
CENTER FOR ECOGENETICS AND ENVIRONMENTAL HEALTH (CEEH)

BACKGROUND, GUIDELINES and PROCEDURES FOR PILOT PROJECTS

Background: The theme of the Center for Ecogenetics and Environmental Health (CEEH) is “Mechanisms Underlying Human Variability in Response to Environmental Exposures”. The interactions between genetics and environment are complex, and defy explanation through traditional disciplinary pathways of investigation. Recent developments in molecular biology provide exciting new tools that can be used directly in human populations to unravel the molecular basis for genetic differences in susceptibility to environmental hazards (ecogenetics). The purpose of the CEEH is to provide an administrative infrastructure and technical support to foster the multidisciplinary collaborations necessary to extend basic studies on environmental health problems to direct application in human populations. The CEEH brings together a broad array of established scientists at the University of Washington (UW) or Fred Hutchinson Cancer Research Center (FHCRC) who work on diseases with an environmental etiology. Questions concerning the relevance of a proposed research topic should be directed to the CEEH Director, 
Dr. David L. Eaton, 685-3785 or 

Dr. Arno Motulsky, CEEH Associate Director and Pilot Projects Director, 543-3593
Dr. Terrance J. Kavanagh, CEEH Deputy Director and Pilot Projects Co-Director, 685-8479.

The CEEH consists of 6 Areas of Research Emphasis (for 2008):

1.
Gatrointestinal and Renal Toxicology,

2.
Carcinogenesis,

3.
Reproductive and Developmental Toxicology,

4.
Neurotoxicology,

5. Cardiovascular & Respiratory Toxicology,

6. Bioinformatics and Biostatical Methodologies.

Each of these Areas of Research Emphasis consist of 7-10 senior investigators and 2-4 associate investigators representing several different Schools, Departments, and programs throughout the UW and FHCRC.

The research of the CEEH core investigators is enhanced by 5 Facility Cores which provide the CEEH investigators access to:

1.
Functional Genomics: state-of-the-art molecular biology tools and resources to assist in the conduction of large-scale molecular biomarker work, and human populations and tissues (DNA sequencing, RT-PCR, genotyping, oligo microarrays, etc);

2.
Functional Proteomics: Protein mass spectrometry, electron spin resonance spectroscopy for determination of free radicals in biological samples, and molecular structure visualization (computer imaging of protein x-ray crystallography data);

3.
Analytical Cytology: techniques such as flow cytometry, fluorescence activated quantitative cytometry/confocal laser microscopy, laser capture microdissection;

4.
Transgenic Animal Services: support for development and maintenance of transgenic animals of value in toxicological research (traditional transgenics, ‘knock-outs’, etc),

5.
Bioinformatics and Biostatistics: includes research, planning consultations.

A Community Outreach and Education Core provides a mechanism to disseminate important research findings of CEEH investigators to the general community, as well as a coordinating function to extend and enhance existing community education programs to include more emphasis on issues related to environmental health sciences. This includes a K-12 teacher-training component.

The ethical, legal and social issues (ELSI) Core addresses ELSI issues relevant specifically to human research on gene-environment interactions. These two cores work closely together and will become a combined core in the next competing grant renewal, 2010-2015.
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Background Information (Continued)
Types of Projects of Interest: The following general ideas are presented to suggest the breadth of questions potentially of interest to the CEEH. This list is only a sample, and is not inclusive of all the projects that may be considered favorably.

This year 2008, due to the recent changes in programmatic emphasis at the NIEHS, we particularly encourage applications that propose translation or clinical research of direct relevance to a disease with a known or suspected environmental component to its etiology.

We also have received funding for two Pilot Projects incorporating an Autism component.

