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Frequently Asked Questions:  IU / Lilly Tissue Bank 
 

1. What is the IU / Lilly Tissue Bank?  This core facility was developed by the IU Cancer 
Center in collaboration and with funding provided by Eli Lilly.  It has been in existence 
for about four years.  Its purpose is to provide cancer researchers at IU and Lilly with 
tumor tissue that is suitable for modern cancer research (generally snap frozen or as 
required by the investigator).  Participants are patients undergoing surgery at IU or 
Methodist Hospital; every Clarian surgeon has agreed to participate.  The PI of the 
project is Dr. Oscar (Bill) Cummings.    

 
2. What tissue is available?  The facility now contains over 3000 specimens that represent 

most types of adult solid tumors.  The facility also has selected non-malignant tissue (for 
example inflammatory bowel disease) and some normal tissue (such as breast).  The 
facility also has a significant number of other tissue specimens that are not included in 
the IU / Lilly project but are available to researchers.  There is an important difference.  
Specimens in the IU / Lilly bank will have clinical follow-up available while the other 
specimens are “anonomized” and no information other than tumor type is available.   

 
3. Who may submit requests for tissue?  Any IU faculty researcher or Lilly scientist may 

request tissue.  All requests must be approved by an advisory board composed of 
representatives from IU and Lilly.   

 
4. What regulations must be followed to obtain tissue?  All patients whose tissue is 

included in the IU / Lilly bank have signed an informed consent that has been approved 
by the IUPUI / Clarian IRB.  This allows tissue bank personnel to obtain clinical follow-
up.  Investigators seeking to use tissue must have up-to-date biosafety training and have 
IRB approval for their individual project.  This approval is generally very simple as the 
patients have already been consented and no identifiers will be given to the investigator.  
Generally, for IU / Lilly tissue, the IRB will require only expedited review and for 
anonymous tissue, exempt approval will suffice.  Details and forms can be found on the 
Research and Sponsored Programs Web site 
(http://www.iupui.edu/~resgrad/spon/spon_menu2.htm). 

 
5. How do I find out exactly what is available and request tissue?  If you do not need 

clinical follow-up or any information other than tumor type, you should contact Carol 
Boyd at mcboyd2@iupui.edu, one of the tissue procurement technicians.  She can inform 
you of availability of tissue.  If your requirements cannot be met this way or if you need 
more clinical information, you will need to request tissue from the IU / Lilly bank.  This 
is done using a data base called CATD.  This is a very sophisticated information system 
in which one can search for tissue availability and clinical information, generate the 
request for tissue (much like using Amazon.com), and see what other investigators have 
used tissue from the same patient for what purpose.  Some previous research data may be 
available.  To obtain a user name and password or to get assistance using CATD, please 
contact Sommer Rentmeesters at srentmee@iupui.edu.  There is a nominal charge-back for 
IU faculty members, the details of which can be found on the IUCC Web site 
(http://iucc.iu.edu/shared_facilities.php?subcat=tissue).   
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Funding Opportunity: V Foundation 
 
The V Foundation is seeking proposals for cancer research projects.  One member of each NCI-
designated Cancer Center may submit an application for a "V Scholar" grant.  This award 
provides $50,000 per year for two years for studies of basic cancer biology.  Alexander Dent 
received one of these in years past.  Candidates must be in the first five years of faculty 
appointment as an instructor or assistant professor, and no more than ten years since receiving 
their terminal degree.  They must not have received NIH funding as PI.  Applications are due 
April 17 and will be awarded in July 2003.  The application is reasonably simple.   
 
Interested members should contact Elizabeth Parsons (eparsons@iupui.ed or 278-0074) before 
March 17 for further information.   If more than one person wishes to apply, the IUCC office will 
need a one paragraph description of the project and will arrange a pre-review.   
 
