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CALL TO ORDER, OPENING REMARKS, AND CONSIDERATION OF
MINUTES OF PREVIOUSMEETING
DR.J. MICHAEL BISHOP

Dr. J. Michad Bishop cdled to order the 112th meeting of the Nationa Cancer Advisory
Board (NCAB), and introduced guests representing cancer education and research
asociaions and advocacy organizations. He welcomed members of the public and the
press and invited them to submit in writing, within 10 days anty comments regarding
items discussed during the meeting. A motion was requested and made to approve the
minutes of the September 1999 meeting. They were approved by the Board unanimoudy.

FUTURE BOARD MEETING DATES
DR. J. MICHAEL BISHOP

Dr. Bishop cdled Board members atention to the meeting dates lisged in the agenda
Dates have been confirmed through 2001.

REPORT OF THE DIRECTOR, NATIONAL CANCER INSTITUTE
DR. RICHARD KLAUSNER

Personnel Changes. Dr. Klausner announced the retirement of Mr. J. Paul Van Neve
from his postion as Associate Director, NCI Office of Cancer Communications, to work
in the private sector. On behdf of the Board, Dr. Klausner recognized Mr. Van Nevd's
kills, hard work, and loyalty to the Ingtitute over severd decades, as well as his vauable
support in the area of cancer communications. In other changes of import to the NCI, Dr.
Klausner reported that the search for a new NIH Director is progressing rapidly, and that
Representative John Edward Porter, a strong supporter of the NIH and NCI, has
announced that he is stepping down as Chair of the House A ppropriations Subcommittee.

NCI Budget Update. Dr. Klausner reported that the FY 2000 appropriations bill for the
Departments of Labor, Hedth and Human Services (DHHS), and Education, which was
sgned into law the previous week, includes a $2.3B increase for the NIH. The NCI
budget to begin the year is $3.312B ($3.332B as agppropriated, minus a mandated 0.58%
cut to reach a tota levd of government savings), a 14.42 percent increase providing an
additiona $418M in appropriated dollars over FY99 obligations. Dr. Klausner stated that
the proposed operating budget includes a payline a the 22nd percentile for investigator-
initiated grants funded from the Research Project Grants (RPG) pool. The proposed 2-
point decrease from FY99 reflects pressures created by the increase in outyear
commitments for Type 5 grants due to the larger number of awards and higher average



cost per grant. Other pressures on the payline include the increase by 19 percent in dollars
requested for program project (PO1) renewads and the mandated higher pay cap. Dr.
Klausner noted, however, that the number of grants funded within the payline will
increease with the appropriated dollar increase, and that exceptions funding (through
accderated executive review [AER], supplementd, and bridge funding) will add another
18.4 percent to the RPG pool by year's end. Other provisons in the proposed operating
budget were increases in: (1) the new phased innovation awards (R2I/R33) to fund
technologic development; and (2) RFAs digned with the Bypass Budget or other mgor
NCI initiatives (from 10 to 12% of RPG dollars for new and competing grants). Totd
grants expected to be funded in FY99 within the paylines was 1,030, compared with 890
in FY98; totd RPG grants active in FY98 was 3,950, compared with the minimum of
4,766 expected in FY99. Dr. Klausner noted that applications have gone up by amost 37
percent since FY98, compared with a 32 percent increase in grant awards over the same
period.

Dr. Klausner addressed the issue of how the NCI plans to accommodate the provison for
delaying obligation of a portion of appropriated funds until the last day of FY 2000, which
was included in the Labor, HHS, and Education bill. He reviewed draegies being
conddered by NCI dgaff, emphaszing that they will adhere to the principle of not
delaying research. Dr. Klausner then reviewed the process by which divisons develop
and present their budget requests for new initiatives usng a variely of mechaniams,
emphasizing that the divison process incorporates overdl NCI planning processes
embodied in the Bypass Budget, which form the bass for prioritization of projects and
programs. Divisona dlocations in the FY 2000 operating budget as proposed and some
of the initiatives linked to extreordinary opportunities or chdlenge areas of the Bypass
Budget are as follows: (1) a 19 percent increase over FY99 obligations for the Divison of
Cancer Treatment and Diagnods (DCTD) for clinicad trids sysems, drug discovery and
development, diagnogtics, repositories, imaging, and radiation therapy; (2) a 22 percent
increase for the Divison of Cancer Control and Population Sciences (DCCPS) for
intigtives in the aeas of behavior, tobacco, hedth communications, epidemiology,
genetics, and surveillance; (3) an 18 percent increase for the Divison of Cancer
Prevention (DCP) for activities of the Community Clinicd Oncology Program (CCOPS)
and prevention trids, including early detection, chemoprevention, nutrition, and others
and (4) a 16 percent increase for the Divison of Cancer Biology (DCB) to provide
competitive and supplementd funding for collaborative ressarch and for supporting the
Mouse Models of Human Cancer Consortium and other preclinical modds. Dr. Klausner
explained that these preiminary figures are subject to an iterative and apped process, and
could change dightly over the year. In addition, the 1.5 percent reserve maintained by the
Director is distributed as the year progresses to the RPG pool and various programs.

Dr. Klausner then reviewed projections for specific funding lines (1) a 12-13 percent
increase for Cancer Centerd/Specid Programs of Research Excdlence (SPORES)
reflecting the growth in both the number of centers and sze of center budgets, as well as
the proposed expanson of the SPORES, (2) an increase in Training Activities to fund an
edimated 1,708 dots under Nationd Research Service Awards (NRSAS), implementation
of the 5-year plan for the K series awards (KO1 Temin awards, KO7 prevention and
behaviora sciences awards, K23 patient-oriented mentored career award, K24 mid-career



awards, and K22 patient-oriented prevention research award); and (3) a 6.6 percent
increase for the Intramurd/RMS/Control Inhouse line, in particular, to support a vaiety
of programs in the Divison of Clinicd Science (DCS) and to rase funding for the
restructured clinicd trids program to levels recommended in peer review.

Update on Clinical Trials System Restructuring. Dr. Klausner reminded members that
the god of the restructured clinica trials programs is to create a system that is more open
to participation by phydcians, paients, and idea generators from the entire research
community. He briefly reviewed the components of the new sructure and how they will
interact. He announced the award of the contract to WESTAT to develop a single
adminigrative component—the Cancer Trids Support Unit (CTSU)—to manage the
more integrated and interactive open system, with subcontracts to the Codition of
Nationd Cancer Cooperative Groups and Oracle. Key to the effort of improving and
expanding dlinicd trids is the new open menu for dl regidered invedigators and,
eventudly, expanded participation of physcians who are not currently part of the NCI
system. Also critical to the success of the new dlinical trids sysem are the development
of the informatics infrastructure (eg., the Common Data Elements Program), new cancer
communicaions initigtives (eg., the newly redesgned CancerNet), development of a
gmplified informed consent form, and the expaiment to inditute a centrdized
ingtitutiona review board (IRB).