The Center for Ecogenetics and Environmental Health, the EHS Center at the University of Washington (P30ES07033-14), requests supplemental Pilot Project funds under the ENHANCES Program to specifically support Pilot Projects involving new collaborations between EHS Center members and investigators supported through the recently awarded Autism Center of Excellence (ACE) grant (1P50HD55782-01)
The ACE award to the University of Washington (Geraldine Dawson, PI) supports an integrated research program to delineate risks and protective factors in autism spectrum disorder (ASD). The approach used is based on a model of autism that starts with genetic risk, which manifests as aberrant early brain development and leads to “risk processes” such as deviant social interaction. Risk processes in turn contribute further to continued altered neural development, which may lead to an ASD phenotypic outcome. The ACE program consists of five projects and two cores. Project I seeks to refine further the autism endophenotype by adding neurophysiologic measures and by increasing the number of family members available for inclusion in genetic analyses. Project II is assessing neurophysiologic measures in six-to-seven month old infant siblings of autistic probands to determine their value as indicators of risk for development of ASD as manifested by 24 months of age. Project III is aimed at identifying early prelinguistic indicators of risk for later deviant linguistic development at 24 months using the sample of at-risk siblings from Project II. Project IV is studying early brain development in twelve month old siblings of ASD children and non-risk infants, using MRI and MRSI, with the goal of relating brain measures to ASD outcome at 24 months of age. Project V is a follow up two previously studied ASD cohorts to relate outcome to genetic and phenotypic variables in addition to family and social risk and protective factors, as well as to relate a second younger cohort of children who were randomized in early childhood to an intensive intervention or treatment as usual, which will be assessed at kindergarten age.

Although the ACE grant to the University of Washington does not focus currently on environmental factors, the key biologic processes under study in the ACE, together with the well-characterized clinical populations, should lend themselves to exploratory studies directed at examining the role of environmental factors in autism.

Molecular epidemiology studies evaluating the role of a particular gene or a gene combination, which may interact with a component of the environment to cause human disease including but not limited to:

· biotransformation enzyme polymorphisms

· oncogenes

· tumor suppressor genes

· receptor variants

· genes involved in cell signaling in response to environmental stimuli

Applications of biomarkers to occupations at high risk for developing a chronic disease from an occupational exposure to pollutants:

· DNA markers

· enzyme activities in peripheral blood

· cytogenetic markers of DNA damage (SCE, micronuclei, etc.)

· urinary components indicative of biological effects, and others

Studies of individuals and families at increased risk for a chronic disease, or development of appropriate animal models, to evaluate the interaction of genes and environment (occupation, diet, smoking, pollutants, etc.) in the development of the disease, such as, but not limited to, the following

· various cancers

· Alzheimer’s disease

· Parkinson’s disease

· asthma

· chronic obstructive pulmonary disease

· alcoholism

· liver diseases

· cardiovascular diseases

Ethical, legal, and social issues (ELSI) relating to research involving human genetics, social, economical, or cultural backgrounds in areas pertaining to environmental exposures are within the realm of our ELSI Core.  Some areas of research might involve, but are not limited to the following:

· insurance restrictions based on genetic susceptibility to environmental factors 

· reliability of genetic testing / policy and regulations

· workplace discrimination based on genetic testing for occupational susceptibility

· Human subjects issues relating to genetic testing
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Eligibility: Only members of the faculty at the University of Washington or Fred Hutchinson Cancer Research Center holding the following ranks are eligible to apply as Principal Investigator of proposals:

Assistant Professor
Associate Professor
Professor
Research Assistant Professor
Research Associate Professor
Research Professor
Research Associate

Individuals who hold one of the above titles, but are not currently members of the CEEH, must be sponsored by a full member of the CEEH. A list of current CEEH members is attached at the end of these guidelines.

Specific Provisions and Priorities: (Percentage figures refer to the relative weight of the various criteria assigned for funding decisions.)