 
Limited Funding Available for Clinical Trials of High Merit 
 
The IU Cancer Center will provide support for selected pilot clinical trials of high scientific 
merit. Proposed trials will be reviewed initially by the Scientific Review Committee (SRC) and 
given a priority ranking. Funding decisions will be made by the Clinical Research Committee 
(CRC). Review criteria will include merit, translational collaborations, and potential for 
subsequent peer reviewed funding. Please direct any questions about available funding and the 
process of application to Dr. Patrick Loehrer at 278-7418 or ploehrer@iupui.edu. 

 
 

A Request for Hematopoiesis and Immunology Pilot Project Proposals 
 
Indiana University Cancer Center is inviting pilot feasibility proposals for cancer research 
projects.  This announcement seeks proposals to further translational research in the IUCC 
Hematopoiesis and Immunology research program.  Funding is scheduled to begin on July 1, 
2003. 
 
A primary goal of the Indiana University Cancer Center is to stimulate multi-disciplinary and 
translational research. The latter is research that seeks to develop and translate laboratory 
observations to innovative clinical trials or uses clinical specimens for innovative laboratory 
research. The duration of funding is one year, and the first year budget should not exceed 
$50,000.   At least one of the investigators of each proposal must be a full or associate member 
of the IUCC Hematopoiesis and Immunology research program (see IUCC Web site, 
http://iucc.iu.edu/member_index.php?researchQuery=hemato).  Proposed research must 
contribute to the overall themes of this program (see below).  Applicants may have received prior 
or current extramural research funding, but the proposed project should be separate from 
previous / current funded projects.  Collaborative research is encouraged.  Additional funding 
($25,000) will be available in the second year, assuming the project is making significant 
progress and a funding application to the NCI has been submitted or is in preparation.   
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Final applications are due by June 1, 2003.  The body of the proposal should not exceed three 
pages. A budget should be included and address the usual categories of personnel, supplies, and 
equipment (which must be justified). Ten copies will be required. Applications will be reviewed 
by an internal committee made up of members of the Cancer Center Program Leaders and 
Executive Committee. 
 
Criteria for review are: 1.   Scientific merit 

2.   Cancer relatedness 
3. Relevance to Hematpoiesis & Immunology research program 
4.  Multidisciplinary and translational nature 
5.   Potential for subsequent peer reviewed funding 

 
The timetable is:  Completed application: June 1, 2003 
    Start date:     July 1, 2003 
 
Applications should be sent to: 
    Stephen D. Williams, M.D. 
    Indiana University Cancer Center 

RT 455 
    Phone: 278-0070 
 
New Grants Received 
 
Laura Haneline, MD, Hematopoiesis and Immunology member, recently received funding from 
Clarian Health for the project “Role of FAnCC in redox-dependent apoptotic signaling and 
cell cycle control”. 
 
Fanconi anemia (FA) is a complex autosomal recessive disorder characterized by bone marrow 
(BM) failure, increased incidence of malignancies especially leukemia, and hypersensitivity to 
certain drugs.  Despite seven of eight complementation group genes being identified, the 
function or regulation of FA proteins remains unknown.  A mouse model genetically 
manipulated to be deficient in the FA complementation type C protein (Fancc -/-) provides an 
excellent in vivo system to evaluate potential mechanisms responsible for the development of 
BM failure and leukemia.  Using this murine model, Fancc -/- hematopoietic progenitors were 
determined to undergo increased cell death after treatment with inhibitory cytokines.  In addition, 
Fancc -/- stem/progenitor cells exhibited increased cycling compared to normal cells.  These data 
suggest that the BM failure in FA may be from HSC loss due to either a defect in inhibitory 
cytokine signaling and/or a defect in normal cell cycle control. Multiple functions of the FANCC 
protein are supported by data evaluating FANCC mutant proteins.  Critical to understanding the 
pathogenesis of this lethal disorder is to determine whether these two processes (increased cell 
death and increased cycling) are inter-related or independent.  The two distinct functions of the 
FANCC protein have been identified has been identified:  maintenance of normal drug 
sensitivity (nuclear function) and normal cytokine responsiveness (cytoplasmic function).  
Increasing evidence supports cellular redox state as a crucial determinant regulating multiple 
signaling pathways including those responsible for cell cycle control, cell death, and repair of 
damaged DNA.  The observation that FANCC regulates two proteins important in maintaining 
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cellular redox status lead us to hypothesize that Fancc -/- cells undergo increased endogenous 
oxidative stress, predisposing these cells to oxidant and inhibitory cytokine mediated cell death.  
Preliminary data suggest that Fancc -/- cells have increased activity of a key protein (apoptosis 
regulating kinase 1, ASK1) known to be regulated by the redox state of a cell, and signals for cell 
death to occur after multiple different stresses.  These data support the idea that the Fancc protein 
is crucial for the maintenance of redox signaling. 
 
