NCI Cancer Prevention Fellowship Program 

Grants and Grantsmanship Workshop 

INSTRUCTIONS FOR MINI-PROPOSALS

Due Date: January 3, 2005

1. Face Sheet: List 1) Title of Proposal; 2) Applicants name; 3) Affiliation (Branch, Department or Lab where work will be conducted); 4) Key collaborators and their titles. 

2. Background and Significance (2 page maximum, not including references, which will be listed in section E): Briefly review the background literature and existing knowledge that led to the hypothesis to be investigated.  Clearly state the relevance of the proposed research to the field of cancer prevention and control.  References cited in the text should be listed numerically.  For example:  Prostate cancer is the most common non-cutaneous cancer in men from industrialized countries (1).  

3. Specific Aims (1 page maximum): Enumerate the aims of the intended research, stating concisely and realistically what the research is intended to accomplish.

***

Example:  

Calorie restriction (CR) is one of the most potent, broad acting dietary manipulations for suppressing carcinogenesis and extending lifespan in rodents (15), and recent evidence suggests that CR also exerts beneficial effects on several physiologic parameters associated with cancer and aging in primates and humans (27).  However, the mechanisms underlying the anti-tumor effects of CR are not well understood.  This proposal utilizes an aromatic amine-induced bladder tumor model in p53-deficient mice to assess the potential mediating roles of glucocorticoids and COX-1 and COX-2 in the tumor suppressing effects of CR.  The specific aims are:

1.
To compare the effects of CR and AL-feeding on p-cresidine-induced bladder tumor development in intact, adrenalectomized, and adrenalectomized plus corticosterone-supplemented p53+/- mice.  This will test the hypothesis that glucocorticoids (specifically, corticosterone) mediate the inhibitory effects of CR on p-cresidine induced bladder tumorigenesis.

2.
To compare intermediate marker expression in bladder tissue from intact, adrenalectomized, and adrenalectomized plus corticosterone-supplemented p53+/- mice after four weeks of AL- or CR- feeding regimens.  The markers to be evaluated include: 1) COX-1 and COX-2 mRNA expression; 2) p-cresidine-DNA adduct levels; 3) alterations in target genes, including p53 and p15/p16; 4) markers of p-cresidine-induced carcinogenesis, including prostaglandin dehydrogenase, PCNA (a marker of bladder epithelial cell proliferation) and APOTAG (a marker of apoptosis).  This will test the hypothesis that elevated glucocorticoids (in response to CR) are associated with altered p-cresidine metabolism and initiating events and/or with altered cell proliferation or apoptotic events in the bladder epithelium.     

3.
To evaluate p-cresidine-induced bladder tumor development in p53+/- mice crossed with COX-1-deficient (COX1-/-) and/or COX-2-deficient (COX2-/-) mice, as well as in p53+/- mice pre-treated with o-anisidine to induce COX-2 expression.  This will test the hypothesis that down- or up-regulation of COX-1 and/or COX-2 by means independent of CR and glucocorticoids influence p-cresidine-induced bladder tumorigenesis.

4. Research Design and Methods (1 page maximum): Concisely describe the study design and the procedures to be used to accomplish the specific aims.

5. References (1 page maximum): References cited in the review of background literature and on methodology should be provided in this section.  References should be listed in numerical order in this section and cited by their corresponding number in the narrative sections. 

The proposals should be typed, single-spaced on plain white paper (8.5” x 11”), standard size font (12 point).  The maximum number of pages should not exceed a total of six pages, including face sheet and references.  Twenty copies of the complete proposal should be delivered to EPS T-41 at 9:00 a.m., January 3, 2005 (Day 1 of the Grants Workshop). 

Mini-Proposal Review Process and Criteria

Prior to the Thursday Mock Study Section Meeting:

Each Primary and Secondary reviewer will be responsible for scoring and writing a brief narrative of their reviews prior to study section meeting.  

The scoring range is as follows:

1.0-1.49   
Outstanding: nearly flawless

1.5-1.99 
Excellent: only some minor weaknesses

2.0-2.49
Very Good: some major weaknesses, but revisable

2.5-2.99
Good: major weaknesses, but some promising aspects

>3.0  

Low merit: fatally flawed 

The format for the narrative is as follows:

1. Primary reviewer only:  A brief (1 paragraph) summary of the proposal, to be presented to the rest of the review group (this allows those reviewers on the panel who haven’t had the chance to read all the proposals to catch on to the nature of the proposal being discussed).  

2. Primary and secondary reviewers:  Specific critiques (based on the following criteria) and a final global summary of the proposal’s strengths and weaknesses:

a. Originality and Relevance of the Project:  This will be reflected by the background and significance.  
Key ?:  Will the proposed research fill an important gap in the field?  An effective proposal will spoon feed this to the reviewer, setting up the importance of the question they are asking in reference to what is known and not known in the literature, and why it is important to find out what is proposed.  Some scenarios:  An apparently important and currently unanswered question merits a 1.0-1.4; a currently unanswered question that is somewhat tangential but will help move the field along probably warrants a 1.5-2.0; an important question that is well-developed but has already been addressed multiple times may be a 1.7-2.5, depending on how well the significance is justified and what new wrinkle is put forth.  If the question the proposal addresses just doesn’t seem important, no matter how well developed, or if you have to guess at the importance of the question, mark it down (like > 2.0-2.5).  If the rest of the proposal is superb and you are concerned you may be missing something, raise the issue of relevance and novelty to the review panel when you explain your score.

b. Quality of the Specific Aims:  

Key ?’s: 1) Are the aims clearly written, so that the reviewer can easily see how the aims relate to the project’s objectives?  2) If the aims are successfully completed, will they accomplish the stated objectives (will the identified gap be filled at the end of the study)?  3) Are the aims logical?  (examples:  a) The aims are out of sequence; b) Aims 2 and 3 are completely dependent on Aim 1 being a “yes”; but what if Aim 1 turns out to be a “no” -- is there still a reason to do 2 and 3?). 

c. Quality of the Research Design and Methods: 

 Key ?’s: Will the research design and proposed methodology accomplish the proposed aims?  Are there clear links between the methods and the aims? (This will be facilitated if the numbering of the methods corresponds with the numbering of the aims, and also if there is a statement about anticipated results).  

At the study section meeting: When it is time to review a particular proposal, the study chair will announce the title of the proposal at hand and the Primary and Secondary reviewers so that each panel member will have the right proposal in front of them.  Then, the chair will call for an overall qualitative assessment of the proposal (i.e., outstanding, excellent, very good, good, low merit), first from the Primary reviewer, then the Secondary reviewer.  Then the Primary reviewer will go through his/her critique, first providing the summary of the proposal (this can be their narrative read verbatim, or preferably, summarized in bullet form), then the specific comments about the 3 criteria, then listing the overall summary of strengths and weaknesses.  The Secondary reviewer will then add anything not covered by the Primary reviewer, point out areas of disagreement that need to be discussed, or emphasize points that he/she feels needs additional emphasis.  Then the proposal is opened to general discussion, where other panel members can raise issues or ask questions.  Then, once the discussion has concluded, the Primary and Secondary reviewers are asked to globally score their proposals (1.0-1.49 outstanding; 1.5-1.99 excellent; 2.0-2.49 very good; 2.5-2.99 good; >3.0-low merit).  Note: most fundable grants have scores ranging from 1.1-1.8.
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