Dr. Klausner noted that the molecular targets discovery program, a Bypass Budget
initiative, ultimately will feed into the dinicd trids sysem. He cited, for example, the
drug development and testing system aimed & molecular targets. Discovery components
of the syssem, some of which dready are in place or planned for initiaion over the next
sverd years, will feed into the Rapid Access for Intervention Program (RAID) for
devdopment and early dinica trids for proof-of-principle, then into the dinicd trids
sysem for definitive testing of the target-based therapies. To illudrae this molecular
targets approach to drug development and testing, Dr. Klausner reviewed data on chronic
myelogenous leukemia (CML) research presented by an NCI intramurd investigator & a
recent meeting of the American Society of Hematology. He presented data supporting the
need for new thergpeutic approaches to CML, traced the discovery of the chromosomal
trandocation as the firs well-defined chromosoma abnormality in cancer, and presented
evidence that the resulting fuson gene product (BCR-ABL) is causative for the
development of CML and, therefore, a credentided molecular target for thergpeutic drug
development. Dr. Klausner then described research by Dr. Brian Drucker (Oregon) and
colleagues that led to the identification of a small molecule—ST1571—that is pecific for
ABL kinase, potent in killing BCR-ABL-expressng cdls ordly bicavalable, and
associated with good pharmacokinetics in anima dudies. A subsequent Phase | clinica
trid of this agent confirmed that the drug was well tolerated a increasing doses, and that
it mediated sgnificant hematologic responses in patients with CML who were refractory
to other therapies. Dr. Klausner reported that meetings have been held with Dr. Drucker
and Novartis to develop plans for a multicenter study to test the long-term and surviva
effects of this promising agent. The sudy will incude types of target assays not included
in the Phase | trid. This initiative would be conddered for addition to the dinicd trids



sysem regtructuring as an accesshle modd of how to develop and design a human
target-basad clinicd trid.

Special Populations Initiatives. Dr. Klausner reported that the recommendations of the
NCAB Subcommittee on Coding will be accepted and implemented by the NCI. The
work of the Subcommittee has been presented to the NIH Council of Public
Representatives and will be disseminated throughout the NIH. He then gave an update on
NCI specid populations initiatives designed to address the issues of unequa burden of
cancer. To respond to the need for diversty of participation in the cancer research
enterprise, total dollars for a variety of training programs will increase by 37 percent: (1)
a 38 percent increase for supplements to RPG grants, specificdly to support minority
ressarchers and training; (2) a 62 percent increase for minority-directed KO1s, (3)
expansgon of a program entitled, Continuing Umbrella of Research Excdlence (CURE),
to link high school dudents to the cancer research enterprise, primarily through
supplements to the cancer centers, (4) expanson of the R25 and K12 programs, (5)
initiation of a new program entitled, Minority Inditution Cancer Center Partnerships
(MICCP), to devdop drong infrastructura and programmatic training, education, and
research linkages between the cancer centers and minority inditutions;, (6) a 20 percent
increase in funding for the Minority Biomedica Research Support (MBRS) program; (7)
development of a new program cdled the Specia Populations Networks to cregte a
natiord infrastructure for cancer control and for linking cancer research and researcht
based information to minority and underserved communities and to a variety of specid
populations;, and (8) planning for the establishment of a Cancer Control Academy on the
NIH campus, which will be associated with the Specid Populations Network. Dr.
Klausner reported that 30 of the 52 gpplications recelved in response to the RFA for the
Network have been approved, many with high scores. About eight projects will be funded
from the $30M sat asde for this 5-year program, and they will enable the cregtion of
infrastructure  in - communities not touched before, incduding Hawaian, Samoan,
Appadachian, AsarAmerican, Native American, Higpanic, and AfricarAmerican
populations. Because of the excellent response, the dollars have been increased to a more
than $50M commitment, which will fund up to 17 Specid Population Network awards.

Dr. Klausner cdlled attention to an editoria entitled "Race and Outcomes: Is this the End
of the Beginning for Minority Hedth Research?' published recently in the Journal of the
National Cancer Institute (JNCI). Written by Dr. Otis Brawley, Director, Office of
Specid Populations Research, NCI, and Dr. Harold Freeman, Chair, Presdent's Cancer
Pane, the aticle is the laest of many aticdles examining the issue of the outcomes
experienced by minorities—when and why they are different. The concluson of these
dudies, as ariculated in the editorid, was that a body of evidence has aready been
developed, which suggests that unequa outcomes are the result of unequal trestment, not
a conseguence of distinct or different diseases. Dr. Klausner announced thet, after
discussions with Dr. Freeman and presidents of maor professona societies, it has been
decided that the NCI will convene a "virtud meeting" in January with leadership of the
professond societies and providers to jointly desgn an extensve educationd campaign.
The campaign will be led and funded by the NCI and will have the gods of promoting
awareness of what is dready known about unequa treatment and of changing behaviors,
even as research continues to specificaly address the underlying causes.



Questions and Answers

Dr. Freeman noted the growing body of evidence that shows the existence of red bias on
the pat of hedth care professonas that seems to be based on race, however
unintentional. He emphasized the need to continue studying the causes, which may go
deep into societa influences, and he suggested that the proposed inititive may go a long
way toward solving the effect, for example, of the many years of socidization individuds
undergo before becoming adults and hedth care professonas. Dr. Sandra Millort
Underwood emphesized the need to aggressively disseminate information about the
traning opportunities that will now be avalable for high school and post-doctoral
sudents in the area of cancer prevention and control. Dr. Richard Boxer noted that the
extent of the problem suggests the need for a broader approach, perhaps one involving
other Indtitutes and possbly the American Association of Medicd Colleges. Dr. Klausner
responded that, because much more data are available on cancer outcomes than some
other diseases, it is likdy that this initigtive will atempt to link the data to NCI's target
audiences—providers of cancer cae. Informaion about the initiagive will be
disseminated to the other Inditutes. In response to a comment from Dr. Elmer Huerta, Dr.
Klausner acknowledged that the proposed initiative addresses only one aspect of the
problem, but noted that the proposed qudity care initiative to be conducted within the
DHHS has the potentid to make an impact across the federd government in addressing
the problem of unequd trestment for the un- and underinsured. Dr. Bishop emphasized
the importance of reaching practicing physcians, because much of what is taught through
medica school curricula (eg., éatitude toward patients) is overridden once the student
beginsto rely on role models.

LEGISLATIVE UPDATE
MS. DOROTHY FOELLMER

Ms. Dorothy Fodlmer, Director, Office of Legidation and Congressond Activities
(OLCA), reviewed events that occurred during the closing weeks of the first sesson of
the 106th Congress. She presented a summary of the report language accompanying the
generous increases included in the FY 2000 appropriations bills in the House and Senate,
indicating specific aeas of interet of vaious members and the appropriations
subcommittee. She reported that authorizing legidation has been  introduced—stand-
done hills, which if enacted would ingtruct the NIH or NCI on specific areas where
additional focus is needed. Thee aeas of congressond interest include (1) hedth
disparities and the need to devate the current Office of Minority Hedth Research to
center datus, (2) biomedica imaging; (3) the need to create an NIH Center for Socid
Work Research; and (4) the need to establish an NIH Office of Autoimmune Diseases.

Looking ahead to the second sesson of the 106th Congress, Ms. Fodlmer commented
that, in addition to the loss created by the retirement of Mr. Porter from his postion as
Chair, House Appropriations Subcommittee, the NIH and cancer research will lose
another source of strong support with the announcement that Senator Connie Mack will



not seek redection. Legidaive activities for the second sesson incdude (1) the
posshility of further legidation to adequatdly address the issue of confidentidity of
medica information perceived as not being met by the proposed DHHS regulations, to
follow up on requirements of the Hedth Insurance Portability and Accountability Act; (2)
the introduction of severa proposds in the area of managed care reform and patient bills
of rights and (3) the introduction of House and Senate hills in the area of group hedth
plans, one with and one without provisions related to clinica trias access.