1.
Evaluation Guidelines:
A.
The scientific merit of the proposed research and its feasibility are the primary factors in evaluating an application. Projects that may result in scientific publication after project completion will be considered for funding, as well as more preliminary work likely to lead to successful procurement of a full study grant in the future. (50%)

B.
Relevance of proposed research to the mission and goals of the CEEH. The intent of the CEEH is to provide initial funding of new projects. It is expected that applicants will eventually seek outside grant support for continuation of their research programs. Therefore, low priority will be given to continuation of proposals. A second year of support will be considered in special circumstances; no project will be funded for more than 2 years. (25%)

C.
One of the principal values of the CEEH is collaborative research. Proposals will be reviewed on the merit of new and creative research approaches, which ideally, are interdisciplinary and substantively involve more than one investigator. (12.5%)

D. (a)
The CEEH provides access to 5 facility cores; Biomarker (Functional Genomics) Laboratory, Analytical Cytology, Transgenic Animal Services, Bioinformatics and Biostatistics: includes research, planning consultations. Use of these services, as well as efforts to learn the various techniques coming from these Facility Cores is encouraged. Pilot Project applicants are encouraged to discuss their projects with Core Directors prior to submission, if substantial use of a Core is proposed. (12.5%)

For ELSI Related Applications:

D. (b)
ELSI Core provides expertise in the area of ethical, legal, and social issues relating to human research in ecogenetics and environmental health as it pertains to the goals of the CEEH. (12.5%)
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2.
Specific Provisions:
A.
Preferential consideration will be granted to projects involving new investigators and where there is relatively limited access to competitive outside funding.

B.
An official budget ceiling has been established at $25,000 for Direct Costs. Applications with budgets in excess of $25,000 will not be considered. Indirect costs will be covered by the CEEH.

C.
While the CEEH will review more than one proposal by a given Principal Investigator or Co-Principal Investigator during a single review period, the decision to fund more than one proposal will reside with the Final Review Committee (which consists of the CEEH Internal Advisory Committee). Their decision will be based in part on the amount of overlap in the proposals, the need to provide a fair distribution of funds to all investigators, and the level of funding already available to the applicant(s). In general, multiple submission by a single or group of investigators during any one review period is discouraged.

3.
Personnel: Where possible, the personnel for research should be drawn from the ranks of students working on advanced degrees. These students may be hired at 50% FTE (the regular status of a Research Assistant or Pre-doctoral Research Associate). Hourly help support is also acceptable. Substantial savings may be effected by the use of Work Study students.
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Application Procedures
Application Procedures:

Invitations to the faculty to submit proposals will be published in the University Week. The deadline for receipt of applications is January 28, 2008. Applications must be transmitted through the Department Chair and College Dean (if DOM/SOM) for signatures of endorsement. Applications are not submitted through Office of Sponsored Programs; therefore, an e-GC-1 form is NOT required.
In writing proposals, please keep in mind that these are read by a committee of faculty and outside experts selected from the general area in which the proposal is made, but not all reviewers are specialists in the particular field of the proposal. We have added a form page for suggestion for reviewers from the applicant.

I.
The cover page (attached) of the application should include:

A.
Title of the project.

B.
CEEH or ELSI related project

C.
Principal Investigator’s name, title, department and signature.

D.
Date of application.

E.
Specific calendar dates of period for which financial support is requested. (Funding of new projects will begin on April 1, 2008.)

F.
Total amount of financial support requested and appropriate indirect cost rate included.

G.
Include Human or Animal Subjects that will be used and the appropriate approval number(s). If your proposal is funded, you will be required to have them at that time.

H.
Signatures of Department Chair and Dean of School (only if DOM/SOM).

II.
The body of the application should include:

A.
An abstract (not to exceed 300 words) describing the proposed research project and how it relates to the goals of the Center for Ecogenetics and Environmental Health (CEEH) or Ethical, Legal, or Social Issues (ELSI); include a statement about the clinical importance of the work, if appropriate.

B.
Outline of your concise research plan. THIS SECTION MUST BE LIMITED TO FOUR SINGLE-SPACED OR TEN DOUBLE-SPACED PAGES (12 POINT FONT). PROPOSALS EXCEEDING THESE LIMITS WILL NOT BE ACCEPTED. This page limit count does not include bibliography or reprints.
1.
Introduction:
a.
Objective: State the overall objective or long-term goal of the proposed research as it relates to one or more of the 5 research core areas of the CEEH or the ELSI core. (See enclosed Background Information on the CEEH.)

b.
Background: Review the most significant previous work and describe the current status of research, including your own, in this field.

c.
Rationale: Present concisely the justification for your approach to the problem, if it is not obvious from the preceding material.

