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1. Agenda.

2. Memorandum: NIH regulations concerning the transfer of therapeutic agents from industry to the NIH: Major roadblocks to clinical research at the NIH, by Dr. Waldmann.
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ACTION ITEMS

· CEI-SC Members

· Prepare a summary of the major accomplishments in cancer immunology achieved by the NCI Intramural Research Program in the last 15 years and send to Dr. Zoon (zoonk@mail.nih.gov) and Dr. Delgado (pdelgado@novaresearch.com) by December 12.

· Provide Dr. Zoon with the names of investigators from other NIH Institutes, Federal agencies, or academic institutions who might be interested in serving as CEI-SC members or adjunct members.

· Notify Dr. Zoon of any Amgen/Immunex products that are essential for NCI IRP research.

· Ms. Maurey

· Implement at the OTD a tracking system of material transfer agreements (from industry to NIH) that failed to reach a favorable outcome, specifying the nature of the problem encountered and identifying the specific NIH regulation that was unacceptable to industry, if applicable.
· Dr. Zoon

· Request that Ms. Maurey and Dr. Rohrbaugh discuss technology transfer issues at the next CEI-SC meeting.

· Request that Dr. Sausville explain DTP policies regarding production of patented materials to the CEI-SC.

· Request that Dr. Shoemaker lead a special discussion about INDs, access to reagents, and the interactions between NCI-IRP and CTEP at the February 2004 CEI-SC meeting.

OVERVIEW

The Center of Excellence in Immunology Steering Committee (CEI-SC) convened at 4:05 p.m. The minutes of the October 28 meeting had been distributed electronically and were unanimously approved without changes. Dr. Zoon introduced a new CEI-SC adjunct member, Dr. Anatoli Malyguine, Head, Laboratory of Cell Mediated Immunity, Clinical Services Program, SAIC–Frederick. Dr. Varticovski gave a talk entitled “Preclinical Models Initiative.” The CEI-SC discussed barriers to translational immunology research at the National Cancer Institute (NCI), specifically technology transfer issues and the future of immunology research at the Institute.

UPDATES AND NEW BUSINESS

Dr. Zoon showed the CEI-SC a copy of the abstracts book prepared for the Immunology Interest Group Retreat, held October 20–22, 2003, at the Airlie House, Warrenton, VA. Copies of the book will be available from Dr. Zoon or Dr. Howard Young (youngh@mail.ncifcrf.gov) upon request. Dr. Zoon explained that the Retreat takes place annually, usually in October, and encouraged members of the group to participate next year.

Dr. Zoon reminded the CEI-SC that the CEI has been established as an umbrella organization for all the faculties and working groups conducting research on immunology at the NCI, as well as for virology-related faculties, but indicated that not all laboratories or faculties have a representative on the CEI-SC. She encouraged members to provide her with the names of investigators from other NIH Institutes, Federal agencies, and/or academic institutions who might be interested in serving as CEI-SC members or adjunct members.
Dr. Zoon explained that there are many new opportunities for immunology research at NIH, and it would be of interest to integrate these opportunities by maximizing the crosstalk between NCI and the National Institute of Allergy and Infectious Diseases (NIAID). She informed the CEI-SC about an upcoming meeting (mid-December) between representatives of the NCI and NIAID to discuss an NIAID initiative to create an “immunology core center for systematic immunology.” In preparation for this meeting, Dr. Zoon will meet with Dr. Ronald Germain, Deputy Chief, Laboratory of Immunology, NIAID. Dr. Zoon; Dr. Carl Barrett, CCR Director; Dr. Karyl Barron, NIAID Division Intramural Research Deputy Director; Dr. Germain; and Dr. John La Montagne, NIAID Deputy Director, will participate in this meeting. Dr. Zoon will brief the CEI-SC on the outcome at the January CEI-SC meeting.

Update on Technology Transfer Issues

The CEI-SC discussed the memorandum NIH regulations concerning the transfer of therapeutic agents from industry to the NIH: Major roadblocks to clinical research at the NIH, prepared by Dr. Waldmann. In this document, Dr. Waldmann explained that, in some specific cases, transfer of an industry-patented therapeutic agent to the NIH for clinical trials has not been possible because NIH technology transfer regulations are unacceptable to the companies. These issues are having a profound impact on the research conducted by intramural investigators. Dr. Waldmann proposed that members of the CEI also join the Clinical Immunotherapy Interest Group in an effort to address these problems and eventually modify the NIH policy in select cases in order to allow interactions with the industry that are essential for NIH research.

