NCI Mammary Mouse Models Collective (MMMC)

Minutes of Meeting—May 15, 2003

Building 41, Conference Room 507

1:00 p.m.–2:30 p.m.

Next Meeting: TO BE DETERMINED

Bethesda: Building 41, Conference Room 507

Frederick: Building 549, Conference Room B

Key West Center, Room 300

Lombardi Cancer Center, Georgetown University

ACTION ITEMS:

MMMC Members

· Reply to the e‑mail from the MMMC listserv moderator if interested in retaining a subscription to the MMMC group or e-mail directly to Mel Simpson at msimpson@novaresearch.com 

· Notify Jeff Green (jg155c@nih.gov) of the names of potential MMMC seminar speakers.

Steering Committee Members

· Organize the schedule and format of roundtable discussions, workshops, and seminars in collaboration with Barbara Vonderhaar.

Lalage Wakefield and Gil Smith

· Consider approaches that can be taken by the MMMC to investigate cancer stem cells with the objective of organizing a workshop.

SEMINAR:

Professor Eva Lee, University of California, Irvine, presented a well-received talk entitled “Somatic mutations of p53 lead to estrogen receptor alpha-positive and negative mouse mammary tumors with a high frequency of metastasis.” As this work is unpublished, no summary is provided.

UPDATES AND NEW BUSINESS

Dr. Jeff Green provided an update on recent MMMC activities and made announcements about new items for consideration.

The MMMC listserv is being updated; members who wish to remain on the list should reply to an e‑mail to be sent by the listserv moderator. Lack of response will be taken as a desire not to be included.

Dr. Green would like the regular MMMC seminar series to continue; he solicited members for suggestions of outside speakers. To help with this, and to “invigorate” the Collective, it was decided that the MMMC Steering Committee be reinstituted. Each member of the Steering Committee will be responsible for inviting one person to give a seminar. It is hoped that there can be at least one more seminar before the fall. One suggestion was to hold workshops similar in format to those run by the Breast Cancer Faculty but focused on mouse model issues. Feedback on this idea was requested.

Dr. Green also reported that the RFA grant—over 230 pages in length—was submitted. The final document focused on three main areas: new mouse models, metastases, and use of the models for translational research. There will be no official response until September.

Dr. Green also introduced an initiative from Dr. Carl Barrett’s office to apply effective models to preclinical testing and chemoprevention. Members were asked to consider identifying several models across distinct organ sites that could be useful for testing different types of compounds. Dr. Green explained that he and Dr. John Weinstein proposed a cell line approach that “migrates” into a transplantable tumor model approach and then into a model that develops spontaneous tumors. Members who have ideas for selecting appropriate models are encouraged to contact Dr. Green.

Dr. LyubaVarticovski offered to provide assistance and advice in coordinating intervention experiments (e.g., molecular targeting or conventional therapy) relevant to human disease. Dr. Green drew parallels with the outside expertise provided by Dr. Mike Sporn, who visits the NIH campus monthly to support chemoprevention initiatives.

Dr. Barbara Vonderhaar described the Breast Cancer Faculty’s roundtable discussions, held Mondays from 3:00 to 5:00 p.m. Although the format of the Faculty’s weekly meetings can vary, MMMC members agreed that roundtable discussions targeted at a specific topic were the single most useful format for exchanging ideas and brainstorming, especially with an interdisciplinary group. Dr. Vonderhaar invited MMMC members to participate in the fall Breast Cancer Faculty roundtable discussions and observe how these sessions are conducted and organized.

Dr. Vonderhaar also suggested that the MMMC hold a brainstorming session with the Breast Cancer and Prevention Faculties, as well as other interested faculties and groups, to discuss specific preclinical work that these groups could undertake. One outcome from these sessions might be a multidisciplinary retreat.

Dr. Green announced a meeting, to be organized by Professor Bob Cardiff at UC–Davis, focused on preclinical applications of mouse models as well as other topics that may be of interest to MMMC members.

Dr. Lalage Wakefield suggested that it would be useful for the MMMC to make a priority the grading of the mouse mammary tumor tissue array for different potential molecular targets. This would assist in determining the molecular alterations that occur in each model and would provide a better idea of which models are suitable for investigating therapeutic interventions. Dr. Miriam Anver confirmed that the tissue array is nearly ready.

Dr. Green proposed collating published array data from both mouse and human mammary cancers to obtain a list of genes (with signature profiles) that can be analyzed without the need to process raw data. This could be tied to the efforts of other groups for all pertinent organ systems and placed on an NCI server. Given the amount of data currently available, it was felt that this effort should be undertaken as soon as possible, as it would be likely to gain the support of the CCR Director.

Dr. Wakefield asked whether the MMMC would formally integrate the notion of cancer stem cells into the research to be undertaken by the Collective in the next few years. Other questions raised included: What can the MMMC contribute, and what research questions can be asked that can be answered with mouse models? Should the approach be an independent initiative or should it be under the umbrella of the Breast Cancer Faculty? Members agreed that this would be a suitable topic for a first focus group discussion with the Breast Cancer Faculty. Local stem cell experts could be invited to participate, with the objective of developing recommendations and ideas for future projects. Dr. Gil Smith and Dr. Wakefield agreed to assemble a small group of people interested in this area with the idea of conducting a workshop in the fall.
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