NExT Opportunities for CCR Investigators in the

Drug Discovery and Development Field
The development of new therapeutics to prevent and treat cancer is one of the most important goals of the NCI. This is a difficult process, as no one investigator has all of the requisite screening, molecular biology, pharmacokinetics, toxicology and legal capabilities. In the intramural program, the Molecular Targets (MT) Faculty has spearheaded the coordination of the drug development process. In past years the MT Steering Committee has invited investigators with promising compounds to present their work; the most exciting leads were advanced to the DCTD-CCR Joint Development Committee (JDC) for further prioritization and preclinical and clinical development. We are proud to announce that the indenoisoquinolines, developed by Dr. Yves Pommier and collaborators, opened in a Phase I trial in January 2010 based on this process. 

In order to invigorate the drug development process nationwide, DCTD initiated the NExT (NCI Experimental Therapeutics) Program (http://next.cancer.gov/). This process has the full collaboration of CCR and will replace the JDC as the focal point of intramural drug development. Briefly, investigators with projects of exceptional interest will apply on a quarterly basis; the applications will be reviewed by an extramural Special Emphasis Panel similar to a study section, but well versed in oncology drug discovery and development. Projects involving novel compounds or screens, with a strong molecular and biological rationale, not being pursued by industry and representing an unmet patient medical need will receive highest priority. Meritorious projects will be advanced to either Discovery or Development NExT committees. These committees are composed of DCTD and CCR staff and will balance scientific merit, feasibility, novelty, clinical need and mission or programmatic relevance. Approval by NExT committees will move a project to the Scientific Advisory Committee which determines funding for the appropriate Stage Gate. A project leader and project manager is assigned, timelines and goals are created and work commences with known Go/No-Go decision points. 

The first NExT meetings were held in December 2009 and January 2010. Approximately 105 proposals were considered; eight from Discovery and two from Development have been advanced for funding and implementation. These projects represent some of the best translational laboratories in the country. It is clear that the “bar” for NExT acceptance is very high. 

Drs. Wiltrout and Helman strongly support the process of drug discovery and development in CCR. Our goal is to continue to marshal our resources to prioritize and support new, meritorious projects to the point where they are competitive with the best in the extramural world and will successfully garner NExT funding. To this end, they have determined that projects from CCR should continue to be considered by the MT Faculty Steering Committee for advancement to NExT. This involves a presentation of the data to the Steering Committee and a detailed discussion. Often, additional experiments are required with subsequent re-review. Funding can be provided by CCR for needed synthesis, animal work, PK, etc. as judged meritorious by the Steering Committee and approved by the Director. Once cleared by the MT Faculty Steering Committee, assistance in preparing the NExT application (https://proposalcentral.altum.com/default.asp?GMID=76) will be provided. As a Chair of the MT Faculty, I am able to write a letter of support to accompany the application to address the project’s programmatic importance to the Intramural Program. 

Access to the drug development resources of the Developmental Therapeutics Program (DTP) will also require NExT approval or a contract paid by CCR on the recommendation of the MT Faculty Steering Committee. Two important exceptions exist: Compounds can continue to be submitted to DTP for NCI60 analysis (in vitro anti-proliferative effects on 60 tumor cell lines) and hollow fiber assays (preliminary in vivo activity determinations using tumor cells loaded into hollow fibers implanted in a mouse). Please contact Dr. Jerry Collins for additional information (collinsje@mail.nih.gov). 

To summarize, we are in a period of transition for the important task of drug discovery and development.  There are several points of contact for CCR investigators:

· For those interested in developing and implementing drug screens, Dr. Jim McMahon (mcmahoja@mail.nih.gov) 

· For those interested in developing a compound, Dr. Pat Steeg (steegp@mail,nih.gov) 

· For more information visit: http://moleculartargets.nci.nih.gov

I envision continued communications on this important topic as the NExT process evolves. If you feel that a face to face meeting is needed, such as a Town Hall, let me know. Feel free to send to me any other questions or concerns. 


Patricia S. Steeg, Ph.D.

Co-Chair, Molecular Targets Faculty
