
  Award	
  in	
  honor	
  of	
  Laurie	
  and	
  Paul	
  MacCaskill	
  
	
   	
   	
   	
   Role	
  of	
  MicroRNAs	
  in	
  Initiation	
  and	
  Progression	
  of	
  Pancreatic	
  Cancer	
  
2:05	
  –	
  2:25pm	
  	
   	
   Discussion	
  
	
  

2:25	
  –	
  2:40	
  pm	
  	
  	
   	
   Ken-­‐Tye	
  Yong,	
  PhD/State	
  University	
  of	
  New	
  York,	
  Buffalo	
  
	
   	
   	
   	
   Fellowship	
  in	
  memory	
  of	
  Samuel	
  Stroum	
  
	
   	
   	
   	
   Engineering	
  Multimodal	
  Targeted	
  Probes	
  for	
  Pancreatic	
  Cancer	
  Detection	
  
2:40	
  –	
  3:00	
  pm	
   	
   Discussion	
  	
  
	
  

3:00	
  –	
  3:10	
  pm	
   	
   Break	
  
	
  

3:10–	
  3:25	
  pm	
  	
   	
   Marie-­‐Christine	
  Daniel,	
  PhD/University	
  of	
  Maryland,	
  Baltimore	
  County	
  
	
   	
   	
   	
   Career	
  Development	
  Award	
  in	
  memory	
  of	
  Constance	
  Williams	
  
	
   	
   	
   	
   Multifunctional	
  Nanovectors	
  for	
  Pancreatic	
  Cancer	
  Therapy	
  
3:25–	
  3:45	
  pm	
  	
   	
   Discussion	
  	
  
	
  

3:45	
  –	
  4:00	
  pm	
   	
   Hyunki	
  Kim,	
  PhD/The	
  University	
  of	
  Alabama	
  at	
  Birmingham	
  
	
   	
   	
   	
   Career	
  Development	
  Award	
  in	
  memory	
  of	
  Skip	
  Viragh	
  
	
   	
   	
   	
   MRI	
  to	
  Monitor	
  Early	
  Pancreatic	
  Tumor	
  Response	
  to	
  a	
  Novel	
  Triple	
  Therapy	
  
4:00	
  –	
  4:	
  20	
  pm	
   	
   Discussion	
  	
  
	
  

4:20	
  –	
  4:35pm	
  	
   	
   Joseph	
  Michael	
  Herman,	
  MD/Johns	
  Hopkins	
  School	
  of	
  Medicine	
  
	
   	
   	
   	
   Career	
  Development	
  Award	
  in	
  honor	
  of	
  Blum–Kovler	
  
	
   	
   	
   	
   Focused	
  Radiation	
  to	
  Enhance	
  the	
  Impact	
  of	
  a	
  Pancreatic	
  GM	
  –	
  CSF	
  Vaccine	
  
4:35	
  –	
  4:55	
  pm	
   	
   Discussion	
  
	
  

4:55	
  –	
  5:00	
  pm	
   Concluding	
  Comments	
  	
   	
   	
   	
   	
   Julie	
  Fleshman,	
  JD,	
  MBA	
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GRANT SNAPSHOT 
 

2008 Seena Magowitz – Pancreatic Cancer Action Network – AACR 
Career Development Award 
 
Grantee:    David Dawson, MD, PhD 

Institution:   University of California, Los Angeles  

Research Project:  Wnt Signaling in Pancreatic Cancer Progenitor Cells 

Award Period:  July 1, 2008 – June 30, 2010 

Amount:   $100,000 
 

Biographical Highlights 
After receiving his MD and PhD in Molecular Biology and Genetics at 
Northwestern University, Dr. Dawson joined the Department of Pathology 
and Laboratory Medicine at the University of California, Los Angeles 
(UCLA), where he completed a residency in Anatomic Pathology, clinical 
fellowship in Gastrointestinal Pathology and postdoctoral research in 
Cancer Epigenetics.  He is currently an Assistant Professor in the 

Department of Pathology and Laboratory Medicine at UCLA, and is both a cancer researcher in 
the Jonsson Comprehensive Cancer Research Center and practicing sub-specialty 
gastrointestinal pathologist. Dr. Dawson’s clinical background has made him acutely aware of 
the aggressive biology of pancreatic cancer and propelled him to pursue both basic and 
translational research in pancreatic cancer. He is presently involved in a successful effort to 
bank pancreatic tumor tissue and pursues research projects investigating the role of genome-
wide epigenetic alterations and the Wnt signaling pathway in pancreatic tumorigenesis. 