In closng, Ms. Fodlmer cdled attention to the State Cancer Legidative Database
(SCLD) Update included in the meeting notebooks, and asked Board members to indicate
to the OLCA whether they wanted future Legidative Update packets to include a copy of
this quarterly publication. The SCLD Update is a product of the SCLD Program, which
was recently transferred to the OLCA from the DCCPS; it presents areview of 11 mgor
categories of legidation enacted at the Sate level.

Questionsand Answers

In response to a question about state use of tobacco settlement money, Dr. Robert Croyle,
Asociate Director for Behaviord Research, DCCPS, noted that the date settlement is
being tracked closdly by the DHHS Office of the Secretary, Surgeon Generd's Office,
and NIH. Dr. Croyle dated that only 13 states have addressed the issue or taken any
action. He described DHHS initiatives being consdered to provide information in the
aess of cancer prevention and control (particularly, smoking prevention, cessation,
treatment, and research) that could be used in date legidative sessions to be hed in
coming months. Ms. Fodlmer added that there are redrictions as to what the federd
government can suggest. In response to a question from Mr. James McGreevey, Dr. Fine
reported that the NCI re-rdeased an RFA on sate and community tobacco control
research with the anticipation that $16M will be dlocated per year. The god of this
project is to creste a large community intervention tobacco research partnership in which
the NCI provides the dates linkage to research into best practices and how to evauate
programs for cancer control.

PRESIDENT'S CANCER PANEL REPORT
DR. HAROLD FREEMAN

Dr. Harold Freeman, President, North Generd Hospita, and Chair, Presdent's Cancer
Panel, reported that four meetings have been held over the past 6 months as part of the
Pand's effort to evaduate the National Cancer Program (NCP). He reminded members
that the Panel was created in 1971 by the Nationa Cancer Act with the statutory misson
to monitor the development and execution of NCP activities and report annudly to the
Presdent. The Pand dso is mandated to bring to the immediate attention of the Presdent
any delays or blockages in the rapid execution of the Program. Dr. Freeman noted that
the Pand began to address evaduation of the NCP at the July meeting in Boston, when it
focused on the following questions: what was the original concept of the NCP, and how
was the program envisoned by its crestors? The Pand consdered changes in the



environment, hedth care system, and focus of research over the intervening years as
important to the undersanding of the datus of the progam today. Other discussons
focused on coordination of the NCP and planning. Two questions framed a the July
meeting for further consideration were: (1) how should the scope and purpose of the NCP
be framed for the next century, and (2) how and by whom could such a program be
implemented? On the bass of findings a the four meetings and the recommendations for
improving the NCPs desgn included in the Subcommittee to Evauate the Nationd
Cancer Program (SENCAP) report, the Panel developed a concept paper. In the draft of
the paper, the Pand discusses indicators for change in the national response to the cancer
problem, and presents suggestions for revitaizing the nationd response to cancer as
folows (1) muger the politicd and public will to address this hedth care criss, (2)
edtablish a nationad mechanism for a concerted naiond effort; (3) increase public and
hedth professond awareness of the magnitude and components of the problem, and
what is dready known about prevention, detection, and treatment of cancer; (4) increase
the focus on patient outcomes reative to discovery; (5 ensure the dability of the
workforce of cancer care givers, researchers, and the academic ingditutions in which they
receive training; and (6) find a means of providing al people with appropriate cancer care
(from risk assessment through end-of-life care). The concept paper concluded with a list
of overarching and specific questions needing to be addressed to achieve a change of
sufficient magnitude to reduce cancer incidence and mortdity. Dr. Freeman noted that the
find report is being written with the hope that the recommendations contained therein
will be productive and will promote a greater understanding of the issue of cancer in
America

Questionsand Answers

Ms. Ellen Stovadl commented that the didtinction between hedth services research and
deivery of care versus hedth and cancer research should be defined and didtilled in
communications messages to the public. Dr. Philip Schein noted that the current budget
increases will spur much new research and information, but a the same time, resources
and infrastructure to trandate this information, both in terms of the clinicd aspects of the
comprehensve NCI program and of ddivery into the community, are being diminished
(e.g., hospitals being closed, medical schools placed in jeopardy). He noted that Congress
needs to recognize trandation as part of the continuum and support the entire process.

OFFICE OF MANAGEMENT RESTRUCTURING
MS. MARYANN GUERRA, M S. CHRISTINA BRUCE

Ms. MaryAnn Guerra, Deputy Director for Management, NCI, presented an update of the
NCI Office of Management (OM) redtructuring, undertaken in response to
recommendations for adminigrative reform in the June 1995 Bishop-Caabres Report.
She briefly described the first structure implemented from October 1995 to July 1998, in
which the Office of Adminidrative Management was sparated into an Office of
Extramural Management and an Office of Intramurd Management. Ms. Guerra noted that



the OM was subsequently reorganized to diminate the disrupted communication between
the extra and intramurd programs, redundant functions, confused business processes,
and unhedthy competition between adminidrative units, which were the unanticipated
outcomes of the fird management experiment. She dated that the redignment was
caried out according to principles established to build a management infrastructure thet
would adapt and respond to change, address customer service requirements, integrate best
busness practices, reflect functiond aea responshilities, and facilitate communication
and interaction. In the new OM integrated organization, the Deputy Director for
Management podition was created to permit gpplication of important business principles
across dl of the NCI, and the various branches with related functions were aigned to
creete interactive groups that work together under a unified leadership.

In the Adminigrative Operations Group, which reports to the Deputy Executive Officer,
the Adminigrative Resource Centers (ARC's) were coupled with the Human Resources
Management and Consulting Group to ensure ongoing communication; the nove
adminigrative resource center concept from the previous dructure was retained to
support  divisons, offices, and program daff a the locd level; and the podtion of
comprehensve administrator was developed with fully delegated human resource budget
and acquistion authority. The Technology Devdopment Commercidiza-tion, Grants
Adminigration, Research Contracts, and Frederick Contract Branches were redigned
under one leadership as the Busness Operations and Development Group. The
Information Systems and Computer Services Group was formed to integrate information
technology functions under a angle leadership.

Ms. Guerra reported that severa new offices aso were created to respond to specific
recommendations in the Bishop-Cadadores Report, including: (1) the Office of Space and
Fecilities Planning to cope with current space requirements and develop a drategic plan
to accommodate future growth as outlined in the Bypass Budget; (2) the Strategic
Technical Review and Innovative Initiatives Core (known as the Strike Force) to serve as
a resource for NCI gaff in identifying and solving adminigrative problems, and (3) an
expanded Office of Management Andyss to include formd evdudion of adminidrative
performance, obtain customer feedback, oversee management controls, and develop NCI
policy documents, and (4) the Office of Diversty and Employment Programs (ODEP).
Ms. Guerra introduced the newly appointed ODEP Director, Ms. Christina Bruce, to
describe the new office.

Ms. Bruce lisged the NCl's diversty and employment chdlenges and noted tha the
ODEP was cregted to emphasize commitment to diversty by creating a comprehensve
program that brings together and supports innovative recruitment and retention programs,
regpondve equa employment opportunity (EEO) programs, and qudity of workl/life
(QWL) programs supporting employees a al stagess Ms Bruce described the
organization and daffing of the new ODEP and reviewed the gpecific programs (both
planned and dready operational) and accomplishments of the EEO, QWL, and
Recruitment components.

Ms. Guera concluded the update by demondrating how the thematic threads—
patnering, adminidrative  respondveness,  dmplification,  communication,  and
evauation—were woven into the fabric of the NClI community to inditutiondlize NCI



management principles, activate the organizaion, and integrate the themes. She described
new programs, behaviors, and initiatives that have been implemented in each area and
reviewed the management lessons learned from the two experiments in organizationd
restructuring.