This application proposes to evaluate three important aims.  The first aim is to examine whether 
the increased death of Fancc -/- cells after treatment with oxidants and inhibitory cytokines is 
dependent on ASK1 signaling utilizing a mutant protein that inhibits normal ASK1 activity.  
Second, using FANCC mutant proteins, Dr. Haneline and her colleagues plan to determine 
whether the domain necessary for cytokine signaling is required for normal oxidant signaling.  
Third, they plan to examine whether the cell cycle defects observed in Fancc -/- cells require the 
domain important for normal inhibitory cytokine signaling (cytoplasmic function), drug 
sensitivity (nuclear function), or both.  The ultimate goal of these studies is to identify abnormal 
regulation of signaling components that result in increased cell death in Fancc -/- cells, which 
may lead to the development of selective therapeutic approaches to repair the relevant signaling 
cascade(s) to treat patients.  These studies provide important data that could impact not only on 
FA but also in the understanding of normal oxidative metabolism and cell cycle control, similar 
to studies evaluating other chromosomal instability disorders such as ataxia telangectasia (ATM 
deficient) and Li-Fraumeni (P53 deficient).  Furthermore, these studies may have broad 
implications for understanding cancer development given recent data showing that a breast 
cancer protein (BRCA2) is also an FA protein, and other FA proteins interact directly with 
another breast cancer protein (BRCA1). 
 
Susan Rawl, Ph.D., Cancer Prevention and Control member, recently received funding from 
NIH-National Institute of Nursing Research (NINR) for the project “Telehealth intervention 
for colorectal cancer screening”.  
 
First-degree relatives of people who have been diagnosed with colorectal adenomatous polyps 
(CAP) have a twofold-increased risk of developing colorectal cancer (CRC).  Regular 
endoscopic screening with flexible sigmoidoscopy or colonoscopy leads to removal of 
precancerous polyps, which has been shown to decrease CRC incidence by 75-90%.  Tailored 
telephone counseling, one specific type of telehealth interventions, has demonstrated 
considerable promise as an intervention that motivates people to change health behaviors.  The 
purpose of the proposed study is to compare the effectiveness of two interventions, a tailored 
telephone counseling intervention and a nontailored print intervention, designed to increase 
participation in CRC screening with sigmoidoscopy or colonoscopy.  The nontailored 
intervention will be an American Cancer Society health education booklet that contains messages 
about colorectal cancer, risk factors, screening recommendations, and screening tests.  The 
tailored telephone counseling intervention will be delivered by trained nurses and will contain 
individually tailored messages for each participant based on baseline assessment of their 
individual demographics, CRC risk factors, Health Belief Model constructs (perceived risk, 
benefits, barriers, self-efficacy), and stages of change for sigmoidoscopy and colonoscopy.  This 
study contrasts two groups of first-degree relatives (FDRs) who will be randomly assigned to the 
tailored telephone intervention arm or the nontailored intervention arm.  Participants will be 220 
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FDRs (110 in each arm) who were referred by family members diagnosed with CAP.  Data will 
be collected via structured telephone interviews at baseline, prior to randomization, and at 3 
months post-baseline.  Behavioral outcomes will be measured dichotomously by whether 
participants have had a sigmoidoscopy or colonoscopy and by stages of change for 
sigmoidoscopy and colonoscopy based on Prochaska and DiClemente’s Transtheoretical Model.  
Both process and outcome evaluations are planned.  Primary analyses of screening participation 
outcomes will use Fisher’s exact test to compare proportions of participants who report being 
screened with sigmoidoscopy or colonoscopy at follow up.  Logistic regression will be used to 
examine other potential predictors or screening participation.  States of change will be tested 
using ordinal logistic regression with group as the predictor for each screening test. 
 