Project Overview 
The funded project, which is supported in memory of Seena Magowitz, focuses on 
understanding the role of Wnt signaling in pancreatic cancer behavior and particularly cancer 
stem cells. Accumulating data suggest that cancer stem or progenitor cells are critical 
determinants of metastasis, chemotherapy resistance and disease recurrence in a wide range 
of malignancies, including pancreatic cancer. The growth, survival and metastatic potential of 
cancer progenitor cells depends in part on the inappropriate activation of growth factor initiated 
signaling cascades such as Wnt, which is a protein-directed growth and development pathway. 
Wnt proteins form a large family of cell-secreted factors that control diverse aspects of 
development in organisms. Disruption of this pathway in cancer can occur through genetic 
mutations and/or epigenetic alterations (heritable changes in genome function that occur without 
a change in DNA sequence).  

The aims of the project are to determine (1) the cellular basis for and consequences of low 
versus high levels of Wnt activation in different pancreatic cancers; (2) the primary genes 
responsible for altered Wnt activity in pancreatic cancer cells; and (3) how cellular heterogeneity 
in Wnt activation defines phenotypically distinct subpopulations of tumor cells from primary 
patient tumors.  Specifically, the project addresses whether pancreatic tumor cell 
subpopulations as defined by Wnt activity differ in their tumor-initiating capacity, metastatic 
potential or drug resistance. Such cell-to-cell differences in Wnt activation may prove to be 
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useful in offering a functional definition for a pancreatic cancer stem cell or progenitor pool. 
Ultimately, it is hoped this work will lead to the development of molecular-based therapies 
targeting the Wnt signaling pathway that are able to significantly enhance survival and quality of 
life for patients with pancreatic cancer. 

Results/Outcomes 
Each pancreatic tumor is made up of a mixed population of cells that have varied biological 
properties, such as the ability to grow, metastasize or resist chemotherapy. The funded 
research focuses on how the Wnt signaling pathway, which is widely known to be important in 
normal development and many types of cancer, can be used to discriminate pancreatic cancer 
cells with differing biological activities. Through this project, Dr. Dawson has developed 
techniques able to separate individual pancreatic cancer cells on the basis of their Wnt activity, 
allowing him to study their specific roles in promoting tumor formation, metastasis or drug 
resistance. In addition, he has identified several key genes responsible for regulating Wnt 
activity in pancreatic cancer cells. This work lays the foundation for the identification of 
promising pancreatic cancer biomarkers able to diagnose or predict response to therapy, as well 
as novel molecular targets against which new therapies can be designed in order to better treat 
pancreatic cancer. 

Lessons Learned  
The funded project has demonstrated that there are biologically and clinically distinct subsets of 
pancreatic adenocarcinoma that are defined by unique molecular/signaling pathway signatures. 
Dr. Dawson believes that successful treatments for pancreatic cancer will ultimately need to be 
based on individually tailoring molecular-targeted therapy based on these signatures.  

On a practical level, Dr. Dawson has learned the importance of reassessing project aims and 
methods based on new and emerging data. He has not allowed himself to be inappropriately 
constrained by the aims and experimental design that were described in the original proposal. 
Rather, he made project adjustments that allowed him to pursue the most promising lines of 
inquiry as his data evolved and influenced his understanding of the relationship between the 
Wnt signaling pathway and tumor behavior. Dr. Dawson sought the advice and input of more 
senior pancreatic cancer investigators in making these strategic decisions and his proposed 
changes were supported and approved by the Grants Review Committee. 

Next Steps  
Dr. Dawson is seeking NIH funding to leverage the work funded by the Pancreatic Cancer 
Action Network grant.  In particular, he wishes to pursue basic research in order to further 
elaborate the details of Wnt pathway dysregulation in subsets of pancreatic cancer. This will 
include biochemical dissection of the pathway in pancreatic cancer cell lines, in vivo 
investigation of the pathway in a pancreatic cancer mouse model, and small molecule/genetic 
screens to identify promising therapeutics to target the pathway in pancreatic cancer. He also is 
interested in pursuing clinically-relevant translational work to establish the use of the Wnt 
pathway as a prognostic or predictive biomarker in the pathologic assessment of pancreatic 
tumor tissue, as well as to clarify the role of Wnt pathway dysregulation in pancreatic tumor 
initiation or progression in all patients versus specific subsets of patients.  

Follow-Up Funding  
UCLA Research Services Research Fund, Wnt Transcriptional Signature as a Prognostic 
Biomarker for Pancreatic Adenocarcinoma. (6/1/2009-5/30/2010) $20,000. This grant will be 
used to investigate the prognostic value of a newly defined Wnt-activated gene signature for 
pancreatic cancer by performing gene expression microarrays on patient tumor samples linked 
to clinical outcome data. 

Publications/Presentations  
“Stem Cells and Pancreatic Cancer Research,” Pancreatic Cancer Action Network Educational 
Symposium, Scottsdale, AZ, December 5, 2008. 
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“Wnt Signaling in Pancreatic Adenocarcinoma,” Translational Genomics Research Institute 
(TGen), Phoenix, AZ, January 22, 2009. 

