Report on the TRND Working Group Meeting on July 28, 2010

Advice on Concept Clearance for a Proposed R&D Request for Proposals (RFP)

Advice on Concept Clearance for a Proposed Request for Applications (RFA)

The roster of Working Group members is appended at the end of this document.

The Working Group met by teleconference from 4:30 PM – 5:30 PM on 07/28/2010.
NIH and TRND staff in attendance included:

Susan Old, PhD, Acting Deputy Director, NIH Center for Translational Therapeutics

Rudy Pozzatti, PhD, Co-Chief of Review, Division of Extramural Research, NHGRI

Eric Nelson, Ph.D., Business Development, TRND
James Inglese, Ph.D., Laboratory Chief for Assay Technology Development, NCTT
John McKew, Ph.D., Branch Chief Pre-Clinical Development, Head of Chemistry, NCTT
Anton Simeonov, Ph.D., Branch Chief Chemical Genomics, Head of Biology, NCTT
Ajit Jadhav, Branch Chief Probe Development, Head of Bioinformatics, NCTT

Craig Thomas, Ph.D., Laboratory Chief for Chemistry Technology Development, NCTT

Allison Mandich, Coordinator of Outreach and Development, NCGC
Jeremy Smith, Program Manager, Pre-Clinical Development Branch

Liz Ottinger, Ph.D., Project Manager, TRND
John Shen, Ph.D., Project Manager, TRND
The meeting began with background information on the Therapeutics for Rare and Neglected Diseases program provided by Susan Old.  She noted that the goal of TRND is to advance small molecule drug projects. TRND is designed to accept drug development projects from the existence of a lead compounds through the point of an Investigational New Drug (IND) application, or perhaps Proof of Concept (POC) studies.  In that sense, TRND can be seen as a logical extension of the NIH Chemical Genomics Center (NCGC), which for the past 5 years has been a member of the Molecular Libraries Probe Production Centers Network (MLPCN).  The two research programs, among others, will be administratively housed under one entity called the NIH Center for Translational Therapeutics (NCTT).  This will allow the knowledge, expertise, and infrastructures of these therapeutic development programs to be leveraged.
Dr. Old explained that the timeline for the construction of the laboratory space for TRND and hiring TRND employees has a target completion date of late 2012 or early 2013.  In the interim, the proposed RFP is being developed with the goal to identify at least one contract research organization (CRO) that can provide the drug development services needed by TRND either directly, or through subcontracts that will be administered by the CRO.  The RFA is being developed as an open and transparent process by which small molecule drug projects (and collaborators) can be brought into the TRND drug development pipeline. 
The Working Group (WG) members discussed the concepts and the questions and issues that were raised.  Some of the issues were related directly to the RFP and RFA, while others were more relevant to the long term challenges that TRND is expected to confront.

The WG noted there are several CROs quite capable of providing the range of drug development work that will be sought in the RFP.  As such, the basic feasibility of the RFP was judged to be sound, and contracting out the work over the next two years is a logical course to pursue until the TRND infrastructure and personnel are in place.
The WG members raised the question of whether the award(s) would be limited to US-based CROs.  They noted that there is substantial capability to respond to this RFP from foreign CROs.  The WG members noted that whether a US or foreign CRO is selected, TRND staff will have to be prepared to devote substantial time to project management and oversight in their interactions with the CROs.
The RFA concept clearance document did not clearly state what stage of the drug development process TRND begins with.  When told that Lead Compound is the earliest stage that would be accepted by TRND, the WG members noted that the RFA must explicitly state this, and a clear and detailed definition of what constitutes a Lead Compound will have to be described in the RFA.  Academic investigators in particular can be expected to have drug projects that are claimed to be Lead Compounds, but in fact are very underdeveloped.  The RFA should define a set of minimum criteria (standards) that the candidate drug projects need to demonstrate in order to gain access to the TRND resource.  Going beyond the RFA, the WG members noted that TRND investigators would be well advised to put in place a set of tests and quality control standards that would be run on new drug projects before a long term collaborative commitment is made to the investigators whose applications have already undergone peer review.
The WG members noted that both the RFA and the RFP refer only to small molecule therapeutics.  They asked whether TRND planned to have the capacity and expertise in-house to develop biomolecules such as peptides or antibodies.  If so, the classes of molecules should be expanded in the RFA.

The WG also asked if TRND planned to take an agnostic approach to the development of therapeutics, or if a predetermined set of priorities would determine which drug projects are given access to TRND.  One panel member noted that there are many forms of cancer that occur at low enough frequency to be considered as rare diseases.  It’s possible that TRND could be inundated with cancer projects.
Other issues were raised by the WG that were more relevant to long term strategies and approaches that TRND would need to consider.
Several important questions were raised about TRND’s “exit strategy.”

1) Who will be TRND’s commercial partners?  How will they be identified?  How will projects be handed off to them?  How can the entire process be structured so that the drug projects that graduate from TRND will look financially attractive?  TRND is looking for novel licensing methods, and creative strategies to partner with industry.  NCTT is not profit driven; the goal is to get drugs to market.  The WG members noted that TRND may want to spend some time talking with organizations like the Gates Foundation that have gone through this process to see what can be learned from the experiences of others.

2) A forward-looking IP strategy needs to be developed that will look financially attractive to potential commercial partners.  It made sense to the WG to plan to leave the IP with the originators, be they the universities or institutions that employ the collaborating investigators or the small to medium size biotech companies from which the drug projects come.  Let them be responsible for this part of the process.

3) TRND has set IND application as the end point for their drug projects collaborations, although staff is aware that some early stage clinical work may need to be conducted in order for the program to be attractive to industry.  The WG strongly suggested that TRND be prepared to go through Proof of Concept (POC) in humans to attract commercial partners, particularly for rare diseases or neglected diseases where a large commercial market may not be envisioned.  TRND may have to re-think the most appropriate end point for their overall strategy in order to improve the odds that drugs will get to market.  If TRND decides to get involved in clinical trials the issue of liability will have to be considered.
It will be important for TRND to develop a working relationship with the FDA, specifically about rare and neglected diseases.  The WG advised TRND not to underestimate staffing needs for the regulatory work, including submissions to FDA and interactions with the FDA.
At the end of the discussion the WG members were asked to vote on approval of the RFA and the RFP.  Unanimous approval was voted for both, with the stipulation that NIH staff take note of the issues raised by the WG, and make modifications to the funding opportunities.  NIH staff noted that a report of the WG discussion would be prepared and a draft would be shared with Dr. Ginsburg, since he serves as the liaison member to the NHGRI Advisory Council.  The WG was told that the final report and their recommendation for approval of the RFA and the RFP would be communicated to the NHGRI Council, which would make the final recommendation for concept clearance.
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