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1. Agenda.

2. IL-15 Mini-Symposium Proposal, by Dr. T. Waldmann.

overview

The Center of Excellence in Immunology Steering Committee (CEI SC) convened its monthly meeting on March 20, 2006, at 3:00 p.m. Dr. Robert Wiltrout provided a brief update on the recently approved NCI budget, and Drs. Al Singer and Diana Linnekin described the progress on the preparation of the CEI‑sponsored conference on basic immunology and the CEI Report, respectively. Dr. Thomas Waldmann led a discussion about the format and content of the proposed CEI‑sponsored mini-symposium on IL‑15.

general update

Dr. Wiltrout explained that the NCI budget for FY2006 has been approved and it is close to the estimates previously calculated. He cautioned that more significant budget cuts are expected for the next fiscal year. CEI SC members expressed concern about the future of the research at CCR in the midst of the foreseen budget restrictions. They discussed strategies to inform lawmakers of the crucial role of the CCR as the flagship in the Nation’s fight against cancer. Research conducted at the CCR has not only led to scientific milestones but it has also generated patents and royalties, and given support to a growing pharmaceutical industry.

Progress update on the 2006 basic Immunology meeting

Dr. Al Singer presented the agenda for the September 28 and 29, 2006 conference entitled “Frontiers in Basic Immunology.” 
Day 1:

Session I: Lymphoid Development and Differentiation.
Speakers: Rémy Bosselut, Laurie Glimcher, Andre Nussenzweig, Al Singer, Harinder Singh, and Juan Zúñiga-Pflucker.

Session II: Cell Signaling and Effector Function.
Speakers: Jon Ashwell, Scott Durum, Shankar Ghosh, Larry Samelson, Craig Thompson, and Tom Waldmann.

Day 2:

Session III: Cellular and Innate Immunity.
Speakers: Chris Biron, Jeff Bluestone, Mary Carrington, Alberto Montovani, Joost Oppenheim, and Giorgio Trinchieri.

The CEI SC expressed enthusiasm about the conference; Dr. Wiltrout anticipated that it would be as successful as last year’s Translational Immunology Related to Cancer conference. Dr. Singer will coordinate the advertisement of the conference with Dr. Diana Linnekin. 

Progress update on the CEI REPORT
Dr. Linnekin explained that the CEI Report covers four key research areas: Immunotherapy, cytokines, cellular immunity, and viral immunology. The report is based on the booklet prepared for the Translational Immunology Related to Cancer conference (Immunology: Making a Difference Through Basic Discovery, Translation, and Clinical Care), as well as on the 2006 CCR Accomplishments and Vision brochure. New sections include Introduction, Training, and Future Vision. Dr. Jeff Schlom suggested including a list of CCR’s clinical protocols that use immunotherapy. Dr. Linnekin mentioned that the 15-page report will list accomplishments in bullet form and include brief personal stories of CEI members, as well as a series of quotes and pictures, especially from senior staff. She has circulated several versions for review by CEI members and will present a near-final draft at the next meeting. Dr. Linnekin clarified that the audience targeted by the report includes other scientists, members of NCI Boards, and Congress. She noted that the report may also be used as a recruiting tool. The report will initially be mailed to Cancer Center directors, and will be part of the documentation provided to NCI Board members. It was suggested that the mailing list be expanded to include immunologists around the country, as well as to clinicians who might be interested in referring patients to the CCR.

discussion on the mini-symposium on il-15
Dr. Wiltrout presented Dr. Waldmann’s proposal for a CEI-sponsored mini-symposium on interleukin-15 (IL-15) set up in conjunction with the NIH Cytokine Interest Group led by Dr. Howard Young. The mini-symposium would be held at the NIH Lipsett Auditorium on October 30, 2006, from 10:00 a.m. to 5:00 p.m. Presentation topics would include the basic biology of IL-15 (mechanism of action and role in the life and death of lymphocytes), as well as its potential clinical uses in cancer therapy and vaccines, including approaches to block the action of IL-15 for the prevention and treatment of leukemia or lymphoma associated with inflammatory autoimmune disorders. Potential speakers include Drs. Rafi Ahmed, Jay Berzofsky, Michael Caligiuri, Bana Jabri, Averil Ma, Nicholas Restifo, Jonathan Sprint, Thomas Waldmann, and David Weiner. The mini-symposium could also include a small poster session and a panel discussion on challenges and opportunities of IL-15. 

Dr. Wiltrout contended that the mini-symposium is timely as many researchers in the CCR are working on different aspects of IL-15. He suggested that participation be limited to NCI and NIAID investigators. CEI SC members explained that the mini-symposium would afford a unique opportunity for a needed interaction between basic researchers and clinicians interested in IL-15; they suggested inviting a representative of Amgen, the company holding the patent on IL-15, to the panel discussion.

Dr. Waldmann listed a number of potential participants and debate points for the panel discussion: a BDP representative to explain the challenges for cGMP production of IL-15; Dr. Cliff Lane to explain the possible benefits of adding IL‑15 to the HAART therapy for AIDS; and an FDA representative to specify the science that will be needed before IL-15 can be administered to humans, given its particular mechanism of action (IL-15 is normally presented by its receptor, IL‑15Ra on antigen-presenting cells to target NK and memory-like CD8/IL-15 cells but does not normally act as a secreted cytokine like IL-2). Dr. Waldmann is especially interested in discussing at the mini-symposium which studies in rodents and non-human primates should be conducted in preparation for a clinical trial; how toxicology, pharmacokinetics, and immunogenicity of IL-15, as well as its effects in NK and CD8 cells, could be addressed in an initial Phase I clinical trial; how should a more definitive Phase I/II clinical trial be designed; and how IL-15 could be used ex vivo to treat immune cells before infusing them into patients.

The CEI SC believes that IL-15 could first be used in the same cancer types for which IL-2 is indicated––metastatic renal cancer and melanoma. Investigators hope that IL-15 will exhibit similar therapeutic properties to those of IL-2, but without the toxicity induced by the latter. The CEI SC also discussed possible scenarios for using IL-15 in the vaccine setting. With respect to the intellectual property of IL-15, it was mentioned that although Amgen holds the product patent for this cytokine, it should be possible for the NCI to obtain use patents for IL‑15 indications as well as for methods of delivery (e.g., DNA).

Other business
Dr. Wiltrout mentioned that the CEI is in a perfect position to organize focused meetings––such as the mini-symposium on IL-15––that can stimulate discussion, generate good scientific value, and foster interactions between intra- and extramural investigators, while highlighting the vitality of immunology research at the CCR. He suggested that the next CEI-sponsored mini-symposium, following the IL-15 meeting, should focus on the basic biology of interferon-gamma (IFNg) and its role in antitumor responses. This idea was originated in a recent conversation with Dr. Robert D. Schreiber of the Washington University School of Medicine in St. Louis. Dr. Joost Oppenheim proposed including a discussion on the STAT3 pathway. If interested, Dr. Young will be invited to organize the IFNg symposium.

Dr. Rosenberg clarified that the weekly seminar series sponsored by the Immunology Faculty was discontinued because it was not well attended. However, given the interest expressed by the CEI SC, Dr. Rosenberg will resume the series next year.

The meeting adjourned at 4:15 p.m.

Next Meeting: April 17, 2006

Location: Bldg. 31, Room 3A11

Videoconference to Frederick: Not yet confirmed
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