“Understanding the Concept of Pancreatic Cancer Stem Cells,” Pancreatic Cancer Action 
Network National Headquarters, El Segundo, CA, July 30, 2009. 
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GRANT SNAPSHOT 
 

2008 Laurie and Paul MacCaskill – Pancreatic Cancer Action Network –  
AACR Career Development Award 
 
Grantee:    Lorenzo F. Sempere, PhD 

Institution:  Dartmouth-Hitchcock Medical Center, Lebanon, NH  

Research Project:  Role of MicroRNAs in Initiation and Progression of Pancreatic Cancer  

Award Period:  July 1, 2008 – June 30, 2010 

Amount:   $100,000 

 

Biographical Highlights 
Dr. Sempere received his PhD in Genetics at Dartmouth Medical School, 
where he continued to complete postdoctoral training in the Department of 
Biochemistry. He is currently a Research Assistant Professor of Medicine 
at Dartmouth-Hitchcock Medical Center. In 2007, a close relative of his died 
of pancreatic cancer within a month of diagnosis. Although she had 
experienced some minor health issues associated with her diabetes, 

nothing suggested cancer. Dr. Sempere’s research is dedicated to her memory and to the hope 
that his work may provide new tools for early detection and treatment of this stubborn and 
aggressive disease. 

Project Overview 
The funded project examines the role of microRNAs (miRNAs) in the ignition and progression of 
pancreatic cancer. miRNAs are a recently discovered class of unusual and very short genes. 
They do not code for proteins and hence are referred to as noncoding RNAs. Almost a thousand 
miRNAs have been discovered in the human genome and each miRNA is thought to block 
protein production of a large number of different target genes. Therefore, miRNAs are thought to 
regulate key processes that keep the cells in check and prevent them from developing cancer. 

Recent reports have shown that there are changes in the levels of miRNAs between normal and 
tumor tissues of patients suffering from different types of cancer, including pancreatic cancer. 
The funded study will use a special staining technique called “in situ hybridization” (ISH) to 
identify exactly where changes of specific miRNAs occur in the pancreas of mouse models that 
develop pancreatic cancer. Since pancreatic tissue is composed of different cell types and only 
some of these cells are susceptible to develop cancer, it is important to know if these miRNA 
changes occur within the cancer-prone cells. If so, the study will determine whether neutralizing 
these miRNA changes affect the growth and survival properties of the cancer cells. 

A functional analysis will be conducted of selected miRNAs aimed at assessing: (1) the onset 
and magnitude of miRNA expression changes by ISH analysis during disease progression in 
these mouse models; and (2) the contribution of individual miRNAs to pancreatic tumorigenesis 
by manipulating levels of miRNA expression activity in murine pancreatic cancer cell lines and 
directly in the pancreas of these mouse models. 
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Results/Outcomes  
An in situ hybridization technique (ISH) was optimized for pancreatic tissue, which is trickier 
than other tissues due to the high content of RNases, enzymes that degrade RNA. Thanks to 
this ISH technique, the expression of several miRNAs were characterized. Changes of some of 
these miRNAs were found to be occurring within the cancer cells, which may have implications 
for diagnostic and therapeutic application.   

Lessons Learned  
Things take more time than anticipated. While the experiments relating to the first aim of the 
project progressed more or less as planned, greater than expected difficulties were 
encountered with the experiments relating to the second aim, and specifically with generating 
tools to manipulate miRNA expression in pancreatic cancer cell lines.  

Also, different responses to miRNA manipulation were observed in different pancreatic cancer 
cell lines, underscoring the importance of carefully selecting the cell lines to conduct additional 
studies based on molecular mutations and expression levels of each miRNA. 

Next Steps 
This ISH technique has been applied not only for miRNA detection in mouse tissue, but also in 
clinical samples of pancreatic cancer patients. Plans are to conduct clinically-oriented studies to 
assess the use of specific miRNAs as biomarkers for early detection and diagnosis. 

Follow-Up Funding  
Revision is underway of an NIH RO1 grant application that will focus on the role and functions 
of a specific miRNA family in pancreatic cancer. Other funding mechanisms will be utilized to 
support the clinically-oriented studies mentioned above. 

Publications/Presentations  
Publications 
Sempere LF, Kauppinen S. “Translational Implications of MicroRNAs in Clinical Diagnostics 
and Therapeutics,” Handbook of Cell Signaling. (R. Bradshaw, E. Dennis, Chief Editors). In 
Press. 

Two manuscripts are in preparation: one describing the general ISH methods for detection of 
microRNA expression in formalin-fixed paraffin-embedded clinical samples and the other 
describing the specific findings on human samples of pancreatic ductal adenocarcinoma. 

Presentations 
“Translational Implications of microRNAs for Diagnostics and Therapeutics,” Epidemiology and 
Chemoprevention Seminar Series of Dartmouth Medical School, Hanover, NH, March 2009. 

“The MicroRNA World and Its Role in Pancreatic Disease,” Ninth Annual Dartmouth Conference 
on Liver, Pancreas and Biliary Disease, Dartmouth-Hitchcock Medical Center, Lebanon, NH, 
September 2009. 