DHHS CONFIDENTIALITY OF MEDICAL RECORDS REGULATIONS
MS. MARY MCCABE AND DR. LANA SKIRBOL

Update of NCI Best Practices Models Development. Ms. Mary McCabe, Director, Office
of Clinicd Research Promotion, presented an update on an NCI initiative that evolved
from the NCAB discusson in the spring of the NCI White Paper on confidentidity, data
security, and cancer research. Two points in the document that formed the impetus for
action were that the research community must make certain that srong date-of-the-art
security measures are developed and in place for ensuring the confidentidity of daa
related to research participants, and (2) that the concerned communities should come
together to identify best practices where they exid, identify gaps, and propose new
procedures or mechanisms as needed. In the plaming for this confidentidity initiative,
NClI daff made the decison to include the entire oncology community and address the
breadth of cancer clinica research. Working groups were formed to focus on dlinicd
trids, databases and survellance, epidemiology, geneticss and human Specimen
resources. A li of dements for best practices models was developed to ensure a
comprehensve agpproach while dlowing for debate by the working groups in ther
specific areas of research. Ms. McCabe briefly reviewed the nine dements that were
deemed requirements for uniform and comprehensve practices modds.  Ther
development was guided by the principle that dthough the public benefits from research
usng identifiable data that are sufficiently important to warrant access by qudified
researchers, individuas paticipating in research have the right to expect that ther
identifiable datawill be kept private and protected from unauthorized use.

Ms. McCabe reported that a preiminary meeting was held in October, during which a
smal group of researchers, patient advocates, and informatics experts drafted best
practices documents to be used in a larger meeting that included representatives of dl
concerned communities. The second meeting was held the previous week, during which
the working groups co-chaired by NCI daff and extramura investigators, about 120
participants in al, reacted to, redefined, added to, and changed the draft best practices
documents according to the specific focus areas. Paticipants a the larger meeting
included researchers, patient advocates, informatics experts, ethicigts, policy experts, and
representatives from professona societies, the pharmaceutica industry, and other federd
agencies. Ms. McCabe dated that the find drafts of the best practices models are in
process and will be published on the NCI Web Site for comment by participants in the
meeting and by NCAB members. On the basis of these comments, a unified document
relating to the five specific areas will be developed for ddivery to the Indtitute. Following
that, a discusson will take place to develop an implementation plan, NCI's role in such a
plan, and resource implications of the modds that will have been proposed by the
inclusve community. Dr. Klausner added that NCAB members will be provided with
updates on the development of best practices modes, implementation plans, and



resources needed. In a future meeting, the Board will be asked to consder, for example,
whether there are policies that should be adopted for grantees and contractees, whether
the modds should be informationad or regulatory, and whether there are policy
implications for the Inditute and information that can be shared across the NIH and with
other federd agencies.

Ms. McCabe noted that participants in the second meeting had been given the additiond
task of making comments within ther working groups on the DHHS proposed rule
"Standards of Privecy for Individudly Identifisdble Hedth Information” to capitdize on
the opportunity presented by the timing of the meeting. The working groups, with the
help of a summary provided by the NIH Office of Science Policy (OSP), were able to
consder the draft rule as it relates to research and their comments will be forwarded to
the DHHS.

Questionsand Answers

In response to a question from Dr. Phillip Sharp, Ms. McCabe noted that the subset of
paticipants a the meetings included representatives only from managed cae
organizations that collaborate in NCI-sponsored research, because the focus was on
research information rather than the entire spectrum of hedth information. In response to
a question from Mr. McGreevey, Dr. Robet Wittes, Deputy Director for Extramura
Science, reminded members that the NCI initigtive to develop best practices models had
nothing directly to do with the timdines for the DHHS rule that were unfolding. He
noted, however, that if Congress were intereted once agan in introducing nationd
privecy legidation, the expertise embodied in the NCI document would likdy be taken
into consideration. In response to a question from Dr. Sharp, Ms. McCabe stated that the
working groups have deiberated on the issue of future use of data and human specimens,
and recommendations for a consent process tha will dlow for future research will be
included in the final document.

Update on DHHS Proposed Rule. As background to the update, Dr. Lana Skirball,
Director, OSP, NIH, reminded members that DHHS authority for developing hedth
privacy regulations was triggered when Congress did not enact comprehensve privecy
legidation for hedth records by August 21, 1999, as mandated in the 1996 Hedth
Insurance Portability and Accountability ACT (HIPAA). The notice of proposed rule
making (NPRM) was published in the Federa Regiser on November 3, with comments
due January 3, 2000, and a deadline for promulgation of February 21, 2000. Dr. Skirboll
dated that the proposed rule entitted "Standards for Privacy of Individudly Identifiable
Hedth Information” was crested within the context of HIPAA, which lacked sufficient
authority to put a sufficiently protective privacy regulation in place, and that the DHHS
believes a comprehensve federd hedth privacy law is needed. She emphasized the need
for the public sector and researchers to engage in discussons with Congress if hedth
privacy legidation is introduced in the future. Dr. Skirboll then reviewed and eaborated
on the key points about the proposed rule, key definitions, and frequently asked research
related questions that were included in the background information provided by the



DHHS to inform discusson during the comment period. She briefly reviewed new
procedures that will be required of researchers and covered entities (e.g., hedth care
providers, hedth plans, and hedth care clearing houses) and changes that would occur if
the proposed rule goes into effect as written. In signing the NPRM, the intent was to
dimulate the broadest possble discusson across the nation, andyze the impact, and
dimulate changes. Dr. Skirboll noted that the DHHS has requested an andyss of the
fiscd impact of this regulation on extramura researchers. Dr. Klausner commented on
the need to use concrete examples in evauaing the pragmatic implications of the rule.
Dr. Skirboll stated that the NIH will develop a @mposite response to the NPRM, taking
into account the planned NCAB discusson and comments received from public entities.
She welcomed additiona questions for response either by her office or Ms. McCabe's, as
well as specific examples of research that would be affected by the proposed rule.

Dr. Schein and Dr. Susan Love were asked to provide initid comment on behdf of the
Board. Dr. Sharp commented that the proposed rule appeared to have been provoked
more by the perceived threat of a new era (i.e, centrdized databases, new informatics
programs, eectronic communication of data) than an actud problem, raisng the question
as to whether the proposed rule is an appropriate reaction. The era of genetics and the
potentil consequences of unwanted disclosure were identified as other issues to be
consgdered. Dr. Schein suggested that the NCI is a stakeholder if there is bad legidation
or if there are incidents of disclosure that impact the ability to fulfill its misson; the NCI,
therefore, must be engaged in the rule making process and proactive in developing its
own best practices. Dr. Love commented on the implications to research of the imminent
and potentidly widespread use of eectronic medica records that can be accessed either
by physician or patient. She suggested the need for the NCI to be actively involved in the
legidative process, and to work toward combining patient authorization into the informed
consent form as a smplification measure. Dr. Peter Kirchner asked for clarification of the
IRB's role in classfying information generated during research for release to the patient if
patients are given access to their own research information, as proposed in the DHHS
rule. Following the discussion, it was decided that NCI's draft response to the NPRM
would be didributed to Board members as soon as it is findized, with a late January
deadline for receiving input and comments for incorporation in NCl's officid response.
The decison as to whether the Board would comment individudly or through a
subcommittee was postponed until the New Business sesson on the following day.

