
Dear Cohort Consortium Members, 

You are receiving this request because the Cohort Consortium Secretariat approved your
proposal in 2008 and some of you met during the annual meeting of the Cohort Consortium in
November 2008, in Bethesda, MD to discuss progress or plans for your projects. We would like
to request a status update of your projects in the form of a one page (maximum) summary, 
sent to Nonye Harvey harveyn@mail.nih.gov, due Monday, October 5, 2009.

Approved Projects (since 2008)
http://epi.grants.cancer.gov/Consortia/cohort_projects.html

Project Contact(s)

Pooled analyses of lymphoma risk factors in the Cohort
Consortium

Nat Rothman, Paolo Boffetta

Genomic determinants of serum vitamin D Demetrius Albanes, Anne Zeleniuch-
Jacquotte

GWAS of Prostate Cancer in African American Men Brian Henderson
GWAS of Breast Cancer in African American Women Julie Palmer, Chris Haiman
GWAS of Glioma Preetha Rajamaran, Beatrice Malmer
GWAS in Endometrial cancer Immaculata Devivo
Proposed Biomarker-Based Calibration Study of New Dietary and
Physical Activity Assessment Instruments

Arthur Schatzkin, Amy Subar

Stomach cancer risk, alcohol drinking and alcohol metabolizing
gene variants

Wong-Ho Chow, Neal Freedman, 
Farin Kamangar

Upper gastrointestinal cancer (gastric and esophageal squamous 
cell carcinoma) GWAS

Phil Taylor, Wong-Ho Chow

Nested case-control study of non-Hodgkin lymphoma (NHL) in the
Cohort Consortium

Nat Rothman, Paolo Boffetta

Brain cancer, Viruses and Genes: Prediagnostic IgG of CMV EBV
and Varizella Zoster Beatrice Malmer Proposal sent by

Beatrice Malmer
Endometrial cancer risk in relation to biomarkers of systemic
inflammation

Asha Kallianpur, Xiao-Ou Shu

Circulating 25-Hydroxyvitamin D [25(OH)D] and Risk of Breast
Cancer and Colorectal Cancer

Stephanie Smith-Warner, Regina
Ziegler

Risk factors for Hepatocellular carcinoma in the United States Katherine McGlynn, Ellen Chang
Male breast cancer in the Cohort Consortium Louise Brinton
BMI and thyroid cancer: pooling project Amy Berrington

	

 

    

            
                 
               

                
          

 

    
  

   

        
 

    

       
 

          
          
       
      
         
    

   

       
  

  
  

      
   

    

         
  

    

         
   

 
     
  

        
 

   

        
    

   
 

            
         
         

 

 

 

	

      

    

   

 

 

 

  

  

Website: http://epi.grants.cancer.gov/consortia/cohort_projects.html 

Portal: https://portals.dceg.cancer.gov/cohortconsortium/project-proposals/proposal-template
�

Project ProPosal to the cohort consortium 

Instructions: After completing this form, save it to your computer and e-mail the form to Nonye Harvey, 
Cohort Consortium Coordinator, harveyn@mail.nih.gov. For questions, contact Nonye Harvey. 

Date:
�

Project title:
�

Point(s) of contact:
�

First name: MI: Last name: 

Title: 

Organizational and cohort affiliation:  

Plan for funding: 

Background and significance: (limit to one page) 

mailto:harveyn@mail.nih.gov
https://portals.dceg.cancer.gov/cohortconsortium/project-proposals/proposal-template
http://epi.grants.cancer.gov/consortia/cohort_projects.html


	

	

	

	

	

	

	

 

Project ProPosal to the cohort consortium 

Overall goal: 

Specific aims: 

Design and analysis plan:  (limit to 50 words) 

Why a cohort consortium approach is necessary:   (limit to 50 words) 

Minimum number of cases per cohort: 

Required outcome data: 

Required exposure data: 
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Project ProPosal to the cohort consortium 

Required covariate data: 

Are biospecimens required?  Yes No 

If yes, specify type and volume needed:  