C. Max Schmidt, MD, PhD, will receive the American Association for Cancer Research Career 
Development Award in Pancreatic Cancer Research (AACR-PanCAN) for his proposal entitled, 
“Chemopreventative role of cyclooxygenase inhibitors in pancreatic tumorigenesis”. Dr. 
Schmidt will be recognized at an awards ceremony during the 94th AACR Annual Meeting in 
Toronto, Ontario, Canada on April 6. Out of 40 applicants, Dr. Schmidt is one of two award 
recipients to receive this honor. 

Efforts at finding a successful chemotherapy for pancreatic cancer have been disappointing.  
Some patients are at increased risk of pancreatic cancer or may have pre-malignant pancreatic 
lesions which predispose them to later pancreatic cancer development.  In these individuals, 
chemopreventative measures may block future development of pancreatic cancer.  Our research 
in cell culture and animal models of pancreatic cancer strongly suggests that cyclooxygenase 
(COX) may be a viable target for chemoprevention.  We have shown that 1) the isoenzyme of 
COX, cyclooxygenase-2 (COX-2), is overexpressed in human pancreatic adenocarcinomas and 
premalignant pancreatic lesions compared to normal adjacent tissue; 2) elevated COX-2 
expression correlates with progression of pancreatic intraepithelial neoplasia (PanIN) stage in a 
developmental model of hamster pancreatic cancer; and 3) the COX enzyme inhibitor Sulindac 
appears to have chemopreventative efficacy in the PC-1 homograft model of hamster pancreatic 
cancer.  We propose to determine the chemopreventative effects and mechanisms of COX 
enzyme inhibitors in human pancreatic cancer xenografts in nude mice and in an 
immunocompetent developmental model of pancreatic cancer in hamsters.  We will examine the 
effects of COX inhibitors on COX-2 activity (PGE2 levels), COX-2 and VEGF expression, 
NFkB and MAPK (p44/p42Erk) activity, as well as proliferative, apoptotic and angiogenic 
indices.  In addition to evaluating pathways known to be affected by COX enzyme inhibitors in 
other systems, we will also investigate novel pathways through proteomic profiling of different 
stages (PanINs) of the natural progression of untreated hamster pancreatic cancer as compared to 
stages that are arrested in COX enzyme inhibitor treated animals.    Importantly, these studies 
will provide guidance to the analyses of pancreatic tumor and pancreatic duct juice before and 
after COX enzyme inhibitor treatment in a phase II trial of patients with pre-malignant pancreatic 
lesions which is currently under IRB review at Indiana University.  These studies may also 
provide the pre-clinical evidence in support of a multi-institutional study of these compounds for 
chemoprevention in patients at high risk for the development of pancreatic cancer.  
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2003 Leukemia and Lymphoma Society Career Development Award Recipients 
 
Three IUCC members recently received grants from the Leukemia and Lymphoma Society. All 
three were recipients of the 2003 Leukemia and Lymphoma Society Career Development Award  
 