In brief, Dr. Waldmann suggested requesting that the Office of Technology Transfer (OTT) maintain a list of agreements between industry and NIH that failed due to NIH regulations; requesting a reader-friendly outline of NIH material transfer regulations so that investigators know how to proceed and what options and possible waivers are available; loosening NIH regulations in special, critical cases; allowing the production of GMP-grade agents for limited use at the Clinical Center; and inviting Dr. Michael Gottesman, NIH Deputy Director for Intramural Research, to a CEI-SC meeting to discuss these issues. The CEI-SC unanimously agreed with Dr. Waldmann’s proposals.
CEI-SC members also discussed the conditions under which synthesizing industry-patented therapeutic agents should be allowed, the regulations that should be applied, the particular cases in which this production is currently permitted (e.g., national emergency under the Public Health Service Act), the effects this would have on NIH interactions with industry, and the potential unwelcome consequences. Given the different opinions regarding the feasibility of this approach, the CEI-SC decided to request Dr. Sausville, Associate Director, Developmental Therapeutics Program (DTP), NCI, to clarify some aspects of this issue and explain the position of the DTP.

Dr. Zoon updated the CEI-SC on the status of the negotiations with Amgen. Dr. Mark Rohrbaugh, Director of the OTT, is committed to solving the material transfer problem with this company. He has requested all the Institutes to provide information about their problems establishing MTAs and CRADAs with Amgen and has discussed this issue with Dr. Perlmutter, Amgen’s Executive Vice President for Research and Development. Dr. Zoon explained that the difficulties apparently lie in the negotiations with Amgen’s legal department, but some special agreements may be developed to allow material transfer to NIH. Also, Amgen will provide a written statement clarifying that it has no intention of enforcing its patent rights against Government or nonprofit institutions. Amgen will work with the OTT to develop a new model of Materials Cooperative Research and Development Agreement (MatCRADA), based on a clear definition of the derivatives and royalty-free internal use license for new inventions. With respect to the use of limited quantities of biological materials no longer used at Amgen/Immunex, Amgen will allow the NIH to decide which intra- or extramural researchers may receive these reagents. In addition, a special agreement was achieved on Glial Cell Line-Derived Neurotrophic Factor (GDNF) through the intervention of advocacy groups. In summary, there has been some progress in the negotiations, but at a slow pace. Dr. Zoon suggested that prioritizing the list of desired products might help expedite the acquisition process for specific agents before a more general strategy for material transfer is developed.

Dr. Oppenheim argued that Amgen scientists are eager to interact with the NIH and that NIH may be overstepping the bounds that industry considers reasonable. He would like NIH administrators to intervene and change the NIH rules.

Dr. Rosenberg added that the strict confidentiality agreements requested by industry should not be accepted by the NIH because they forbid discussion of scientific information on cancer research with any other individuals, including other investigators. Dr. Zoon suggested finding out what the current NIH policies on confidentiality agreements are.

The CEI-SC decided to request Dr. Gottesman, Ms. Maurey, and Dr. Rohrbaugh to address these issues at the next CEI-SC meeting.

Addendum: After consultation with Dr. Barrett, Dr. Zoon decided to invite only Dr. Rohrbaugh and Ms. Maurey to discuss technology transfer issues at the next CEI-SC meeting.

identification of barriers for translational Immunology research and discussion of potential solutions

Dr. Pastan pointed out that it would be helpful for NCI investigators to know how Investigational New Drug (IND) applications and clinical protocols submitted to the Cancer Therapy Evaluation Program (CTEP) are reviewed and processed and how this process can be tracked. Dr. Zoon will invite CTEP representatives to a CEI-SC meeting to discuss this and other questions, such as the support CTEP can provide to NCI IRP investigators and how to improve interactions between the IRP and CTEP.