 DNA     

Blood   

Serum  

Plasm

If yes, indicate if special processing (e.g., fasting sample) is required: 

For Secretariat use only: 

Cohort Consortium Secretariat Decision: 

Comments: 


	Date: August 12, 2010        
	Project  Title: Circulating Vitamins D, E and A Levels and Prostate Cancer Risk: A Pooled Analysis of Nested Case-Control Studies
	First Name: Demetrius
	MI: --
	Last Name: Albanes
	Title: Senior Investigator and Study PI
	DNA: 
	Blood: 
	Serum: XX
	Plasma: or Y
	Organizational and Cohort Affiliation Field 1: Nutritional Epidemiology Branch (NEB), DCEG, NCI and the ATBC Study
	Organizational and Cohort Affiliation Field 2: 
	Plan for Funding: Several cohorts in the Cohort Consortium have already analyzed serum or plasma 25-hydroxy-vitamin D (25(OH)D), tocopherol (vitamin E), and/or retinol (vitamin A) levels in case-control studies of prostate cancer, and for these, harmonization/calibration will be required.  To be included, cohorts without already measured 25(OH)D, tocopherols or retinol would have to obtain funding for assays and complete them in a timely manner.  As we did for the Vitamin D Pooling Project, NEB, DCEG will serve as the coordinating unit with support through Information Management Services, Inc. (IMS) for data submission/harmonization, data base creation, and data analyses. It is hoped that the small expense of each cohort to prepare the case-control data file of approximately 20-30 variables and send it to IMS can be absorbed locally (i.e. by the cohort); if not, DCEG will work to obtain that support.
	Background and Significance: Prostate cancer is the most common malignancy in men in most developed populations, and few modifiable etiological factors have been established. Substantial recent interest in the potential health benefits of several micronutrients and vitamin supplements, including 25-hydroxy-vitamin D (25(OH)D), tocopherols (vitamin E), and retinol (vitamin A), has raised attention with respect to available human evidence for their relationships to cancer, including prostate cancer. 

With respect to vitamin D, for example, the Cohort Consortium Vitamin D Pooling Project (VDPP) provided no evidence to support a beneficial association with rarer cancers, but did suggest increased pancreatic cancer risk for persons with the highest 25(OH)D concentrations. Studies of breast and colorectal cancer are ongoing, including within the Cohort Consortium through a recently awarded NCI grant.  With respect to prostate cancer, a recent literature review-based meta-analysis of nested case-control studies of 25(OH)D concluded there was no beneficial association for higher vitamin D status, and that a weak causal relation was possible.  Findings for aggressive cancers have been limited and less conclusive. By contrast, most basic research supports a beneficial role for vitamin D compounds in prostate cell proliferation and differentiation, prostate cancer cell growth and invasion, and tumorigenesis, and ecologic data suggest correlations between prostate (and other organ site) cancer rates and latitude. Given the clinical significance of prostate cancer, a more definitive understanding is needed of the potential impact vitamin D status may have on its occurrence and outcome. 

Vitamin E and the tocopherols have been extensively studied and shown potential promise with respect to prostate cancer prevention, yet the results from controlled trials such as the ATBC Study, SELECT, and PHS-II, as well as nested observational serologic studies, raise the issue of a preventive influence being confined to cigarette smokers or during later stages of prostate tumorigenesis.  The latter issues remain unresolved at this time.  With respect to vitamin A (retinol), some recent analyses also suggest a positive association between serologic status and prostate cancer.