Randy R. Brutkiewicz, Ph.D., Hematopoiesis and Immunology member, is a scholar award 
recipient with at least five years experience conducting original research on leukemia, lymphoma 
or myeloma. The award will support Dr. Brutkiewicz’s efforts in analyzing how certain 
leukemias and lymphomas can avoid detection by the immune system. A fundamental 
understanding of the mechanisms involved in the processing of antigens and their presentation to 
cells of the immune system is critical to the design of new and more effective treatments against 
cancer. A novel pathway for glycolipid antigen presentation to T cells by the major 
histocompatibility complex class I-like molecule, CD1, has been identified. Murine and human 
CD1d molecules are recognized by a novel subpopulation of T cells called NKT cells that are 
important in regulating and/or mediating immune responses to cancer. CD1 molecules are 
expressed on the surface of hematopoietic cells and are found on a number of T and B cell 
lymphomas and leukemias. Our hypothesis is that alterations in the natural glycolipids ligands 
bound to CD1 in hematopoietic tumor cells affect their recognition by NKT cells. Therefore, 
these alterations in CD1-bound glycolipid antigens may play important roles in the ability of 
these tumors to evade the host’s antitumor immune response. The proposed studies will have 
wide-ranging applications in the development of novel treatments aimed at CD1+ hematopoietic 
tumor cells.  
   
Azizul Haque received the award as a special fellow with at least two years postdoctoral research 
experience and plans to continue his academic career involving research in leukemia, lymphoma or 
myeloma. Burkitt lymphoma (BL) is a highly malignant B cell tumor frequently characterized by high 
c-myc oncogene expression. While B lymphoblastoid cell lines (LCL) and many BL cells are Epstein 
Barr Virus (EBV)-associated, LCL efficiently process and present antigens to T cells while BL cells 
are unable to activate T cells in the context of HLA class I and as shown here, class II proteins. The 
molecular and cellular mechanisms responsible for this defect in class II presentation are unknown, yet 
may contribute to tumor cell immune evasion. In this proposal, the defect in class II antigen processing 
and presentation will be investigated using a panel of BL cells. Whether factors in BL cells alter class 
II protein function directly or disrupt other components of antigen processing and presentation will be 
examined. Novel BL-derived molecules which bind or disrupt class II function will be identified and 
analyzed. Whether transformation factors including c-myc in BL/LCL alter components of the class II 
pathway will be investigated. Because CD4+ T cells are critical for sustained killing of tumors by 
CD8+ T cells, this study will contribute to the design of more effective immunotherapeutics against B 
cell lymphoma.  
 
Kent W. Christopherson II, Ph.D.  is a fellow award recipient with less than two years 
postdoctoral research experience and plans to launch an academic career involving research in 
leukemia, lymphoma or myeloma. The award will support the project “Peptidase CD26/DPPIV 
Regulation of Hematopoietic Stem/Progenitor Cells”. CD26/DPPIV (dipeptidylpeptidase IV) is a 
membrane bound extracellular peptidase that cleaves dipeptides from the N-terminus of 
polypeptide chains. The N-terminus of chemokines interacts with the extracellular portion of 
chemokine receptors and removal of these amino acids in many instances results in significant 
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changes in functional activity. CD26/DPPIV has the ability to cleave the chemokine CXCL12 
(also known as SDF-1α). CXCL12 induces migration of hematopoietic stem cells (HSC) and 
hematopoietic progrenitor cells (HPC) and is considered important in the homing/mobilization of 
these cells to and from the bone marrow. Based on our recent studies, it is hypothesized that 
CD26/DPPIV regulates homing/mobilization of HSC and HPC. The specific aims of the project 
are to: 1) evaluate the efficiency of murine HSC/HPC homing and engraftment in the presence, 
absence and suppression of CD26/DPPIV and 2) assess the role of CD26/DPPIV in HSC/HPC 
mobilization in normal and CD26-/- mice. These studies may be of clinical significance to stem 
cell transplantation. Suppressing CD26/DPPIV may be a means to enhance HSC/HPC migration 
and a novel therapeutic approach for increasing homing/engraftment of HSC/HPC to bone 
marrow, information especially relevant to situations in which HSC/HPC numbers are limiting. 
 
 
Melanoma Pilot Project Awarded  
 
Janice S. Blum, Ph.D., Hematopoiesis and Immunology member, is the principal investigator 
for a recently awarded pilot project in melanoma research, “Potential Role of the Thiol 
Reducase GILT as a Prognostic Marker for Melanoma”. 
 