IDENTIFICATION OF MOLECULARLY AND CLINICALLY DISTINCT
TYPESOF
DIFFUSE LARGE B-CELL LYMPHOMA BY GENE EXPRESS ON PROFILING
DR. LOUISSTAUDT

Dr. Louis Staudt, Senior Investigator, Metabolisn Branch, DCS, who has been actively
involved in the Cancer Genome Anatomy Project (CGAP) and is a recipient of Director's
Chdlenge funding, reviewed research ongoing in his laboratory on new genomic
gpproaches to sudying gene expression in cancer cells and the dlinical implications of
this research. Immediate gods were to look specificdly a cancers of the lymphoid
gystem to: (1) address how these cancers relate to norma lymphocyte development and



discern the influence on clinicd behavior; (2) gain indghts into the pathology of human
lymphomas to better understand how these cancers can be trested; (3) define diseases
within a disease on the basis of gene expresson; and (4) conduct the research in the
context of patients who have received standard trestment and for whom clinical records
ae avaladle to test the vdidity of the new molecular classfications and ther impact on
the patient (e.g., response or resistance to treatment).

Dr. Staudt first demonstrated how the technologic tool cDNA microaray andyss of gene
expresson was applied in this research to define subgroups of cancer patients with
related gene expresson profiles. He presented the oncologist's view of how B-cdls
develop, leading to the hypothesis that many of the common non-Hodgkins lymphomas
derive in some fashion from a gemind center B lymphocyte or from a cdl in a laer
dage of differentiation. He then described the research stages in his laboratory with
collaborators, and across the NCI, to test that hypothess, including: (1) condruction of
the normdized cDNA germind center B-cdl library, which was subsequently sequenced
deeply as pat of the CGAP initiaive, (2) creation within the NCI of an informatics
plaform to andyze germind center B-cell sequences, and (3) use of cDNA clones from
this and other Iymphoid cDNA libraries to make a specidized microarray—the
lymphochip— devoted to the study of norma and mdignant lymphocytes. Dr. Staudt
noted that the current verson of the lymphochip microarray contains about 18.5 thousand
cDNAs, about 3.5 thousand of which are named genes and the rest ESTs from the
gemind center library, representing dgnificant growth from the fird verson of the
lymphochip, which contained 6.5 thousand genes He then demondrated how
experiments are conducted comparing cDNA probes made from clinicd samples to a
reference RNA sample and to other clinicd samples. This methodology was used to
gysdemdicdly andyze gene expresson in norma and mdignant cdls to hdp in
understanding which patterns of gene expresson were due to tumor and which to the host
response.

Dr. Staudt presented a gene expresson map showing their entire data set of 1.8 million
measurements of gene expresson in samples dudied usng 126 arays. This map
contained many gene expresson sgnaures (i.e, groups of genes that show coordinate
expresson having to do with the cdls in which they are expressed or the physologica
process in which they participate, such as the proliferation cluster signatures) that can be
derived from it. He pointed out that hierarchicd clustering, which can be accomplished
usng only the computer, reveds gene expresson dgmilaities among maignant
lymphocytes in the same diagnodtic category, suggesting tha the diagnoses made by
pathologists can be seen eadsly through gene expression. Dr. Staudt Stated that certain
clugering of tumors with norma cells can be indructive; and as examples of this he
used: (1) the proliferation gene expresson signaiure to show that lymphomas vary in
ther proliferation rate, and (2) the germind center B-cdl sgnature to show that follicular
lymphoma has retained much of the biology of the germind center B cdl. He then
described research intended to determine whether: meaningful ways can be found to
subdivide one diagnogtic category, diffuse large cdl lymphoma, on the bass of gene
expresson. Focusng on the germind center B-cdl dgnaure, these investigators re-
andyzed specimens from diffuse large-cdll lymphomas and segregated them into two



groups based on the expression of germina center genes. They were able to show that the
two types of lymphomas have a different derivation, seemingly from different stages of
B-cdl differentiation, and gppear to be dinicdly didinct subtypes of diffuse large-cdl
lymphoma. Dr. Staudt then described clinica trias conducted in collaboration with the
Univeraty of Nebraska and Stanford University, that appear to confirm this hypothess.
He noted that gpplication of the internationa prognostic index (IP1) to the same group of
patients suggested that the research described is producing new information in that it
gppears to be measuring different aspects of the biology of cancer. He stated that a much
larger multivariate andyss is needed to prove detidticaly that gene expresson profiles
and the IPl are digtinct prognostics.

Dr. Staudt liged the following as conclusons to be drawn from lymphochip gene
expresson profiling of norma and mdignant lymphocytes (1) three groups of
diseases—diffuse  large-cdl, follicular, and chronic lymphocytic lymphoma—can be
diginguished usng the computer to andyze gene expresson; (2) there is condderable
heterogenaity in each of the tumors, but the heterogeneity in chronic lymphocytic and
fdlicular lymphomas remains to be dissected; (3) these cancers can be viewed as having
Separate gene expresson dgnatures that are independently variable and reflect different
biologicd aspects of the tumors, and (4) diffuse large B-cdl lymphoma into subgroups
that have different clinicd behaviors. Future reseerch will focus on molecular sgnding
pathways and patient response to paticular regimens. Dr. Staudt concluded by
emphasizing the collaborative nature of this research and naming the collaborators.

Questionsand Answers

In the discusson, Dr. Staudt answered questions on the following topics. (1) whether
there had been an opportunity to follow progresson of a single tumor from thergpeutic
response to therapeutic resstance; (2) the need to perform gene expresson andyss in
combination with new clinica trids and new thergpies to underdand the relationship of
sdgnatures to clinicad outcomes, (3) whether this technology has been used to find
minimum resdua diseese; (4) how to solve the clinicd research enigma created because
investigators frequently are not dedling with cancers in untrested dtates, (5) whether there
was any corrdaion with known cytogenetic abnormdities;, and (6) whether malt cdll
lymphomas and chronic inflammation had been studied.

Dr. Staudt announced that a meeting would be held the next day to plan for extending the
use of the new microarray technology to study al non-Hodgkins lymphomas. Invitations
have been extended to al dlinical researchers around the world who are likely to have
clinicdl data associated with frozen lymphoma samples. An attempt will be made to
assmilate dl avalable dinicd daa for a definitive gudy of the molecular biology of this
one type of cancer. Dr. Klausner added that the initiative will be a mode for developing
large data sets of dinicd information on samples from untreated individuds to begin
answering some of the questions raised in the preceding discussion.



STRATEGIESFOR DEALING WITH LARGE-SCALE GENE EXPRESS ON
DATA SETS
DR. RICHARD KLAUSNER

As background, Dr. Klausner reminded members that the NCI funds many investigators
to conduct research similar to Dr. Staudt's in a variety of cancers. Chalenges for this type
of research include data acquistion and anadyss and the potentid for sharing data on
arays and clones if amilar technologies were being used by the various laboratories. He
reported that a project has been Started in the context of the Director's Challenge to
develop standards to share andyticd tools and to establish principles and rules to be used
as a community o0 that data can be optimdly andyzed and, ultimately, shared. Dr.
Klausner emphasized that the initiative is intended only to deveop dandards of
interoperability and andytical tools that are needed and to provide a forum where data
can be compared. Updates on thisinitiative will be provided to the Board.