To this end, a pooled analysis of nested case-control serologic study data of prostate cancer within the Cohort Consortium is proposed in order to more definitively examine and establish any role for vitamins D, E, and A in its etiology.  The association in aggressive and non-aggressive disease will be analyzed separately, and effect modification by several factors that might impact the influence of vitamin D (including physical activity, vitamin D intake, BMI, and time from blood collection to diagnosis) will be tested.  Analysis of plasma/serum tocopherols (notably, alpha- and gamma-tocopherol that have been most commonly measured in previous studies) will focus particularly on effect modification by smoking status, in addition to disease aggressiveness and vitamin E supplement usage.  Plasma/serum retinol status will also be examined for main effect and interaction with smoking status, and exploratory interactions among the three vitamins will be examined.
	Overall Goal: To provide more definitive data on the associations between vitamins D, E, and A and prostate cancer based on a large multi-cohort pooled analysis of nested case-control samples.
	Specific Aims: To examine whether prospective circulating concentrations of 25(OH) vitamin D, alpha- and gamma-tocopherol, and retinol are associated with risk of prostate cancer, and whether the association differs by disease stage or aggressiveness or is modified by other relevant factors such as smoking status and supplement use.
	Are biospecimens required: X
	Aer biospecimens required: X
	DNA Volume: 
	Serum Volume: XX
	Plasma Volume: or Y
	Cohort Consortium Secretariat Decision Field 1: 
	Cohort Consortium Secretariat Decision Field 2: 
	Design and Analysis Plan: Conference calls for participating studies will be scheduled and active participation will be welcome. Clinical and covariate data for cases and 1:1 age/race/draw-date matched controls with 25(OH)D, and/or tocopherol, and/or retinol measurements will be downloaded to a secure data portal and harmonized.  Potential confounders (e.g., family history) and a cohort indicator will be included in conditional logistic regression models to estimate risk associated with clinically-defined, season-specific, and season-adjusted (residual) categories (for vitamin D), plasma/serum total cholesterol-adjusted tocopherol and retinol categories (e.g., quintiles).  Effect modification by smoking status, disease aggressiveness, season, follow-up time, vitamin D intake, supplement use, and other factors will be tested. Three to five publications are anticipated from this project.
	Why a Cohort consortium approach is necessary: As in the case of the highly successful VDPP, prospective exposure assessment, cohort diversity (including particularly with respect to smoking status and baseline nutritional status), enhanced generalizability, large combined sample size, and exploration of key clinical and co-factor subgroups are advantages of the cohort consortium approach. For example, it will provide a much larger number of prostate cases and controls in which to evaluate the association in aggressive cancers and current/former/nonsmokers.  Also, most of the VDPP cohorts would likely participate in the proposed study for vitamin D, and the collegiality, teamwork and vitamin D expertise are additional pluses that will also benefit and enhance the analysis of vitamins E and A.
	Minimum number of cases per cohort: In order to reduce the additional variation resulting from the vitamin D, E and A assays being run at different times and laboratories, a minimum of 100 prostate cancer cases with the required data is preferable.
	Required outcome data: Incident prostate cancer (ICD9 = 185), preferably with stage and Gleason score for as many of the cases as possible.
Studies with information for prostate cancer mortality and PSA levels should submit those data as well.
	Required exposure data: Prospective serum or plasma 25(OH)D and/or alpha-tocopherol (and/or gamma-tocopherol) and/or retinol concentrations for the nested case-control set from a laboratory with good CVs and QC data.  Data will be welcome for 1,25(OH)D, other tocopherols/tocotrienols, and any carotenoids for cohorts that have these analytes as well.  Date of blood collection is required.
	Required covariate data: Data for key prostate cancer risk factors and potential modifiers of the vitamins D/E/A-prostate cancer associations including:  date of blood collection; age at study entry (and prostate cancer diagnosis); race; PSA (if available); prostate cancer family history; history of diabetes; cigarettes per day and years of smoking; BMI, height, and weight; physical activity (leisure, occupational, or both); serum total cholesterol (if available); meat, dairy and alcohol consumption (if available); dietary fat; and dietary and supplemental intakes of vitamins D/E/A, calcium and selenium.
	If yes, indicate if special processing is required: As outlined in the proposal, it is anticipated that most cohorts willing to participate will already have 25(OH)D, tocopherols, and/or retinol blood levels measured and would submit those data.  For other cohorts that will pursue de novo laboratory assays for this project, serum or plasma is required, typically 100-200 ul.
	Secretariat comments: 
	Blood Volume: 


