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overview

The Center of Excellence in Immunology Steering Committee (CEI SC) convened its monthly meeting on June 20, 2005, at 3:00 p.m. Dr. Bob Wiltrout provided an update on the recent National Cancer Advisory Board (NCAB) meeting as well as on the NCI’s Inflammation and Cancer Program. Dr. Alexander Zdanov gave a well-received presentation on structural studies of the IL‑10 family of cytokines.

UPDATE ON NCAB MEETING

Dr. Wiltrout briefly updated CEI SC members on the NCAB meeting held June 6–8, 2005. On the first day of the meeting, he and Dr. Lee Helman presented an overview of the NCI Intramural Clinical Program, emphasizing both the distinctiveness of its investigators––which is unrivaled in terms of the interdisciplinary components––and the scientific areas of distinction within the IRP in which CCR is a leader institution––such as immunology and immunotherapy. On the second day of the NCAB meeting, Drs. Helman and Steven Rosenberg gave two excellent, in-depth presentations on clinical advances at the CCR entitled Proteomic Profiling Identifies Prognostic Subsets in Rhabdomyosarcoma and Progress in Development of Cell Transfer Immunotherapy for Patients With Cancer, respectively. A similarly detailed presentation on the NCI Intramural Clinical Program will be prepared for the next Board of Scientific Counselors meeting to be held July 11, 2005.

UPDATE ON the INFLAMMATION AND CANCER PROGRAM
Dr. Wiltrout explained that an NCI Initiative in the areas of inflammation and cancer was timely, given the growing amount of data that support a role for the innate immune system and inflammation in carcinogenesis. The Inflammation and Cancer Initiative will coordinate the efforts of several major CCR Laboratories, including the Laboratory of Experimental Immunology, headed by Dr. John Ortaldo; the Laboratory of Molecular Immunoregulation, headed by Dr. Joost Oppenheim; the Laboratory of Human Carcinogenesis, headed by Dr. Curtis Harris; the Laboratory of Cellular Carcinogenesis and Tumor Promotion, headed by Dr. Stuart Yuspa; and the Laboratory of Experimental Carcinogenesis, headed by Dr. Snorri Thorgeirsson. Also involved will be investigators from the Cancer Prevention and Nanotechnology Science Program and clinicians including Drs. Richard Alexander and Phil Dennis.

Several lab chiefs and PIs met on May 31 to discuss potential Initiative activities and “flesh out” research opportunities. A Steering Committee is preparing a draft of the Initiative, which will be headed by an NCI Program Director. Dr. Wiltrout explained that the Initiative will cover a broad spectrum, including hepatocellular carcinoma and, possibly, colon cancer, with emphasis on more focused areas such as cancer stem cells.

CEI SC members expressed interest in the Initiative and suggested additional areas of focus. Dr. Wiltrout recommended conveying any ideas to Dr. Harris, who will be coordinating preparation of the Initiative draft.

PRESENTATION

“Structural Studies of the IL‑10 Family of Cytokines”––Drs. Alexander Wlodawer and Alexander Zdanov, Laboratory of Macromolecular Crystallography
Dr. Wiltrout introduced Drs. Wlodawer and Zdanov and explained that the goal of the presentation was not only to describe their elegant studies with the IL‑10 family of cytokines, but also to inform the CEI SC about the expertise in structural biology available at the CCR and encourage possible collaborations. Dr. Wlodawer introduced Dr. Zdanov, who gave the presentation.

Dr. Zdanov began by explaining that IL‑10 is an immunoregulatory cytokine produced by different cell types that are primarily immunosuppressive and anti-inflammatory. Several viral as well as cellular homologs of IL‑10 have been described. Dr. Zdanov summarized the signaling pathway of IL‑10, in which the cytokine binds to two receptors: IL‑10 R1 and IL‑10 R2. He presented the structure of the IL‑10 monomer and dimer, as well as the complex between IL‑10 with soluble IL‑10 R1 (the extracellular portion of the receptor). The ternary complex between IL‑10, IL‑10 R1, and IL‑10 R2 was modeled based on other cytokine-receptor complexes. He continued by describing the cellular homologs of IL‑10 (IL‑19, IL‑20, IL‑22, IL‑26, and INF-lambda 1, 2, and 3), their different structures, and how they bind to different combinations of receptors. Future plans include attempting crystallization of some relatively stable ternary complexes involving IL‑19 and IL‑20. Dr. Zdanov concluded his presentation by stating that structural information obtained on binary and ternary complexes should provide a background for the design of new small-molecule agonists and antagonists.

CEI SC members discussed the role of the IL‑10 family of cytokines and how their different structures and receptor-binding properties may modulate their functions. Members proposed conducting mutagenic studies to characterize relevant peptides of IL‑10 and its family, as well as possible applications of structural biology to immunology studies—for example, to elucidate differences among HPV strains.

The meeting adjourned at 4:30 p.m.

Next Meeting: To be announced
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