THE NEW CANCERNET
MS. SUSAN HUBBARD, MS. NANCY SEYBOLD

Ms. Susan Hubbard, Acting Director, Office of Cancer Information, Education and
Communication (OCIEC), presented an update on the redesign and launch of the
CancerNet Web Site. Extensive in scope, the redesigned CancerNet currently has more
than 7,000 static pages, about 1.6 million records that can be created into pages on the
fly; 300 peer-reviewed summaries of informaion on genetics, coping with cancer and
cancer treatment, detection, and prevention; 1,800 studies open to accrual, a portion of
which are linked to CancerLit; 10,000 closed clinicd trids, some aso linked to
CancerLit; a cancer service provider directory; 300 NCI publications, access to the
CancerLit database; a dictionary of cancer terms, and links to more than 100 other
cancer-related Web gtes. The information summaries and clinicd tridls are available in
two levds of technicd detal and ae avalable in some cases in Spanish.
Recommendations for the redesgn were developed a a requirements anadysis meeting
held in Chantilly, Virginia

Ms. Hubbard noted that the chalenge in responding to the recommendations were the
need to maintain current PDQ, CancerFax, CancerMail, and CancerNet delivery systems,
develop the new infrastructure; obtain systematic user input on the logic of the desgn and
ease of use reorganize the content into a logicd and scalable architecture, and integrate
content from diverse sources from the Office of Cancer Communicetions and from the
operaing dividons and smplify navigation by users. Principles guiding the redesign
were to determine user needs (accomplished through two online surveys); develop smple
prototypes for testing by actud users, refine prototypes, retest and deploy the first
vearson; verify usaility and user satidfaction; provide multiple peths to the information;
make the dte flat and broad;, and ensure consastent presentation of information throughout
the dte Usability was tested by a spectrum of users with varying levels of familiarity
with the Web, which resulted in the identification of problem aress, such as the need to
eiminate arcane language and switch to text rather than graphic links. Ms. Hubbard
noted that usability testing will be an iterative process as new content is added.



Next, Ms. Hubbard presented an online tour of the new CancerNet Web Site and
conducted a demondtration colon cancer search, illustrating current festures of the search
function and plans for future enhancements. She showed how the search function can
immediately pull up dinicd trids in MedLine form, and noted that it will soon be
enhanced to provide hot links from the abgtracts of reference publications in CancerNet
to the whole article located at the Nationd Library of Medicine's PubMed site.

Continuing the online presentation, Ms. Nancy Seybold, OCIEC, demonstrated festures
of Cancer Trids, NCl's online magazine, and showed how this dte is being redigned to
take advantage of enhancements to CancerNet. Work is proceeding on schedule to launch
the redigned dte within the fird quarter of 2000. Some aess of development are
additions to the base information with features about vaccine thergpy, cancer imaging
research, a dinicd trids primer, and antiangiogeness. On the new dte an entire
navigationa access will be added that will be oriented specificdly toward clinicd trids
information in other NClI Web Sites, to provide easer access. Ms. Seybold concluded by
showing how lessons learned in the usability testing of CancerNet have been gpplied in
the Cancer Trids redlignment effort.

Ms. Hubbard concluded the CancerNet update with a review of priorities for future
enhancements in the order of implementation: (1) develop the infrastructure necessary to
support a dynamic Web dte; (2) inditute a computerized and dynamic authoring system
to facilitate the monthly reviews and updates of dl peer-reviewed statements in PDQ; (3)
develop a universa database (UDB) as a core repodtory for dl information, to permit
real-time processing, and to serve as a powerful search and retrieva engine; (4) integrate
the CancerNet terminology with the Enterprisswide Vocabulay, a sysem being
developed in the NCI Office of Informatics (5) continue to improve internd
communication through the E-let sysem and LigSarv; (6) improve communication with
usrs by providing with an update service and LigServ; (7) improve findability by
moving to ether XML or SGML; and (8) make improvements in searching capability.
Specific improvements in the later indude a sngle-page search form, capability for
proximity searching for dinicd trids a link to PubMed, improved indexing and coding
for protocols and summaries, open text box cgpability, smart indexing, and capability for
indexing text not on other portions of the NCI and NIH Web Site. Priorities in the area of
products and services are a UDB-driven CancerFax, intermediate-levd summaries,
implementation of ConNClerge software, development of voice recognition and text-to-
goeech technology (CancerVoice), and collaborative enhancements with the Clinicd
Trids Support Unit, Cancer Therapy Evaduation Program, and DCS to provide red-time
updates about organizations participating in NCl-supported clinicd trids, as wdl as
electronic protocol submissons and processng. In discusson, Dr. Kay Dickersn
suggested the need to add epidemiologic information to CancerNet, and Dr. Elmer Huerta
advised that future emhancements should provide the capability for animation graphics
and sound.

NEW WAYSOF ANALYZING SPECIFIC CLINICAL TRIALSPORTFOLIO
DR. ROBERT WITTES



As background, Dr. Wittes noted that clinica investigation is a process of asking the right
question in the right satting, and in dinicd medicine the rdevant setting has traditiondly
been determined by the gtate of the patient's disease and dtate of the patient. Increasingly,
patient wishes and target expresson are two other considerations that are $igping the way
clinicans interested in new thergpies think. Other congderations are the shift from the
previous emphass on the empirica process for developing chemicd entities to cancer-
related science. Dr. Wittes dtated that in an atempt to integrate al of these consderations
in devdoping a clinicd trids portfolio for specific kinds of cancer, one is confronted
immediately with a series of disease settings that are peculiar to each cancer (i.e, a series
of cinicd dates). Innovative maiters to address include: (1) issues connected with each
disease, (2) obstacles faced, (3) tools needed, (4) molecular targets available, (5)
important questions, and (6) other clinicd trials dready in progress. Dr. Wittes used the
example of prostate cancer to illudraie the complexities of desgning innoveive dinica
trids around the joint issues of clinical states on one hand, and targets on the other. He
suggested, therefore, that the god in clinicd trids portfolios might be to describe disease-
related research opportunities and the protocols that stem from them, in terms of the
cdinicd daes in which paients find themsdves This is a medicdly meaningful
gpproach, and one that is comprehengble to patients and their families. The process could
easly be extended to prevention interventions. In the early trid setting, work with new
chemica entities would increasingly map to the targets they are intended to intersect; the
two descriptions are complementary and eventualy converge in the later stages of
cinica tegsing when the intended targets and trestment intentions blend and become the
same god. Dr. Wittes noted that this issue will have an impact on the development of the
next generation search engine for the UDB and on planning for ways to exhibit the
information. Dr. Klausner emphaszed the importance of this issue, made difficult by the
implications of changing digbility criteria and changes in the way prioritization of trids
and targets are consdered. Ms. Hubbard expressed the view that the date-of-the-art
gatements on CancerNet and PDQ should be rewritten to reflect clinica questions. Dr.
Dickersn suggested that the resources provided by the Cochrane Collaboration should be
used. In response to another question, Dr. Wittes promised diligence in atempting to
identify gapsin the portfolio and fill them.

SUBCOMMITTEE REPORTS AND NEW BUSINESS
DR.J. MICHAEL BISHOP

Dr. Bishop dtated that because of the unexpected absence of Dr. Frederick Li, the report
of the Subcommittee on Coding, and a discusson of coding of grants to reflect minority
incluson in the NCI research portfolio, would be deferred until the next mesting. Dr.
Dickersn suggested an update on the tamoxifen prevention trid and modding for the use
of tamoxifen in the prevention setting, including a claification of the intended population
as a future agenda item. Members were asked to notify Dr. Kdt if they were interested in
serving on the NCAB Subcommittee on Communications.