2.
Specific Aims: List your objectives for the period of requested support.

3.
Method of Procedure: Give details of your research plan, including a description of the experiments or other work you propose to do; the methods, species of animals (where appropriate), and techniques you plan to use; the data you expect to obtain; and the means by which you plan to analyze or interpret the data to attain your objectives. Include, if appropriate, a discussion of pitfalls you might encounter, and the limitations of the procedures you propose to use.
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4.
Significance: Discuss the potential importance of the proposed work and any novel ideas or contributions in terms of ecogenetics and environmental health or ethical, legal or social issues. Discuss consistency of the proposal with the mission and objectives of the CEEH or ELSI.

5.
Facilities available and CEEH facility cores to be used: Briefly list facilities and major items of equipment available for this work. If you are proposing to use CEEH Core services, discuss the nature and extent of such use. It is recommended that you discuss your project in advance with the Facility Core director to ensure that the Core will be able to provide the necessary service.

6.
Collaborative arrangements: If the proposed project requires collaboration with other institutions, community organizations, or any group whose cooperation is essential, describe this collaboration and provide evidence to assure the Reviewers that those involved support the proposed project.

C.
A detailed budget and budget justification must be provided. (Use the NIH Budget page including the budget justification on a second page.) Use budget categories to define types of expenditures. Where normal increases in salaries are anticipated, the required amounts must be included in estimates. Include applicable fringe benefits.


The budget should show all persons, paid or unpaid, who will carry out the research. The function of these persons should be explained in the justification. Also itemize and/or justify major cost items. Secretarial salaries cannot be covered. Equipment will be supported only if tied directly to the research project and equipment costs may not exceed $5,000 except in exceptional circumstances. Subcontracts are not allowable.

D.
A biographical sketch for ALL major professional personnel and a bibliography (together not to exceed 2 pages each) should be included in each of the twelve copies. In addition to the Bio-sketch, the applicant should provide a complete list of current and pending funding, including project title, source, amount and period of funding. If the proposed project is being partially supported by other sources, please specify source and amount of support.

Review of Applications: Primary reviewers will be one expert from UW and one from outside the institution. Review procedures are similar to those used by NIH committees. Investigators will be notified of Review Committee results by e-mail March 31, 2008. Please do not call the CEEH before this time.
Human Subjects and Animal Care Committee approvals: Funded projects involving either human subjects or animals must obtain approval from the appropriate committee before a budget can be established. Approval is not required before considering a proposal. For procedural information for animal use (IAC) or human subjects, go to the websites.
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Administration of Funds: Projects may be funded for a maximum of twelve months with the potential for one additional year of funding via competitive renewal application. The Principal Investigator is responsible for the proper administration of funds. Each award will be given an account number by Grant and Contract Accounting. Funds may not be transferred between projects. Grant and Contract Accounting will transmit budget reports on the award accounts to the Principal Investigators and their departments via the CEEH and the Department of Environmental Health. The CEEH will not assume fiscal responsibility for over expended budgets.
Notification and award will be sent by e-mail March 31, 2008. The budget year will be April 1, 2008-March 31, 2009.

It is expected that an oral or poster presentation of progress on funded Pilot Projects will be made at the Annual Meeting/CEEH Retreat (date and place to be determined for 2008). Written progress reports are required at the end of the project period so the results can be included in the Progress Report for that year. The Pilot Projects awarded for this round will need to have a final report by December 9, 2009 so they can be included in the Non-competing grant renewal due 01/24/10.

If publication(s) result, directly or indirectly, from award allocations, they should carry an acknowledgement of the source of such support from the UW NIEHS sponsored Center for Ecogenetics and Environmental Health. Grant #: NIEHS P30ES07033 or the University Initiatives of the University of Washington. Please send a reprint or the URL to Azure M. Skye, azure@u.washington.edu or Center for Ecogenetics and Environmental Health, Box 354695, University of Washington.
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