Instructions for Submission of Proposals to Request Further Development of a Probe with Extended Characterization


Purpose: The NIH MLP wishes to support the generation of extensively characterized probes. Extended characterization is defined as probes that have undergone additional rounds of SAR in combination with additional/deeper biological testing resulting in a substantial improvement in performance of the probe as a useful biological tool. Areas of interest for probe improvement may include but are not limited to: 
· Increasing the scientific impact; identifying substantially better performing analogs, or identifying other uses through  extended biological characterization, 
· Broadening the use of the probe as a biological tool; characterizing its use. Provide additional/deeper biological testing may include testing in cellular systems, ex vivo (e.g., tissue preparations) and in vivo systems (existing and relevant animal models),
· Defining mechanism of action if unknown, 
· Demonstrating probe or analog is potential drug discovery lead. 

Mechanism of Support: NIH MLP provided one year performance based supplements to MLPCN centers.

Project Period: 06/01/2010 – 05/31/2011, same as U54 Year 3 Project Period

Funding Restriction: These funds may only be used if written approval of NIH staff has been obtained. These funds may be carried over to a subsequent budget period, if subject to carryover authorities. Funds carried over will remain restricted for only the stated purpose. Any ultimate balance of the restricted funds
must be specifically identified as Performance-Based Supplement Funds on the Financial Status
Report (if applicable).

Eligible Centers: MLPCN centers that have received performance based supplements in year 3.

Eligible Projects: The projects chosen for development of extended characterization probes must be selected from completed or active MLSCN/MLPCN projects.  Provide separate proposals for each probe or analog to be advanced.

Letter of Intent submission date:  On or before September 24, 2010

Submission date: 	October 13, 2010. 

Resubmission date: 	To be determined following outcome of submission and review of the first round proposals.

Proposal Submission Process:
· Collaboration of more than one center in an extended characterization project is acceptable. 
· The request should be generated in collaboration with the assay provider and will need to provide information on how and why the probe will be improved, a development plan for improvement, a timeline (up to 12 months) and a budget providing estimated costs for personnel, supplies, travel and other expenses. 
· On or before the submission date, a formal request must be submitted to the NIH Project Scientist (Carson Loomis or Ingrid Li and cc: Nikki Ma) for each probe the center proposes to advance.  

Format of Proposal: 
1. Page 1: 
a. MLPCN center PI name(s) and institutional affiliation(s).
b. Original grant assay provider name and institutional affiliation.
c. Other (new) external collaborators: name, institutional affiliation and biosketch.
d. Original MLP Grant #.
e. Original MLP Project Name.
f. Signatures of center PI and original grant Assay Provider.

2. Page 2: How will extended characterization improve the current probe defined in the center probe report?  Define a quantitative set of goals for the characterization of the new probe.   
3. Page 3: Describe and define the characteristics of existing state of the art small molecule(s) for the target/biology of interest. Explain why advanced development of the new probe will be scientifically important and of broader interest to the scientific community.
4. Page 4-5: Research Plans including timeline. Please include a table that lists the biological assays that will be used, their throughput, performance site, source of funding, and whether or not it is a new assay. Please provide sufficient scientific justification for new assays that have not been peer-reviewed within the MLP.
5. Page 6: Budget. (Use PHS 2590 Form page 2: Detailed budget for next budget period).
6. Appendix: Include existing probe report or equivalent document (for current projects with no approved probe reports) that describes the state of the project in sufficient scientific detail so that significance and impact of the proposed project can be assessed. 

Submission Process:
· The request should be generated in collaboration with the assay provider and will need to justify how and why the probe will be improved, a development plan for improvement, a timeline (up to 12 months) and an estimated cost. 

· The letter of intent should be sent to: the NIH Project Scientist (Carson Loomis or Ingrid Li and  cc: Yong Yao yyao@mail.nih.gov)

· A formal proposal must be submitted to the NIH Project Scientist (Carson Loomis or Ingrid Li and  cc: Nikki Ma mani@mail.nih.gov) for each probe the center wishes to advance. These proposals should be submitted on or before October 13, 2010.  Other dates to submit proposals will be determined later this year. 

Review and approval:  
· The review and approval by the NIH Project Team with feedback from external scientists will be based on portfolio balance of targets and diseases, novelty of targets, scientific impact of advancing the probe and feasibility of meeting project goals.   
· The review and approval will occur one month after submission of the proposal. 
· Written approval will be sent to the Center PI and is required before use of the supplemental funds. 
· Written progress reports on each development project will be required at the time of the Interim and Annual reports. 

Additional Key Information:  
· Upon NIH Project Team approval, each project will be treated as any other probe project. The Centers will need to submit an updated CPDP, involve the NIH SO via teleconferences and emails, submit PubChem data and provide regular updates via CARS.  
· Data for extended characterization projects placed in PubChem may be on hold until released under the existing guidelines for probe projects. 
· Data from these development projects are to be added to the existing probe report as an addendum. Successful projects that generate new chemical matter should result in the submission of new probe reports. The new report or addendum to an existing report will have a six month embargo option.  The new report or addendum will not change the embargo date of the original probe report. 
· These probe development projects will be eligible for “extended probe characterization credit” dependent on a final determination that the project is successful in achieving the project objectives outlined in the initial extended characterization proposal.
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