THE GEOGRAPHY OF CANCER: NEW DEVELOPMENTS
DR. JOSEPH FRAUMENI, DR. SUSAN DEVESA, MR. DAN GRAUMAN,
DR.LINDA PICKLE, DR. IRISOBRAMSAND DR. BARBARA RIMER

Introduction. Dr. Joseph Fraumeni, Director, Divison of Cancer Epidemiology and
Genetics (DCEG), presented background information on how NCI's epidemiologic
mapping of cancer mortdity in the United States has evolved over the years. He noted
that, in the 1970s, when there was driking internationd variation in cancer occurrence
and changes in risk among migrant populations, U.S. geogrephic patterns were largdy
unremarkable when andyzed by date or region. The decison was made to adopt a more
gysemdic approach usng a county-based cancer mortaity system, to help detect
clustering of the more common tumors. Dr. Fraumeni reviewed the NCI strategy for the
geographic studies. The first phase comprised a series of computer-generated color-coded
atlases presenting White and non-White mortality rates during the period from 1950 to
1969, an atlas for non-neoplastic diseases, and two atlases that updated the cancer maps
through 1980. The second phase involved a saies of corrdationd sudies that
characterized dte-specific cancer patterns in more detal and relaed them to
environmenta and demographic data available a the county level. In the hird phase, the
NCI has collaborated with other research groups in a number of fiedld studies in various
pats of the country with high-risk populations, usng a case-control gpproach to identify
exposures that might account for the eevated rates. Dr. Fraumeni then gave examples of
epidemiologic data that were derived in al phases and showed how the findings
prompted: (1) new regulations from the Occupationd Safety and Hedth Adminigtration
(OSHA) for workplace exposures to inorganic arsenic; (2) case-control sudies that
reveded a cacinogenic effect from community as wel as occupationa exposure to
arsenic; (3) congressond hearings, legidation, and public hedth measures to dert the
public to the danger of smokeless tobacco; and (4) case-control studies that uncovered the
effects of shipyard exposure to ashestos, particularly during World War 11, on the high
rates of lung cancer in coasta counties in the southeastern United States.

The New Atlas of Cancer Mortality in the United States. Dr. Susan Devesa, Chief,
Descriptive Studies Section, Biodatistics Branch, DCEG, unveled the new Atlas of
Cancer Mortality in the United States, 1950-1994. Included in the atlas are more than 250
maps showing variaion in cancer rates during 1970 to 1994, and comparisons with
corresponding maps from 1950 to 1969; summary tables and figures, accompanying text
to describe observed variations for specific cancers and suggest explanations on the basis
of known risk factors. Dr. Devesa acknowledged the contributions of coauthors and
collaborators in al phases of production and summarized the methods used to cdculate
mortality data, rank by magnitude and partition the data into ten categories, and color
code the information for presentation. Currently, mortdity rates are caculated per
100,000 person years and age-standardized to the 1970 U.S. population. Dr. Devesa then
showed maps of lung, breast, prostate, cervica, and bladder cancers to illustrate the types
of information that can be extracted from the atlas. In some maps, data are caculated
according to state economic areas (SEAs)—individua counties or groups of counties that
ae redivdy homogeneous with respect to various demographic, economic, and culturd
factors—to highlight regiond variations as compared to the more localized variations that



are seen a the county level. Dr. Devesa presented data for bladder cancer in men and
women for the early and later time periods that showed elevated rates for bladder cancer
among men and women in northern New England. The unusud patterns observed in these
maps are regarded as a specid research opportunity, and a study has been launched by the
NCI in conjunction with the date hedth depatments and academic centers to identify
reasons for the patterns.

In summary, Dr. Devesa noted that for the recent time period, the geographic variaions
in mortality for severd cancers are smilar to the patterns previoudy observed and reflect
lifestyle and other environmenta factors, medica care systems, reporting practices, and
other variables depending on the tumor type. The most driking difference over time is
seen for lung cancer, the patterns of which track the variations in smoking habits across
the country. Dr. Devesa stated that the patterns depicted in the new atlas should provide
further clues to areas of the country where epidemiologic studies and cancer control
interventions may be warranted.

In discusson, Dr. Freeman asked whether socioeconomic factors could be isolated from
race, and what race as a variable means in the atlas. Dr. Devesa responded that future
dudies can look a corrdations with socioeconomic datus, which would come from
census information. She added that race and gender are used in the atlas as markers of
lifetyle, culturd, and occupationd exposures, providing opportunities for additiond
studiesto better understand the geographic patterns.

Interactive Mapping on the World Wide Web. Mr. Dan Grauman, Computer
Specidist, DCEG, discussed benefits to be derived from publishing the NCI Atlas on the
World Wide Web (WWW), costs to date, characterigtics of the two Web sites (Atlas On
line and Custom Maps), and future plans. Mr. Grauman cited as benefits the fact that the
dtes are easy to modify and access, make results and data available, have linking and
download capabilities, facilitate presentations, are computer-independent, and are
adaptable to many applications. Cost for the two Web dtes, including enhancements
scheduled for February release, was $136,000, about $100,000 of which came from the
Information Tecnology Innovation Fund. Mr. Grauman described the two Web dtes as
extensons of the Atlas offering information for the genera public, opportunities for
research, and tools for educators. Main features are the Atlas text with hyperlinks to more
than 460 maps, tables, figures, and graphs. Users can download dl of the above and the
data and boundary files used to generate the Atlas maps. Mr. Grauman demondgirated the
main features of Atlas Onling highlighting: (1) the home page, which links to user
options and to the Custom Maps Web Site; (2) table of contents, condsting of a group of
direct links to tables, figures, and maps,; (3) direct links to user options, and (4) download
capabilities.

Next, Mr. Grauman demondrated the man festures and highlights of Custom Maps,
which he described as a dynamic Web dte. With this tool, users can control map
parameters (number and type of ranges, ranging method, map colors), create thousands of
maps, zoom and pan, and view a single geographic region. Mr. Grauman presented an
online demondration highlighting each of these features usng lung, cervicd, and bresst
cancers as examples—the firsd to illudrate a cancer where mortdity has risen



dramaticaly, the second to show a cancer with decreasing mortdity, and the third, one
with little change over the early and late time periods. He then reported on enhancements
planned for launching within the year: (1) rate caculaion program on the Web ste; (2)
ability to download calculated data; (3) capability for looking at the data behind the maps
for a paticular entity; (4) multiple maps and time trends with animation; and (5) ability
to create multiple maps ranging across time periods to show trends. Projects being
consdered for the more digant future include adding noncancer mortality rates, other
ranging methods, more datistica techniques, and layered maps, the latter to include data
such as environmental and indudtria exposure.

In response to a question from Dr. Bishop, Mr. Grauman explained that Atlas On-Line
and Cusom Maps are intended primarily for researchers who wish to andyze the data in
a different way; however, the mortaity data come from the Nationa Center for Hedth
Statigics (NCHS) and are in the public domain. Dr. Millon-Underwood asked if pediatric
data would be separated from that for adults, and was informed that the rate-cadculaing
program to be launched in February would provide the capability for choosng age
categories, combining sexes, and using the data to create maps on thefly.