Dr. Guroff asked about the current CTEP policy regarding HIV vaccines. It was explained that to avoid duplication of resources and efforts regarding HIV-related products, a division of functions between NCI and NIAID has taken place. In this context, DTP performs preclinical testing of HIV vaccines, and most clinical trials are conducted through the NIAID program for HIV vaccines. CTEP does not hold the INDs for the HIV vaccines. This issue will be also discussed at another CEI-SC meeting, with the participation of Dr. Shoemaker, Chief, Regulatory Affairs Branch, CTEP.

strategic discussion on the future of immunology at the nci

Dr. Zoon mentioned that during informal discussions about the CEI at the Board of Scientific Counselors meeting, it was noted that a number of laboratory chiefs would retire in the next few years. This raised the question of how immunology research would be structured at the NCI in the future. Although CEI-SC members declined to comment extensively on this issue at this time, they expressed concern because recruitment of postdoctoral researchers who could eventually become Principal Investigators is becoming increasingly difficult. They stated that innovative strategies for the recruitment and retention of outstanding researchers, both from United States and overseas, are needed. Dr. Berzofsky requested that the issue of postdoctoral/researcher recruitment be discussed at a future CEI-SC meeting. Dr. Zoon also encouraged the group to explore the possibilities offered by the Oak Ridge Institute for Science and Education (ORISE) Senior Fellow Program at NIH (http://www1.od.nih.gov/oir/sourcebook/prof-desig/orisedescription.htm).

PRESENTATION: “Preclinical Models Initiative.” Dr. Lyuba Varticovski, Staff Clinician, Office of the Director, CCR, NCI
Dr. Varticovski explained that the Preclinical Models Initiative originally derived from the Preclinical Models Working Group but that the project is currently being developed by the Preclinical Strategy Team under the aegis of the CCR. She indicated that this initiative is unique to NCI because of the availability of in-house transgenic models and new NCI-developed therapeutic drugs.

Dr. Varticovski explained the importance of developing appropriate preclinical mouse models for testing and improving new drug therapies. Classic empiric oncology is increasingly transitioning to molecular-based oncology, and mouse models allow for rapid testing of the hypotheses generated by new molecular approaches. Current tumor xenograft models are heterogeneous, and responses to drugs are poorly characterized. Tumor-bearing genetically engineered mice offer “a fresh start,” and a variety of genetically modified mouse strains are available for testing. A consistent model is difficult to obtain, though, because genetically engineered mice develop tumors at different times; that is why the Preclinical Strategy Team proposes transplanting tumor explants and tumor cell suspensions from genetically engineered mice. If successful, these would provide homogenous cohorts of mice for drug therapy testing. Dr. Varticovski explained that cell suspensions are preferable because at the beginning, the tumors lack structure, and the cells can be implanted orthotopically and orthopically. The impact of the immune system on tumor development and response to therapy can be assessed by implanting the explants or cell suspensions into both syngeneic and nude mice. Also, metastatic models can be established after resection of the primary tumors. Tumor-bearing mice can then be treated using conventional therapies, and new drugs can be added to define response to new therapies and combination therapies. The list of NCI mouse models can be found at http://emice.nci.nih.gov/emice/mouse_models. Dr. Varticovski (varticol@mail.nih.gov) or Dr. Glenn Merlino (merlinog@dc37a.nci.nih.gov) can provide information about other unpublished mouse models that are available.
Dr. Varticovski summarized an ongoing pilot project to study the feasibility of transplanting cell suspensions. In collaboration with Dr. Hollingshead at NCI–Frederick, several representative tumor types have been implanted in the mammary glands of both syngeneic and nude mouse strains. Preliminary results are promising because the cell suspensions form tumors in the implanted mice. Also, there appears to be a difference in tumor growth between nude and syngeneic mice, although this observation has to be confirmed.

CEI-SC members were very interested in the immunological aspects of the project. They suggested using mice defective for specific lymphoid cell populations and manipulating the mouse immune system to allow a more specific assessment of the immune system’s contribution to tumor development and response to therapy.

Dr. Zoon adjourned the meeting at 5:50 p.m.

The December 23, 2003, meeting has been canceled.

Next Meeting: January 27, 2004, at 4:15 p.m.
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