Melanomas are among the most lethal cutaneous cancers. The resistance of these tumors to 
standard chemotherapy, has led to several published studies and on-going clinical trials aimed 
towards the development of novel immunotherapeutics directed against this form of cancer. 
While there has been some success in this latter area, considerable work remains to be done to 
harness host immune responses against the tumors as well as predicting which tumors will be 
most susceptible to immunotherapy. A significant focus in all of studies of immunotherapeutics 
for melanoma, has been promoting T lymphocyte recognition of the tumor. Ultimately, such an 
approach should lead to an enhanced ability of effector T lymphocytes to kill and clear 
melanomas as well as recurring lesions. We recently reported that several human melanoma cell 
lines fail to express, or have only low levels of an intracellular thiol reductase known as GILT 
(Haque e al. 2002; Li et al. 2002). These studies demonstrated that expression of GILT in human 
tumors resulted in enhanced immunological recognition. Thus, we proposed that tumors 
expressing GILT may be more readily recognized by the immune system as transformed or 
malignant. Such a finding may have considerable significance, not only enhancing the 
destruction of the primary tumor but promoting immune responses to block melanoma 
recurrence due to the development of long-lasting immunity to the tumor. 
 
The goal of this study will be to examine GILT expression in primary melanomas, as well as 
recurring and metastatic tumors. The hypothesis is that GILT expression will be reduced or 
absent in a majority of primary melanomas, leading to increased recurrence or disease 
metastasis. These studies will be carried out in collaboration with Jeffrey Wagner, MD, 
unaligned research member. 
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A Report from the Laboratory: Selenium and DNA Repair  
 
Two Experimental Therapeutics members, Martin Smith, PhD and Mark Kelley, PhD, are 
involved in research that has been stimulating discussion and commentary in the scientific and 
medical journals. Smith and Kelley’s research has shown that high levels of selenomethionine 
(SeMet), the major source of selenium in our diet, prompts cells in culture to initiate DNA repair 
by activating a protein called Ref-1. Ref-1 is known to reduce p53, a tumor suppressor protein.  
 
The cancer chemopreventive properties of selenium compounds are well documented in the 
literature, yet little is known about the mechanisms by which selenium inhibits carcinogenesis. 
Other studies suggest that selenium is either a beneficial scavenger of DNA-damaging oxygen 
free radicals, or an inducer of apoptosis, the genetically determined process of self-cell 
destruction.  
 
Prompting cells to initiate DNA repair proposes a third possible key mechanism in preventing 
cancer. Cancer prevention has focused thus far on avoiding cancer-provoking habits and 
reducing exposure to environmental and dietary carcinogens. However, such research could take 
cancer prevention to new levels with preventive pharmaceuticals. Also, recent antioxidant 
research such as this explores effects that might be preventive as well as corrective. 
 
Smith and Kelley’s research still needs to be confirmed in other cell types and in vivo. Further 
research is needed to confirm if DNA repair is the mechanism by which selenium is involved in 
chemoprevention, and to determine if people with reduced capacity for DNA repair but with 
functional p53 could benefit from increased dietary intake of SeMet.  
 
Seo YR, Kelley MR, Smith ML. Selenomethionine regulation of p53 by a ref1-dependent redox mechanism. 
Proceedings of the National Academy of Sciences, Vol. 99, Issue 22, 14548-14533, October 29, 2002.  
 
Brash DE, Havre PA. New careers for antioxidants. Proceedings of the National Academy of Sciences, Vol. 99, 
Issue 22, 13969-71, October 29, 2002.  
 
Gudkov, AV. Converting p53 from a killer into a healer. Nature Medicine. Vol. 8, No. 11, 1196-8, November 2002. 
 
Longtin, R. Selenium for Prevention: Eating Your Way to Better DNA Repair? Journal of the  
National Cancer Institute, Vol. 95, No. 2, 98-100, January 15, 2003. 
 
 