Geographic Information Systems. Dr. Linda PFickle, Mathemdaicd Statidtician,
Surveillance Research Program, DCCPS, continued the presentation on the geography of
cancer developments by showing how data underlying maps like those in the new Atlas of
Cancer Mortality in the United States, 1950-1994 can be used to build a more complex
geographic information system (GIS). As background, she explained that a GIS is a
computer sysem that displays a collection of layers of information, each of which has
data specific to certain geographic locations. In the public hedth setting, this capability
permits researchers to examine the association between locations of individual cases or
high rates of cancer or any other disease and exposures (e.g., @vironmenta and lifetyle)
that might have caused the disease. Dr. Pickle reviewed the NCl's long higtory of
producing cancer alases, which launched the entire field of medical geography and noted
that early mortdity alases led to sSgnificant advances in understanding the geographic
differences of cancer rates in the United States. She showed ora cancer and lung cancer
mortdity maps from the early Atlas of Cancer Mortality for U.S Counties, 1950-1969 to
illusrate two primary uses of mortdity alases (1) to identify specific locations where
changes in hedth policy need to be made or prevention programs darted;, and (2) to
explore more generd patterns or geographic patterns in the mortaity data to generate
etiologic hypotheses, which can be further refined and tested in fidd sudies The ord
cancer maps resulted in policy changes with regard to the sde of smokeess tobacco to
minors, and the maps on lung cancer, together with persona knowledge about the high
mortality arees, led to the generation of hypotheses that helped focus subsequent studies.
Dr. Pickle noted that the GIS now permits a more systematic and efficient approach to
etiologic research. She pointed out, however, that the early mortality maps point to areas
where an epidemiologist could find sufficient numbers of cases to sudy but the design
does not permit easy exploration of the data She described how an interdisciplinary
working group a the NCHS gpproached the task of designing a generd mortdity atlas
and arived a solutions to the problems of basic map syle, legend design, color choices,
classfication of rates into color categories, and indication of unrelidble rates. Dr. Fickle



then demondrated how to build from the basic design a more complex multilayered GIS
map, usng an HIV mortaity map as the base and adding layers of factors (eg., locations
of cities, population clugters) that might help explain the paiterns. The example illustrated
that petterns in data can be easly explored within the limits of avaldble data
Applications of GIS in public hedth include hypothess generation to compare petterns of
disesese and exposure, as an ad to datidica andyss of geographic patterns, for
edimating potentia  exposures, for survellance, and for prevention, screening, and
treatment. Problems to be addressed before the tools can be utilized to the full extent
rdae to the confidentidity of case locations and medical information, identifying
suitable data for dl geographic units, validating available data, and producing smdl-area
data edimates from large-area surveys. In addition, analyticad tools need to be added to
GIS <oftware for identifying spatid and tempord correaions and trends, automating
cluser identification, and vdidaing "hot spots” Work is dso needed to extend research
on map daa visudizaion to multiple layer GISs of interactive or Web-based systems. Dr.
Pickle concluded by predicting that the future of GIS could include better data (eg.,
historic exposure information), three-dimensond visualizations, and the ability to take a
virtua tour of GIS data

Update on the Long Idand Breast Cancer Project. Dr. Iris Obrams, Associate
Director, Epidemiology and Genetics Research Program, DCCPS, dated that the Long
Idand Breast Cancer Study Project (LIBCSP) was created as a multisudy effort to
investigate the causes for the increased rates of breast cancer in the northeastern United
States, particularly to emphasize environmental factors. She noted that the project, which
has been integrated as part of NIH's overal research into breast cancer, was mandated in
1993 by Public Law 103-43, congsts of 10 research studies, and includes a GIS. Its
objectives are to develop an effective tool for invesigating environmenta factors that
may contribute to breest cancer and to help share hedthrdaed environmenta
information with the community. Dr. Obrams noted that the GIS for hedth applications is
seen as a modd; therefore, daff have worked extensvely with advisors and with the
community in deveoping plans and will be working with oversght committees as the
GIS progresses. The GIS data layers will include geospatid base maps, demographic
data, cancer regisry and medicd data (e.g., hedth care facilities), and environmentd data
(i.e., federal, date, and county data sets, data on land use, hazardous materias, pesticides,
chemicds, chemicds ar and water monitoring results, weather and climate information).
Dr. Obrams gave an example of the kinds of analyses that could be performed with the
GIS, which could lead to further research in a particular area. Data from multiple sources
will be linked to account for individud risk factors, for example, looking at
environmental data as a possible risk. Important issues are that: (1) data are imperfect; (2)
the eye is not a good andyticd tool in terms of rate interpretation; and (3) confidentidity
aspects require establishing key levels of access. Dr. Obrams discussed drategies for
obtaining community input, induding a Web dte for informaion dissemination about
data in the GIS, town meetings to obtan leads from the community, with an eye to
evauating the completeness of avalable data that is put into the GIS. Dr. Obrams
concluded with a video showing mass media coverage of the town mestings.

Future Directions. Dr. Barbara Rimer, Director, DCCPS, noted that because of the
cancer regidration system in the United States, cancer is an idedl topic for the use of



GISs and that cross-divisona collaboration is criticd to GIS research, both to develop
priorities and then to undertake them. She stated that the NCI research agenda is designed
to overcome some of the deficiencies, build better GISs, and then use them to understand
cancer in the United States. Specific gods are to encourage the development of GIS
methodology; foster appropriate use of GIS for epidemiologic behavioral and cancer
surveillance research; and facilitate integration of gppropriate types and levels of data in
program  planning, implementation, and evduation. Intramura  and  extramurd
researchers will be encouraged to pursue the following topics. (1) correlate area specific
data and generate hypotheses using etiologic and prognostic factors, (2) incorporate area
goecific cancer incidence and survival data and examine trends within  population
regigries, (3) examine interrdationships of ethnicity, socioeconomic datus, lifestyle
practices, environmental exposures, and hedth care ddivery systems that contributed to
geographic varigion in cancer; and (4) refine targets of intervention geographicaly and
for population characteristics. She noted that the GIS data may provide methods for
examining the interrdationships between hedth behaviors and cancer incidence,
mortaity, and trestment patterns in gpecific geographic areas and will  monitor
intervention and emerging trends in those areas. As an example, Dr. Rimer discussed a
recent NCI sudy on trends in mammography, and with a GIS, behaviord and
environmental data can be collected and examined as pat of future sudies. Different
software packages can be developed for GIS that will enhance and increase its usefulness.
She added that confidentidity will be an issue as smaller and smaler areas are studied.

Questionsand Answers
During the discusson that followed, Dr. Fraumen noted that the data are designed to
provide clues to etiologic and prognogtic factors and clarify patterns of mortdity that may
include informative medica care ddivery and screening programs. Discussion followed
on linking to SEER daa and other data gathered by the Nationd Center for Hedth
Statistics (NCHS) earlier.

POLICY UPDATES
DR. MARVIN KALT

DHHS Research Integrity Regulations. Dr. Kat informed the Board that DHHS is
reorganizing its research integrity and research misconduct process, and the Office of
Science and Technology Policy is taking the lead. The Office of Research Integrity's role
will be primarily educationd and will ensure that gppropriate research integrity processes
ae avalable to the research community. Inditutes will conduct their own investigations
and the inquiry process will be separate from the invedtigative process. This will creste a
third paty entity for research integrity inquires and for inditutions too smdl for an
objective process. He noted that comments from Board members must be received by
December 12.

A110 and FOIA. Dr. Kat dated that find regulations were issued, and DHHS and the
NIH will issue information on this that will impact awvardees. He noted that the find
regulation Stated that any published data gathered through any level of federd funding
cited in support of a federa regulation qualifies as accessble under the FOIA, but only



data collected following the issuance of the regulation is covered. All requests for
information will be submitted to the NIH Inditutes, rather than the principd investigator
or an awadee inditute. The inditute will asSg the awardee organization with the
response and the find communication will be from the NIH. A report will be submitted to

the Board when a sufficient number of requests have been received and responses
developed.

ADJOURNMENT
Dr. J. Michael Bishop

There being no further busness, the 112th meeting of the Nationd Cancer Advisory
Board was adjourned at 12:03 p.m. on Wednesday, December 8, 1999.
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