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     DEPARTMENT OF HEALTH & HUMAN SERVICES                            National Institutes of Health


                                                                                                                                                                                                                                                                                                 Bethesda, Maryland 20892

May 22, 2006

Leonard I. Zon, M.D.

Karp Research Laboratories

Children’s Hospital Boston

300 Longwood Avenue

Boston, MA  02115-572
Dear Dr. Zon:
Thank you for your letter summarizing the zebrafish community’s primary investigators’ proposal for the use of this model organism to study human disease genes, which 
Dr. Zerhouni forwarded to us, the co-chairs of the Trans-NIH Zebrafish Coordinating Committee (TZCC), for reply.  As you know, NIH support of research involving zebrafish has grown dramatically in terms of the numbers of grants and total dollars of support since 1999, and we were especially gratified to note the reference lists of important papers at the bottom of each short topical summary.  In a comparable document produced by the community seven years ago for NIH, only a few of the topic areas had published articles to cite.

These advances in biomedical research and the infrastructure supporting it have been nurtured through a thoughtful partnership between the zebrafish research community and the various funding agencies.  At the NIH, the TZCC has tried to identify and address the priorities articulated by the community through one or more initiatives since 1997.
In light of this background, the NIH welcomes the new white paper prepared by leading researchers in the zebrafish community, which outlines significant new research priorities. The proposed projects are ambitious and are of a scale and scope beyond that of individual NIH Institutes and Centers.  Fortunately, there are at least two mechanisms to consider such proposals.  The first is the existing TZCC, which can work with you to consider strategies for funding your proposed initiatives.  A second venue for discussion of projects of trans-NIH interest is the new Office of Portfolio Assessment and Strategic Initiatives within the Office of the NIH Director (http://opasi.nih.gov/).  This new office now houses major trans-NIH initiatives including the Roadmap.  As the NIH continues to promote trans-NIH research activities, there will be an opportunity for proposed collaborative projects, such as the one you have outlined, to be considered for funding in the future.  We encourage you to keep an eye on their website for future opportunities.  Given the current budget climate at the NIH, a series of finely crafted, targeted, smaller initiatives might be more successful at achieving your ultimate goals than one all-encompassing, large-scale project.

Finally, it is important to note that some aspects of the proposed project are already being supported on a smaller scale by existing NIH funding.  The creation of mutant lines is being supported by existing grants for reverse genetics by TILL-ing, insertional mutagenesis, and retroviral insertions.  Collectively, these projects aim to produce mutations in virtually every zebrafish gene, although a small fraction will be developed 
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into existing mutant lines.  The chemical screening effort using the new mutants are now possible through two of the ten new Molecular Library Screening Centers established in 2005 through the NIH Roadmap.  Both the University of Pittsburgh and University of Pennsylvania Screening Centers have screening capability for zebrafish and, of course, the existing compound library of over 100,000 compounds.  At least two zebrafish assays are now being implemented at these Centers and it is anticipated that more will be carried out.  The Molecular Libraries Implementation Group (http://nihroadmap.nih.gov/molecularlibraries/) is another trans-NIH forum that can consider your proposal in terms of augmenting existing zebrafish screening capacity.
Once again, thank you for your letter and for your leadership efforts in continuing the development of the zebrafish as a model organism.
Sincerely,




Sincerely,
A. Tyl Hewitt, Ph.D.



Rebekah Rasooly, Ph.D.

Chief, Developmental Biology,

Deputy Director, Division of Kidney, Urologic 
  Genetics and Teratology Branch

 & Hematologic Diseases
National Institute of Child Health

National Institute of Diabetes and
  and Human Development


 Digestive and Kidney Diseases

th119v@nih.gov 



rr185i@nih.gov
cc: 
Dr.  Franziska Grieder, NCRR

Dr. Laurie Tompkins, NIGMS

